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�ANEXOS 
Comprobante de paga de la tasa. 

Q Poderes.. Si We el caso, 
� Pruebas de los fundamentos de la oposiciOn. 
O Documentos que acrediten el legitirno irfleres, si tuere el caso 
� Docurnento que acredita Ia exisienda y representaclOn lagal de In partes, cuando scan 

personas jurkilcas. 

Instrucdons para eldgmciantoodel presentefonUarid,vrrevero tIe refm pa, kuL J 
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PODER ESPECIAL 
PROCAPS 

Yo, WALTER TAN4KA TATEKAWA, mayor de edad y vecino de la ciudad de 
Barranquilla (Colonia), identificado como aparece al pie de ml firma, quien en ci 
presente docume?o aettia en calidad de Representante Legal de la sociedad 
PROCAPS S.A. sociedad legaimente constituiçia .y donjiiiada en la ciudad de 
Barranquilla (Colombia), por el presente dÆcumep(b otorgo a la doctora 
ELtANA ISAURA MORENO BOHORQUEZ, abogada en ejercicio, 
identificada como aparece al pie de su firma, con taijeta profesional No,03 823 
del C.S. de la J., poder especial, amplio y suficiente, para .Kormuiar 
oposiciones u observaciones a la solicitud de patente No. 07 007.599, tithiada 
"ELABORAeION DE COMPUCACIONS FABMACEUTICAS. DE 
UBERAçZ’ON RAPIDA DE DRO(AS4?SOLUBLES EN AGUJA Y ’ I COMPOSICIONES FARMACEUT[CS OBTENIDAS POR EL 
PROC1SO DE LA INVENCIöN",  cu yj titular es NYCOMED DANMAIUC 
Al’S., publicada en la gaceta No. 599 del 3’ dc cliciembre de 2008. 

Nuestro apoderado queda facultado, de manera expresa, para realizar todo tipo 
de actos necesarios para ilevar a cabo ci trÆinite de la oposición, incluyendo, sin 
limitación, preparar y presentar solicitudes, bacer deciaraciones, pagar tasas, 
contribuciones e impuestos, recabar los tftulos 0 certificados. Asimismo quedan 
autorizados para impugnar administrativa y judicialmente todo lo que lucre 
resuelto en el expedilente a que se bace expresa referencia en ci presente poder, 
con todas las facultades generales y especfficas que fuera requerido para ella. 

Dc la misma manera, ademÆs de las facultades que le confiere la naturaleza del 
presente mandato, se encuentran facultados para recibir, desistir, transigir, 
sustituir, y reasumir el presente poder, incoar acciones, interponer recursos y 
demÆs facultades conferidas por la icy. 

Dado y Firmado en Barranquilla (Colombia) a los 12 dias del mcs de Marzo de 
2009 

SS 

N C.C. No 16’251.923 0� 

NIT. 890 106.527-5 
Representante Legal 

Acepto 

aQcc 
ELIANA ISAURA MORENO BOHORQUEZ. 
C.C. 511975.664 de Bogota 
T.P.A. 83823 del C.S. de la J. 

CP LLE 80 No. 78B-201 � A.A. 50330 P.B.X.:(575) 3530783-3789000 - 3719900 - 3507900� FAX:(575) 3730815- 3730813 - 3730247 - 3730818 
BARRANQUILLA - COLOMBIA NIT.: 690.106.527-5 
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(CAMARA DR. COMERCIO 

� COERCIO DR BARRANQUILLA 

DE BBAAROUILLA 

CRTIFICADO DR EXISTENCIA Y REPRESENTACION LEGAL 0 DR INSCRIPCION DE 
DQCtJMENTOS. 
PROCAPS S.A. 
NET: 890.106.527-5. 

ET �SUSCRITO SECRETARIO DR LA CAMARA DR COMERCIO DR BRRANQUII-iLA, CON 
FUNDAMENTO EN LAS INSCRIPCIONES DEL REGISTRO MERCANTIL: 

CERTIFICA 

Q.ie por Escritura Pibiica No. 1,190 del 22 de Julio de 1976, 
otorgada en la Nota?a Tercera do Barranquilla, inscrito(as) en 

.esta C1nara de Comrcio, el 28 de Julio de 1976 bajo el No. 6,070 
d1el libro respectivo/ fue constituida la sociedad- ------------------. - 

limitada denominad PRODUCTORA. DE CAPSULAS DR LATINAS LIMIThDA 
"PROCAPS LIMIT2DA -------------------------------- -(------------------

CERTIFICA 

Que por Escritura Pi5.blica No. 1,307 del 28 de Junio de 1979, 
ótorgada en la Notaria Tercera de Barranquilla, inscrito(as) en 
esta Cinara de Comercio, el 23 de Julio do 1979 bajo el No. 10,039 
del libro respectivo, la sociedad antes mencionada---- ---------- -----------
se transformo en sociedad anonima bajo la denominacion social de 
H?PRODUCTORA DR CAPSUIIAS DR GELATINA S.A. PROCAPS S.A.". ------------

CERTIFICA 

çue por Escritura Pliblica No. 3,810 del 31 de Dic/bre de 1980, 
dtorgada en la Notaria Primera de Barranquilla, inscrito(as) en 
sta CÆmara de Comercio, el 30 de Enero do 1981 bajo el No. 12,705 

S
 

del libro respectivo, la sociedad antes mencionada --------------------
pe �t:ransformo en sociedad deresponsabilidad limitada bajo al razon 

� social do ’PRODUCTORA DR cAPSULAS DE GELATINA LIMITPJ)A "PROCAPS LI - 

MIThJDA" . 

� CERTIFICA 

ue por Escritura Pliblica No. 3,755 del 10 de Nov/bre de 1983, 
Øtorgada en la Notaria Unica de Soledad, inscrito(as) en esta 
cÆiara do Comercio, el 22 de Nov/bre de 1983 bajo el No. 17,922 del 
libro respectivo, la sociedad antes mencionada ------------------------
pe �.transformo en sociedad anonixna bajo la denominacion social de 
PRODUCTORA DR CAPSTJLAS DE GELATINA S.A.  PROCAPS S.A." -------------

C H R T I F I C A CERTIFICA 

Øue por Escritura Pftblica No. 3,615 del 06 do Dic/bre de 1996, 
ctorgada en la Notaria 2a. do Barranquilla, inscrito(as) en esta 
Cxnara de Comercio, el 20 de Dic/bre de 1996 bajo el No. 67,218 del 

_____w*_* * * * * * *_-__�-c-. ONTTNUA’ 



CERTIFICDQ DE EXISTCIA Y  REPRESENTACION.LECAL 9 DI : NSCRI 

NIT: 890.106.52.7-5. 

libro respctivo, la sociedad antes menc ond-. -, - - 
caznbio deHrazon soclial, por :a denominaci6n U3O.A’O1IOS P cllllk 

$ 

S. 
� 

------------------------------------- -,--1-

CE] TIFIl A 

Que por Escritura Pablica .1 o, 3,775 dl 1 d I ic/br d . 6 
otorgada. n la Notaria: 2a. d Barr ni11a c: ito(a 
CÆmara de Comercio . el 23 de Enero i e .1997 bajo e: No. 57,7(4 
libro respØctivo, la sociedad nt s menc onad - - - - - - 
cainbio: de razon so ial, por : a enomin don PR A. -� 

CE] T I F I A 

Que dicha sociedad ha sidoreormad& por,us sg1iEntes 

-----. 

c 
yb . docwnertos priva OS 
Numero aaaa/mm/dd No :aria 

no.. 

:n ;c o Reg L a nu (dc 
39 1919/01/18 Notaria 3a. le Barrnquil’.a 9,452 7 O /2 

992 191/04/30 Notaria la. le Barrnquil .a 13,112 . 8: 0 
.1,464 198.2/08/27 taria Unca de SolE dad, 15,533 8 9 /0 
2,744 1983/08/18 Iotaria Unca de Sol  dad 1,416 83 
3,826 194/07/16 Notaria Unca de So1dad 19,554 8 ö 
3,835 195/08/26 Notaria Unica de So1dad 22,230 8 9 /04 

2,260 1986/09/10 Notaria Unca de Solda.d. 24,995 86 Q /15 
1,849 1909./07/11 Notaria 2a. e Barranquilla j33,909 89 0 /u: 

444 190/02/21 Notaria 2a. 1e Barranqui1.a 36,101 .90 
3,090 191/12/17 1jotaria 2a. de Barranquilit. 43,993 592 t 

291993/Q2/01 Notaria 2a. d Barranquilla 48,48 ,593 9 / 
2,34.2. 193/0.7/28 Notaria 2a. U BarrarquiLli 50,532 .593 
3,652 193/11/09 I otaria 2a.. U Barran quill . 5J ,798 .5 931. /2 
3,615 1996/12/06 .Notaria 2a, d BarrargUiliL 67,218 .596 . 

89 197/01/16 Notaria 2a. U BarranquillL 6774 .597 0 /3 
2,070 1997/07/17 Notaria 2a. U BarrazquiUL 70,67 597 Q/ 
2,21 197/08/04 Notaria 2a. d BarraxquiU i. 708L3 597 O /4 

765 199/04/22 Notaria 3a. dBarraxquiilL 8068 599 /3 
� 459 2001/02/21 Notaria 2a. d Barraxqui.1 i. .915)2 001 9 /3 
2,608 2001/10/05  Notaria 2à. d Barra  uiIl L 957 ?1 001 I: 

em 
/08 

1,730 204/07/29 lotaria. 2. d Barraxui11i H 1299 004 
416 2005/03/03 lotaria 2. U Barran quill 16 354 005/0-, /P-Q 

1,613. 205/07/28 Notaria. 2. d Barran quill i. 19 322 00!541.0.(/ 

E R T I F I C A 

Que de aqu Łrdo cox la(s) esc i ura(s) rrib i i1ad.( ), L so k dad 
se rige por las sigwentes disk s ciones: 
]DENOMINACIO’T C PAZON SOCIAL: 

PROCAPS S.. -----------------------------------PROAPS SIGLA-. PROCAPS. DOMICILIO PRINCIPAL: Barranqui]. .a . NIT No: 

890.106.5275. 
MATRICULA MERCNTIL: 

24,802. 

j CERLFIcALLH N IIIUI 0 1 N U.. 
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(b:

 CAMAA DE COMERCIO 

COmEACIO 
DE BARAAAQUILLA 

CERTIFICADO DE EXISTENCIA Y REPRESENTACION LEGAL 0 DE INSCRIPCION DE 
DPCtJMENTOS. 
P1OCAPS S A 

p.’rrm.. OA 1( - 
; U.FJ � � .J I .J 

DLreccion para notificaciones judiciales: 
CL 80 No 78 B - 201 
Do la ciudad de Barranquilla 

/ 
/tCERTIFICA 

DURACION El/tØrmino/de duración de la sociedad se fijô hasta el 
1 de Agosto de 2073 

C E R T I F I C A 

OBJETO SOCIAL El objeto principal de la sociedad sera a) -La fabri-
cacion de capsulas y otros productos similares a partir de materia-
lea tales como gelatinas u otros de distinta naturaleza, que puedan 
ser utilizados como envases o recipientes de productos y sustancias 
quimicas, farmaceuticas y cosmeticas, para USQ y consumo humano y 
veterxnario, b) -La investigacion, desarrollo y fabricacion de toda 
c’lase de productos y sustancias quimicas, farmaceuticas y cosmeticas 
Para USO y consuniO huinano, animal y vegetal; c) -La coxnpra y yenta de 
m.terias prixnas, insuinos y productos intermedios necesarios para los 
procesos de fabricacion de sustancias quimicas, farinaceuticaa,alimen 
tiicias y cosmeticas, asi como la comercializacion interna y externa 

los productos terminados, d) La compra, yenta, importacion, ex-
pprtacion y distribucion de toda clase de elementos instru-
mentales y equipos methcos,quxrurgicos,odontologicos,y hospitalarios 
p.ra la salud huxnana y animal e)La compraventa,exportacion y dis-
distribucion de dulces, confites, galletas y todo tipo de 
golosinas o alimentos para el consuxno huinano f) Actuar como re-
pesentante o agente de personas naturales y juridicas, nacio-
nà.cionales y extranjeras en la realizacion de operaciones o tran-
scciones relacionadas con la industria faxinaceutica y en especial 
con cualquiera de las actividades descritas en los literales a), 
bf), c) d) y e) antes descritos, g) Prestar los servicios de 
aesoria y consultoria en las areas adnu.nistrativas, de mer-
c.deo, analisis clinico, asistencia tecnica, investigacion, costos y 
�.produccion, exportaciones, importaciones, venta.s, relacionadas con 
iguales o similares actividades a las que constituyen el objeto de 
PP.00APS S.A.,  asi como los de publicidad y promocion de productos 
quimicos, cosmeticos y fantiaceuticos para uso bumano, animal o in-
c1istria1, b)-Adquirir, operar, administrar y explotar, a cualquier 
titulo, empresa o establecimientos dethcados a la investigacion, de-
sarrollo, fabricacion o cornercializacion de productos quimicos, far-
maceuticos, hospitalarios 0 cosmeticos En desarrollo de su objeto 
principal, la sociedad podra tomar interes social como accionista, 

13 
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PROCAPS 3.A. 
890406.527-5.

 - - - - 

NIT:. 

� SOCiO 0 . undador de empresas que teng4n iglual i: ar oh t, om 
� prar, vender, impo tar y e: p0 tar mal uiraLia , ii s rnos y.: ei e to 

� requeridos para el desa.rrol: o de su acti ii La1e ; tomar ii 
prestaxno, financiar y ga

 
rant .za las 0] eracJ ,n s c u rcial : e qe 

lebre � con 
de 

terceros relativai łu ob etó; 
des 
ce .e 

x o: 
r 
L 

y. eje 
r sus 

11 t dd 
io � tipo ctos y c ntratos n ce arios ara p . 

�nes; girar, acepta: , otorga:. y protes ar .tc o tp ce tit L: o V 
res e inStrtmtentos negociab: es; compr r, vE1d r y cc nstit : r Lva 
menes sobre bienes muebles e inmueb es;, C es .g ia:  represa t 
apoderados en el p is y ezi el ecterior y, er gmarFl, real a: ial 
quier actö nego io que sea iecesar, 0 n re lii ii e par i & 

C 
d a-

rrollo de su objetl social y pa a la. m jon ro e coi de s u xe 
ses corpo4ativos  0. de La, us Socios. t $ )C .e 1 odra Fl r 
el cump1ixiento de obligacic ne adqu ridas 10 e: ceros Acir 
socios, pàra 10 Cl al pora i iclusivi eons :i .0 ..r g: avame u s e Lie 
sobre . susi bienes e cua14ui r laturall za.-- - 

--------------- . - 

CE1 I TI.FI A, 

CAPITAL N: 0 ccione valor. cc  61 
Autorizado . .. 

. 

$**********2,Q00,000,,000,************2,I 00,000 *** ******* * 00( 
Suscrito 
$*********411229,071,000 *****i *******1,229,071 *k*t******* * L 00( 
Pagado : 

$*********L,229,071,000 *****. **1*****l,229,071 * L OO( 

CE1 T I F I C A 

DMINISTR.AION: La direcc.on y idministracioi le.11 sociedie cr es 
pondera a 11a ASan lea General le Accic nist 3, a la Junta-,)Ire:t Val 
al Presidnte, al Iricepreside nt B y a un Gere it ex eial. Mit C : r 

� 

pond 
a la Junta Direct va lap s:guentes func’?ione3 r :iibuci e 
otràs: Autorzar C- aiquier a to o cont:i ato ely . ltia se . Si e or 
al equiva.ente. en liesosColoribianos a c oscie ft IS cC ic uenta mil d la. 

res de 1  Estado: Unidos ce America (US$250 0)0), liqui 1 dc 
tasa dØ cambio re; resenta.ti’ a del mei cado vi re itE E 1 dia n u s 

Surta la. ,transacio: . Cuando s trat de ) r icC,res en ’1: i 

las cuales la soc edad gar it i.ce oblgacioae le rcero o e lo 
sociós, s requeri: a que L )peracic n sea a r b 3 con 
por lo menós 2/3 par es de los in :egrantE s de a J mt . )irec ivell 
La sociedÆd tendra un Preside ite , 

qi. ien e e c la r r e ta 
çion 1egaI d la sociec ad y tel dra, -a sC gi iente r bu-
clones entre oras: j ec Ut L las dei i ns c e la A n le 

General de Accionitas y e ] a Junta DC recti ra jE c.er la I e en-
tacion Leal de lÆ sociedac rn todoE los ic o; c’ )ntra l s u S 

� requieran para el desarrqllc el objE to So Al.c confo i ic d cam 
b previsto en la leyes . ei los peseits e;ttos. i ui 
apoderados judicia]es y extra judiciaJ es, e !i )jL iotif ac es, 
absolver . interrogatorios do p rte, onfs ix bJ i acion e l 
sociedad, transigir, disistit allamar a. a sbcCead en IU ie: 

asuxito judicial, Arobar y ce ebrar en nrnDr c e la so ec od 
acto. o ccntrato e.yacuanti[a [sea ival: o i1fror al e4uiLtfltt 

10 
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.( CA RA DE COMERCIO M/ 

COERCIODD 8ARRANQUILLA 

DE BRRRAROUILLA 09*1 

CERTIFICADO DE EXISTENCIA Y REPRESEWL’ACION LEGAL 0 DE INSCRIPCION DE 
DOCtJMENTOS. 
PROCAPSS.A. ----------------------------------------------------------
NIT: 890.106.527-5. 

en pesos colombianos a .doscientos cincuenta mil dolares de los 
Estados Unidos de America (US$250.000), liquidados a la tasa de 
camblo representativa del mercado vigente el �dia en que se surta 
la transacion o celebracion del acto. Las demas fu.nciones que le 
correspondan como Representante Legal por disposicion de la ley, 
de estos estatutos o de la Junta Directiva. El Presidente tendra un 
suplente, designado por la Junta Directiva, quien reemplazara al 
Presidente en sus faltas temporales, absolutas a meraznente acciden-
tales, con entidades facultades y sin que sea necesario para ello 
acreditar la ausencia del principal. La sociedad tendra un Vicepre-
sidente designado por la Junta Directiva, quien taxnbien ejercera la 

,representacion legal de la sociedad, pudiendo ej ercerla conjunta 0 
separadamente con el Presidente. El vicepresidente tendra las: 
siguentes facultades entre otras. Ejecutar dentro de su conpetencia 
las decisiones de la �Asarnblea General de Accionistas, de la Junta 
Directiva y del Presidente. Ejercer la representacion legal de la 
sociedad en todos los actos y contratos que se requieran para el 
desarrollo del objeto social, de conformidad COU 10 previsto en las 
leyes y en los presentes estatutos. Constituir apoderados .judiciales 
y extrajudiciales, recibir notificaciones, absolver interrogatorios 
de parte, confesar obligaciones de la sociedad, transigir, desistir 
y ailànar a la sociedad en cualquier asunto judicial. Aprobar y 
celebrar en nombre de la sociedad todo acto o contrato cuya cuanti 
sea igual o inferior al equivalente en pesos coloxnbianos a dent 
cincuenta mil dolares de losEstados Unidos de America (tfS$150.000), 
liquidados a la tasa de cainbio representativa del mercado vigent 
el dia en que se surta la aprobacion o celebracion del acto, siempr 
que no se trate de enajenar bienes inmueblea a cua.lquier otro activ 
fijo de la sociedad, inclusive de naturaleza muebles, acciones 
cuotas a partes de interes inversiones y todo tipo de derecho 
de la sociedad, a de constituir gravaxnenes sobre cualquiera de 10’ 
anteriores, facultades que radican exciusiva y. privativamente e 
cabeza del Presidente. Las demas funciones que le corresponda ’corn 
Representante legal par disposicion de la ley, de estos estatuto 
a de la Junta Directiva. El Vicepresidente tendra (1) suplente 
designado par la Junra Directiva, quien 10 reemplazara conjunta 
separadamente en sus faltas temporales, absolutas o merament 
accidentales, ’con identicas facultades y sin que sea necesario par 
ello acreditar la ausencia del principal. La sociedad tendra un (1) 
Gerente General, con su respectivo Suplente, designados por la Jun a 
Directiva. El Suplente reemplazara al Gerente General, en sue falt s 
temporales, absolutas o meramente accidentales, quien junta con. 1 
gerente general, lievaran la representacion legal de la socieda 
con identicas facultades, pudiendolas ejercer.conjunta a separad - 
mente con el Presidente y Vicepresidente, con identicas facultad s 



CERTIFICAD& DE EXIST IA Y REREENTACIQN LEGL 0 

PR0CPS S.A. - �--- - - -+-- --
 ---

MIT:, 890.106.527-5. I 

que el Gerente General y si e sea iecós r’01 pa a ello a r 
la ausencia del titu1ar. El erente ener 1 tnd alas. I 
facultades entre otas: Ejere r la reprsent cor 1 g   de 1 
dad, en tbdos los actos y c n ratos qie se r qt4ie ax par 1 
rrollo.,, deli objeto ocial, d conf.ormdad �o 1 revist 

� leyes y ei los pre$ntes est t to s. Apobar y 1e t  on 
la sociedad todo ato a con r to cuya cuan ia spa. iva1 0 n 
Al equivalente en esos Cal. mbianos a Cinc en a M1 dolar 
Estados Undos de mrica ( S$ 0.000)’, ii I a o a la t 
cambio. repesentati$ del me ca 0 vigeritØ El da e ue se u 
aprobacion o ce1ebr.cion del Ct , siemre qu o se trate 
nar a cua]quier tit lo bienes i ebles 0 ctia – r t 0 ac v 
de la soc.edad, inclusive de n tura1eza mue 1 ,. ac – lies, uo 
partes de interes, iriversione todo tipo d e4ec 0 de S 
dad o de constitui gravamen 8 sobre ual i r d as a t r 
facultades que radicn exclusv y priva�i te n c z 
Presidents. --------------------------------- --- ___1__ - 

CER F I C 

Que segin Acta No. 116 del 2 de Jun o de 19971 c riespo a e I 
la Asainblea de Accionitas en a ranquiIla1 de a oci did: 
PR0C.PS 5.. ------------------------
cuya parts, pertinente se ins riiô eaesta C a d Come – 

� 15 de AgOslo de 1997 baj 0 1 No. 7c, 838 d 1 1 rto res C 
yH

 
soon Acta No. 127 del 2 1e Maro de 0 0 c espon e 

la AsarnblŁa de Accion–tas en Ba raiiquilla, de 1 o4ie ad: 
PROCAPS S.74 --------- H------------- -------------
cuya parts pertinent C5 inse i ió en esta 

-------

a e Come io, 
29 de Mayo de 2000 bajo el No. . 7,250 d1 I r zes e tivo fu 

� hechos lQS siguientes xombraxnient s 

CLTSE: 
.. 

JUNTA I ECTIVA 

Principales 
� I 

I 
1. Minski ontovnik Ruben � C. * * *7,4 3 
2. Minski aontovnik Meyer.

 * *****7, 4 1 
3. Minaki GontoimikTose � � 

� * ****,6 1 

Suplentes 
1. Minski Zirberbit 
2. MinskiDeitel Da 
3. Minski Sharon. 

Que segün A 
la Asaxnblea 
S.A. cuya p 
el 15 Us A 
fueron hechos 

Cargo/Noxnb 
Presidents. 

ta No. 

los S 
de 

Elliot 
iel 

�

 

C E R T 

116 del 2 
2istas on B r: 
L nentese i s 

L997 bajo e: 
btes n0mbr 

I C A? 

e Tunio del 9 
anqui11, de 1 
ribió e est 
No. 70k838 e 

entos: - 

t

*I**72, 9, 

OI,212, 2, 

o4e1ad: RC4 
ia4 ce Co*ec1i 
ibo respci 

idntificació 

1 

* U A 
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DE BARARROUIILA 

CRRTThICADODE EXISTENCIA Y REPRESENTACION LEGAL 0 DR INSCRIPCION DR 
DOCTJMENTOS. 
PROcAS S.A. 
NIT: 890.106.527-5. 

Minski Gontovnik Ruben CC.*******7,463,982 
Suplente del Presidente 

Minski Minski Abraham CC.*********802,575 
Vicep.residente 

Minski Gontovnik Meyer CC.*******7,461,324 
Suplente del vicepresidente 
H

 
Minski Gontovnik Jose CC.*******8,671,834 

:CERTIFICA 

cue seglIn Acta No. 11 del 01 de Febrero de 2001 correspondiente a 
.a Junta Directiva en Barranquilla, de la sociedad: PROCAPS S.A. 
cuya parte pertinente se inscribió en esta Cutara do Comercio, el. 
2 de Febrero de 2001 bajo el No. 91,273 del libro respectivo, 
ueron hechos los siguientes nornbramientos: 

Cargo/Nombre identificación 
erente General. 

Uribe Ochoa Guillermo Luis CC.******70,073,754 

C E R T I F I C A 

ue segtn Acta No. 406 del 02 de Sep/bre de 2004 correspondiente a 
La Junta Directiva en Barranquilla,. de la sociedad: PROCAPS S.A. 
cuya parte pertinente so inscribió en esta Cmara de Comercio, e]. 
09 do Sep/bre do 2004 bajo el No. 113,263 del libro respectivo, 
Eueron hechos los siguientes nonb–amientos: 

Cargo/Noznbre . . . / Identificación 
up1ente del Gerente. 

Tanaka Tatekawa Walter CC.******16,251,923 

C E R T I F I C A 

ue segin Acta No. 124 del 29 do Marzo de 1999 correspondiente a 
La Asamblea do Accionistas en Barranquilla, de la sociedad: PROCAPS 
S.A. cuya parte pertinente se inscribiô en esta Câmara de Comercio, 

� ,l 04 de Agosto de 1999 bajo el No. 82,226 del libro respectivo, 
� fueron hechos los siguientes nonramientos: 

Cargo/Nombre . Identificación 
Revisor Fiscal Ppal. 

Vargas Pertuz Ana Isabel 

CERTIFICA 

CC. ******32,696,645 

Que seg1n Acta No. 127 del 22 de Marzo de 2000 correspondiente a 
la Asainblea de Accionistas en Barranquilla, de la sociedad: PROCAPS 

* 
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PR0APS S.A.-››----   -------- 
--

- - - - 

NIT: 890406.527-5. 

S_ A.  parte 
p 

rtinente se nscrib 6 en as ta C ia a de . Corr r io, .cuya 
:el 29 de Mayo de -2000 baj el No 8720 dl .iro r pe Ip vb, 

fueron. ]aecljos los si iienteS nonb amientcs: 
car9o./Ndmbre . . I enti c n 

Suplbnte del.Revisor- Fiscal. 
. H 

� Lozada Villarea Milexia .. . . CC.* .****. ,7 8 1.1 

.CERTIFICA: 

Que por .scritura Ptblica N. 2,784 del 0 de Dc/bri le 1 07, 
otorgada en ].a Not-aria 2 a. e Barra iquil a c ya p irte e t u n  
se inscribi6 en es ta Cmara e comer io 1 2 d ic/b: e d O7 
t aj 0 el No. .3 ,492 del libro res ei tivo, - 

- - - 

-7- 
�y las insripciox1es 3.492-1, 

--------- 
93, 3.4 4, 3 4S!5,!, 3 4 6, 3.4 7 

3.498, 3.499, 3.500, 3.501, 3,5(2, 3.501, 3.. 04# 3. 0, 3. 0, 
3.507, Consta- que RJBEN MINSK: ONTOVNI C.. .. NC. 

. 

63.9E2, 
obrando comb Presiden :e y Repre e taxite L gai .e l. s c edad C. I. 
NATUIMEG S. A.-, que obraædo en su cond .cjOn di ire i ente 

y - - - - 

Representante Legaql- .de laàł ii dad PRO ZAPS  e resii e it - 
debidamente1- facultad por lo3 Estatut )s :Sc C: a]es : por e. ) iliO 

Organo Social, otor a los sig ii ntes po1eres C tcrg r pode - - - - - - 
general, �a4nplio y s if iciente - los doctrs O EFIN EL Cl 2B - 
MIELES. BUELVAS CC. N ). 33. 138.4 7; a MARC LA C [\ AL Ni PP..G1 - - - 
CC.No2-2.579.748; CRSTINA VI L FRANCESCHI: I Cc.N . 2.463.71 --on 
las facu1tdes que se transer ben a continua ii a - Para q ..e 

- - 

-representen- a la sociedad PR(  APS S.A, ante oc ti: 0 de -- - - 
autoridades administrativas y jurisdiccional s, en si ntos d - -4--

naturaleza civil, lboal, c mrcial, penal, adu xii ra, c1 . r4, 
tributaria, - policiva adxninis r tiva y isqa. - a: testE r y --
presentar Iexnandas, requerimi ntos, re$rsqs, pa dir y aport - . 
pruebas, rŁeibir, � $tificarse, £jercer aacioi e ti tela, - - 
trainitar -, jic–dentØ- Le desacat , comparecer el 1 )s p oc esos 

e la sb 
.e - 

d 
- 

cursen contra la s ciedad, ail  en ton r .ei in 
los asunto que se n necesa: los, trai sgii, dsf st ir, s x t. u 
renunciar reasuxni el poder. C. - La f cult d sz de -- --
conciliar, por tant puedenlJegir a acierdos cni:itorio; - 

�t:ransaccionles, ju4iciales xtrajuiCiales b etrajuI c I , 
cualquiera que sea .- su cuantf a, para - - 10 ,cu 11 1 

s ai xlera 

I s e On 
aportar !.a autor–acion sir p1 y es rita e - ei r senta ii e al 
de la sociedad.. d. - .Podran pies ntar olii :u le c devol i Ic 
compensacioxL .de impiiLeatos, v nt LS-. y entas, e i. los gc 
las devOluione-s y adelantar t ,do trai ite -0 

p 

0 p admin t 

10 

- ante la DZN, de ta forma qu e i ningu mome it u e sin - - 
representac4on legal de ].a soc i.e lad. P0 E1E$ S E ,Ii S: a. SE --
conflere pcder. espei ia]. axnplfo y sufcient as ierson 

c se 

determinan seguidame te-, que co aforman el �p 1 y 13, p a, p ra que---: 
conjuritamente si scriban con :ratos de st rd: .–tL s de m : c c as -y servicios con en i idades- otic.ales, hasta 1. 

Ufl L le 0.0 ( c: T 0 MIL DOLARES DE LOS 1 SThI)OS UNIDO DE M’ ICI (U 20.D0 ) .00)liquidados 

a la ta a represe it tiva c el tie c  ’ g mte i Ia que se re1ice la respectiva 
-ransaccion. G uo . WALT a i02 ZIA TATEICAWA CC. NO.16. 51.923, CI U IA TANC RI?E C S L O CC. No.41.-660.293, CA1EN ALiCI1 1LOREZ cJc.NP 2t44.)4fiIV Lb l S C 0 N T I N U Z *** * * * 
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CERTIFICADO DE EXISTENCIA Y REPRESENTACION LEGAL 0 IDE INSCRIPCION DE 
DOCUMENTOS. 
PROCAPSS.A. --------------------------------------------------------------
NIT: 890.106.527-5. 

VLLLLAREAL CPJVIACHO CC . No.91.201.749, CARMEN ALICIA HERREPA ----------
DEAZGRANADOS CC.No.22.377.540, DAVID ANTONIO CHARRIS GIRALDO -------
C Ko:.19.341.274, C.No.19.341.274, RICARDO DORADO HIIRTADO CC.No.79.715.772, JAIME 
FORERO LLINAS CC.No.19.300 .593. b.- Se confiere poder especial -----
a–nplio y suficiente al senor WILLIAM ALBERTO BARROS CERRA ----------
CC.No.8.715.941, para que en nombre y representacion de PROCAPS 
S.A., suscriban declaraciones cainbiarias, aduaneras y tributarias a 
que este oblIgada la sociedad, en el giro normal de sus negocios y 
opØraciones sociales, por tanto quedan facultados para firmarlas, 
como tambien los demas documentos relacionados con ellas, ----------
notificarse, aportar y solicitar las pruebas que sean necesarias. 
c. -Otorgar poder especial amplio y suficiente al senor MARLON 
TATIS PAREDES CC.No.72.176.874 y al senor WILLIAM ALBERTO BARROS 
CERRA CC.No.8.715. 941, para que en noxnbre y representacion de ------
POCANPS S.A.., suscriban las declaraciones, reportes y cualquier 
docwnento �rºlacionado con los tramites o registros  de Comercio -----
Exterior �y o cualquier entidad del Estad.o que haga SUB veces: d) 
Otorgar poder especial amplio y suficiente a la doctora CARMEN 
ALICIA HERRERA DIAZGRANADOS, CC.No.22.377.540 y.al doctor WALTER 
l4NAKA TATEKAWA, CC. No.16.251.923, para que en nombre. y ------------
representacion de PROCAPS S.A.; endosen los titulos valores de la 
sociedad basta por la suina de UN MTh MILLONES DE PESOS ------------- 
(1.000.000.O00.0O) M.L. CUARTO: El representante legal de la ------- 
sociedad PROCAPS S.A.; doctor RUBEN MINSKI GON’rOVNIK, manifiesta 

te la presente reforxnä fue aprobada por la Asamblea General ------- 
raordinaria de Accionista de PROCAPS S.A., con observ-ancia de 

las disposiciones legales y estatutarias. ---------------------------
OIL  CERTIFICA 

Que por Escritura Püblica No. 1,933 del 16 de Sep/bre de 2008, 
Otorgada en la Notaria 2 a. de Barranquilla cuya parte pertinente 
Se inscr–biô en esta Cmara de Comercio, el 06 de Octubre de 2008 
14ajo el No. 3,748 del libro respectivo, -------------------------------
�consta que el seæor RUBEN MINSKI GONTOVNIK, C.C. No. 7.463.982, que 
omparece en su condicion de Presidente y Representante Legal de la 
ociedad PROCAPS S.A., confiere por medio de este instruxnento ------

publ.ico Poder especial Amplio y Suficiente a la doctora MILENA -----
ESCAFFI PARDO, C. C. NO. 32.758.420, para que en noxnbre y -----------
representacion de PROCAPS S.A., suscriba declaraciones caxnbiarias, 
ä.cluaneras y tributarias a que este obligada la sociedad en el giro 
normal de sus negocios y operaciones sociales, por tanto queda -----
facultada para firmar, como tambien los demas docunientos -----------
–elacionados con ellas, notificarse, aportar y solicitar las -------
ruebas que sean necesarias. -----------------------------------------
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(51) InternatIonal Patent CJassftlealIan6 (11) itesatiai Wttl Number WO 9910998$ 
A6IK 3]154 471260 47)38,47/40 [Al 

J(43) InternaUcual PubReudon Date 4 Maith 1999 (04,03-99) 

(21) International Application Number PC/EP9S/O5456 (Si) Designated States Al, AM, AT, AU, AZ, BA, BB, EQ BR, 
BY, CA, C11 CN, CLI, ez, BE, BK, BE. ES, I?I GB, GE, 

(22) InternatIonal Mug Datai 27 August 1998 (21.08.98) GB, GM; NO, ID, 1L IS, 3P, XE, KG, XP, KR, JC4 IC. 
LX, LR, LS, LT, LU LV MD, MO, MX, MN, MW, MX. 
NO, NZ, FL, PT, RO,RU, SD, SE, SO, SI, SIC, SL, TI,TM. 

(30) 1’4or1ty Data IT, UA, UOj US, UZ, VN, YU, ZW, ARWO patent 
911145168 27 August 1997 (27.0897) EP (GB, GM, ICE, L, MW SD, S4 110, ZW), Eurasian patent 
� 

(AM; AZ, BY, KG, ICZ MD, RU, 77.7M, European patent 
(AT, BE, CE. CY, BE, DX, ES, Pt, PR, GB,GR, IB, IT, 

(11) Applicant f/or all designated States except US) HEXAL AG LU, MC, NL, PT, SE), OAPX patent (B?  W. CP CO, Cl, 
[BE/BE], WustriMmse 25 1)43607 Bolzkirchen (BE) CM. GA ON, OW, ML, MR NE SN, TD, TO) 

72 Inventors, and 
(15) iaven*oraiAppllcants (for US only): SIRUMONANN, Am. PuBahed 

dxuas [DEJDB]; Indust&strasw 25,1)43601 Holzkfrchen With international search report. 
(BE) FRBUDENSPRUNO, Brigitte [DE(DE], Industries- Re/ore the expb’atlan of the time limit for amending the 
taissc 25,1)43706 Holzklrchen (BE) ICLOICKERS, Kann claims and to be republished in the event of the receipt of 

� (BE/BE]; Thdustrlcstssó 25, D-83607 Holzklrchen (BE), amendments. 

(14) Agents. BOBFERS flan, D. et al.; Berelteranger 15,1)41541 
Maenchen (BE) 

(54) TLtle NEW PIIARMACEVTICAL COMPOSONS OPMELOXICAM WiTh IMPROVED SOLUBIIflY AND B1OAVAIL.. 
ABIUTY 

(57)AbtI?act 

Pharmaceutical compositions containing enolic carboxamide type antUnflammatcry agent meloxicam that exhibit Improved wettability, 
aqueous sciubhlty, dissolution believiour over a broad range of pB, and that are prepared by crystal structorn modification of the drug through 
dry or ’wet mechanical honiogenizallon wldtwo further vumponents - one of them it selected from a group of oligo and dIsso’utIon 
improving, or alkalizing agent The application of the formulations according to the present invention results in an Improved biovaflabzhty 
and effectiveness of meloxicazu 

p . .. 
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The addition of hydrotropic agents to meloxicam durip micron -

satin can also improve -solubility and bioavailabillty. Pe-

ferred hydrotropic agents are for exampis sodium-glycinate, 

- 

nicotinamid, methyiglucamin or a combination thereof. 

The use of cyclodextriri in combination with meloxicam can im-

I prove the solubility, and bioavailabllity without forming real 

inclusion complex of cyclodextrin and meloxicam. 

F 
- Sutb1 cyclodextrinsre for example 1-cycldØxt1n hydrate 

(BCDx), 6-mono-amino-beta-cyclodextrin (AMBCDx), y-cyclodextrin 

hydrate (GCDx), branchend-13-cyclodextrin (glycosyl-raaltosyJ.- 

substituted type, enzyme-modified J-cyclodextrin hydrate deriva-

tive) and hydroxypropyl-i-cyclodextrin (with a degree of by-

- droxyalkylation between 4.0- 5.0); 

C.yclodextrins -are used preferably in an amount of me.oxcaTn 

Cyclodextin I : 99 and especially 30 :70 (w/w) : 
F 

Combinations of the cyclodextrin meloicam product with above 

� mentioned additives reult in further improvement of solubility 

and binavailability. 

Stable additives are surfactants, co-solvents, hydrotropic 

couiponets, alkalizing adthtives, hydrocolloids and pharmaceuti-, � 

cally acceptable polymers, especially methy1cellulose 

propylene-glycol ether, tris-hydroxymethyl-aminomethane, 2,6-

diamino-bexanojc acid (D,L-lysine) martnitol polyethylenglycol, 

� propy1englycol, diethanolamine, ethylenamine1 monoethanolarnine, 

triethanolamine, diieopropylamine, dibutylamine, pentytamine, 

sodium dodecyl sulfate, anonium-carbonate, 
F 
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The co -grinding of the solid components me-1odcam and beta- 

cyclodextrin hydrate BC1x) in a ceramic ball-mill for suffi-

cient time results at ambient temperature in novel type solid 

state-structure of these solids, as proved by X-ray diffractome- 

try and also by microscopy. The composition after grinding proc-

ess also exhibited an improved dissolution profile compared to 

meloxicam, ground alone under the same conditions. 

Thus 11.35 g crystalline beta -cyclodextrin-hydrate (BCDx) with 

13.8 % water content and 1.76 q crystalline meloxicam were in-

IIN tensively ball-milled for 6 hours at 25 °C to reach metastable 

amorphous state. The re-suiting solid composition was passed 

through a sieve of 250 pm. 

Characteristics of the melo-xicam composition according to exam-
44 pie TV. 1.  The product appears as a slightly yellow, free-

flowing, non-hygroscopic powder. 

As high resolution Differential Scanning Calorimetry investiga-
tions indicate this conpos:ttion shows two distinct endothermic 

peaks -related-to eloxicam -on the heat-flow curve- at 255 °C rn  

280 CC. This phenomenon is attributed most probably to the co-

existence of different ’solid state prototropic forms of the drug 

which are generated by the mechanical manipulation in presence 

of the hydrated beta-cyclodextrin. The D$C of pure meloxicaxn 

shows a melting endothermic heat flow at 267-270 C which is in 

good agreement with literature data of the melting point of me-

loxicam (2�8°C) ..(See figure 1.) - 

The meloxicaut content of the composition according to example - - 

IV/i. is 13.1% and the product has a loss of weight between 

after the drying. The X-ray powder diffraction analy-

- sis of the ball milled co-ground system according to example 

IV,’ 1. indicates that the micronisation treatment results in the - 

decrease of crystallinity, but without complete amorphisation of 

the system. - 

SUeSTFrUTE SHEET RLJtR 2) -. 
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Table S.  In vitrł rated of dissolution of free me,Loxicam (130 

mg) and of the cmpos.itian according to example IV./3. (1500 mg) 

at pf 1.3 and 76 at 37°C 

Dissolved Meloxicam in solution in pg/IAI 

mm- free meloxicam composition according 

utes to example IV/ 3. 

pH:7.6 pH: 1.3 pH: 1.6 pH:1.3 
H- -.----.-.-- 

5 
--- - 

0.45 
-----_ _- 
38 

-.__-----�� 
6.8 1237 

10 1252 - 062 218 6.1 

15 1278 0.67 320 5.9 

30 0.74 - 390 6.7 1280-

45 0,73 485 6.1 1287 

H 60 0.61 550 5.2 1310 

xample: IV/IL - - 
I -

meloxicam, TO g o beta-CD hydrate (BCDx), 0.01g2.6- 

Uiamino-hexarioic acid (OL-lysine) 
and 5 1 deionised water were 

added to ,a twin-screw kneader and were intensively co-kneaded 

for 45 minutes at room temperature. The wet mixture was dried at 

40 °C yielding a hard, yellowish solid. The dry, solid product 

was sieved through a. OL.25 mm sieve. (Yield 9.9 g yellow powder, 

with a meloxicam content, of .8 % by weight.) - 

Thermoanalytical study proved the existence of two different - - 

types of solid forms of  meloxicam with melting heat flow curves 

- - at around 256 and 292°C  respectively. (See figure 4) 

The improvement of dissolution characteristics of the product 

according to example IV/4. in couparison with free meloxicam are 

shown in table 7. 

M111 II .-  - - I 
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2ab,1e 7.: In vitro  rates of disgc1uion of free ivelodcam (130 

mg) and of the composition according to example TV. 14  (1300 mg) 

at PH 1.-3 and 7.6 at 37°C 
--

Dissolved zelokicam in solution in /x1 

min- . free ’meloxicam, Composition according 

utes

 

to example IV/4. 

= 

pH: 1.3 p 16 pH: 1.3 pH7.6 
;� 

38 6. 1134 

F 10 -- 0.62 218 4.9 1150 

15 0.67 320 4.9 116b-

30 0.74 390 4.9 1175 

45 0.73 485 .4.3 1187 

60 0.67 550 4.6 1217 

Exarp1e ZVf5. 

mono-arnino-beta-yc1odextrin AMx), 3 ml water and 15.2 g 6- CD 

� 1.8 g crystalline meloxicam were intensively kneaded, for 6& min-

utes at 25 °C. The resulting wet mizure. was passed through a 2 

M sieve and dried at 40 °C ,to constant L weight. The resulting � 

yellowish. solid was milled into a tine powder and sieved through 

-a 0.25mm sieve. Yield: 16;6 g powder, with a meloxicam content of 

10.4 % by weight. 

: The solid meloxicam composition accdrding to example IV/5, 

showedL significantly improved disso’ution. 

The improved dissolution of meloxicam composition according to 

example IV/5. is shown in table 9. 

SUØSfl1IJT  $HE*T.(RUE *8 
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IVL7. 

129.7 g crystalline ga a-cyclodetrin (GCOX) hydrate are inten-

sively co-milled at room temperature in a ceramic ball mill with 

17.57 g solid meloxicam for 3 hours at 2 °C. Yield 146.2 g of 

slightly yellow, powder is obtained. The solid composition ap-

pears as a nearly amorphous powder with a meloxicam content of  

118 % by weight and exhibits an enhanced dissolution in water. 

EZIP1e zvtj 

.16 g brancbed_beta*cyclodextrin (a glucosyl-mltosy1-substituted 

type, enzythe-modif led beta-’CDx derivative) are intensively 

kneaded jn a twin-screw kneader with 1.8 g meloxicam in presence 

6f-2.0 ml propylenegly.col for 30 minutes at 40 °C until a dense 

creamy paste is obtained. The paste’ia kneaded further for addi-

tionaJ. 3 hours at 25 °C, and dried at room temperature to con-

stant weight. The dry product appears as .a slightly yellow-

coloured, hard solid which is further ground to give fine pow-

’der and passed through a 2$-0 pin sieve Yield: 17.5 g yellow, 

slightly hygroscopic, amorphous powder, with a meloxicam content 

of 10.0 %. The loss of weight by drying of the sample according 

to example 8. is 6,0 %.’ . 

.. 

16 g hydroxypropyl-beta-cyc1odextri (with a degreeof h 

droxyalkylation between 4.0-5.0 are Intensively mixed in pow -

der form in a ceramic ball mill with 1.8 g of meloxicam. The 

mixture is then further co-milled for 3 hours at 25 °C to reach 

desired metastable physical state. Yield: 17.2 g yellowish, . 

SUBSTflUTE SI4EaT (RULE 25) 

H. 

H .. . 
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2. Composition according to claim 1, cbaxaateLzed by 

cyc1odextrins microcrystalline cellulose1 lactose and/or 

starch as oligo- or polysaccharide. 

3. Composition according to claim 1 or 2, ahaxactrized by-

-mono-fatty acid, diethylensglycol 

monoethylethar and br noriylphenol tetraethyleneglycol ether 

as surfactant 

4. Composition according to any of the preceding claims, 

cbraoterized by an amount of I to 99 and preferably about 

20% by weight of a hydrotropic 7agent (based on the total 

weight of the composition). 

5. Composition according to any o the preceding claims, 

characterized by sodium glycinate, nicotinamide and/or 

methyiglucamine as hydrotropic agent. 

6. Composition accordiri.to any of the preceding claims, 

charatexized by sodium carbonate, ammonium carbonate, sodium 

, 

hydroxide, especially powdered. sodium hydroxide, and/or 

sodium phosphate as aLkalizing agent. 

7. C-omposition according to any of the preceding claims, 

characterised by 1-cycIodextrLn hydrate {CDx), 6-monoaxnIno. 

beta-cyclodextrin AMBCDx), gauna-cyclodextrin hydrate t 
(GCDx), branched 1-cyclodextrin, especial3.y a branched 

1?-cyclodextrin of the glycosyl/maltosyl substituted type or: 

a 1-cyclodextrixi hydrate derivative, ad/Or hydroxypropyl- L-

SUBSTflE SHEET (RtLE 20) J. 
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-cyclodetrin as oligo- or. polysacoharide, especially of a 

hydroxyalkylatwn degree in’ the range of 4.0 to 5.0. 

B. Composition according to any of the preceding claims, 

haraatrizad by methylcellulose-propylene-glycOl ether7 

tris-hydroxyrnethylamiriomethane, 2,6-diamino-hxanoic acid 

(D,L-lysine), mannitol, polyethy neglycol, propyleneglycol, 

diethanolamthe7 ethyleneamine, nionoethanolarnine, triethanola-

mine, diisopropylamine, dibtitylamine, pentylamine, sodium do-

decylsulfate, methyiglucamine, polyvinylpyrrolidone, cellu-

lose ether, polyoxyethylene-polyoxypropylene-blOck-COPOlYmerS 

and/or rilcotinainide as pharmaceutically acceptable additive. 

. Composition according to any of the preceding claims, obtain-

able by co-milling, co-grinding or co-kneading meloxicam in 

the presence of a phamaceutically acceptable additive. 

10. Composition according to any of the preceding claims, obtain 

able by micronizing meloxicam in the presence of a phamaceU-

tically acceptable additive. : 

IL Composition according to any of the preceding claims, obtain-

� able y wet mechanical homogenization of its components in 

the presence of water, preferably in afl amount of Sto 50 % 

by weight (based on the total weight of the copositiGn). 

12. Pharmaceutical compoition comprising melo’xitao as active in-

� gredient, as oligosaçharide and/or a polysaccharide , water 

as aqueous vehicle, a co-solvent and facultative auxiliary 

aqents ’ 

13. Composition according to claim 12, characterized by 

� .. S EET(RULE 
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cyclodextrins micxocrystallixie cellulose, lactose and/or 

starch as oligo- or polysccharide. 

1
 14. -Composition according to claim 12 or 13, char.cterized by 

an amount of 0.1 to 25 and preferably, about 5.0 % by weight 

co-solvent (based on the amount of water or on the total 

weight of the composition). 

15. Composition according to any of claims 12 to 14, 

chaxacterized by i-propanoi1 propyleneglycol, glycerol, poly -

ethyleneglycol 
and/or ethanol as ca-solvent. 

16. Composition accordig to any o claims 12 to 15, 

characterized by an amount of 1 to 99 and preferably about 

20% by weight of a hydrotropic agent based on the total 

weight of the composition). 

� 17 -Composition according to any of-claims 12 to 16, 

characterized by one ore more additional pharmaceutical ac-

ceptable additives selected from the group consisting of sur-

� factants, hyctrotropic agents, alkalizing agents, cyclocex-

trins, hydrocol1oidsand polymers, preferably selected from 

the group consisting of methylcsllulose-propylene-glYCOl 

ether, tris-hydroxymethylaminomethane 2,6-diamino-hexeflOiC 

acid (D,L-lysine), mannitol, polyethyleneglycoi propy1e-

neglycol, diethanolamine, ethyleneamine, monoethanolamine, 

triethanolaine, diisopropylamina, dibutylaniine, pentylamine, 

sodium carbonate, sodium dodecylsulfate, ammonium carbonate, 

sodium hydroxide, especially powdered sodium hydroxide, so-

dium phosphate, methyiglucamine, polyvinylpyrroltdone, cellu-

lose ether, polyoxyethylene_polyoxypropYlene-blOCk-cOPOlYmeTS 

and/or nicotinamide as pharmaceutically acceptable additive. 

SE Soler (RU1.E2) 
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18.. Composition accordirg to any of claims 12 or 17, obtainable 

by rnicronizing meloxicam in the presence. of an oligosaccha-

ride and/or polysaccharide, water and a co-solvent as pharma-

� ceutically acceptable additive. 

19. Composition accordin to any qf the preceding claims, obtain-

able by wet mechanical homogenization of its components in 

the presence of water, preferably in an amount of 5 to 50 % 

by weight (based on the total weight of the composition. 

2. Composition according to any of the preceding claims for 

oral, rectal, transdrma1, �ophthalmic or pareriteral adini-

stration. 

�J 21. Composition acordin to any of the precedin claims, 

łhiat.r.zei in that it provided as tablet, effervescent 

tablet, sachet, Æroxttized effervescent sachet, tab, hydro-

qel, ophthalmic ointment, ophthalmic hydrogel or retal sup-

pository. - 

22. Composton according to any of the preceding claims, 

.xaaterized in that it is provided as coritrofled release 

� tablet for oral app1icaton. 

23. Composition according to claim 21 or 22, charamterized in 

that it is provided as mult-layex tablet, especially a two-

layer tablet, wfler.in � � � - 

one of the layers comprises meloxicam together with at 

least one pharmaceutically ’acceptable additive for rapid 

release and 
H 
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tical composition comprising such a celccoxlb-orystallizaiion Inhibitor composite and one or more excipirsits. Also provided are 

processes for preparing amorphous colecoxib, a celecoxib drug substance 0f the invention, acelecoxib-ciystallization Inhibitor corn-

' posite of the invention, and apharinaccutical composition of the Invention. Also provided is a method of treating aruedical condition 
. ordisorderina subject where treatnzentwi*ha6yclooxygenese-2intu’bitoris Indicated, comprising adininistering, for example orally, 
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A need for new forms of celeroxib, in..p*rLiCUlX forms, suitable for preparing 

rapid-onset compositions, exits. Rid-onset drug-delivery systems can provide 

significant benefits over conventional dosage forms. Generally, rapk-onset 

preparations provide a short period to therapeutic or prophylactic response compared 

5 to conventional immediate-release or sustained-release dosage fonns For example, in 

treatment of acute pain, a rapid-onset dosage form of celecoxib would be useful to 

� provide fast pain relief. 

However, celecoxib presents certain challenges for formulation as a rapid-

onset dosage form, particularly as  rapid-onset oral dosage form.: For example, 

10 celecoxib has very low solubility in aqueous media and therefore is not readily 

� dissolved and dispersed for rapid absorption in the gastrointestinal tract when 

administered orally, for example in tablet or capsule form. In addhion, celecoxib has 

a relatively high dose requirement further increasing difficulties of providing a 

sufficient therapeutically eective dose for rapid absorption. 

15. Celecoxib crystals also present formulation difficulties as a result of unique 

physical and chemical characteristics such as electrostatic and cohesive properties, 

low bulk density, low compressibility and poor flow properties.. Due at least in part to 

these properties, celecoxib crystals tend tosegregate and agglomerate together during 

mixing, resulting in a non-uniformly blended composition containing undesirably 

20 . large, insoluble aggregates of celecoxib. For these and other reasons, therefore, it is 

difficult to prepare an orally deliverable, rapid-onset composition containing 

celecoxib that has the desired blend uniforniity. 

The bioavailability of an orally administered drug, as measured by its entry 

into systemic circulation in the bloodstream, depends an at least two fundamental 

25 processes: drug dissolution inEastrointestlual fluids (in vivo drug release) and 

subsequent absorption of the dissolved drug. Several factors influence dissolution o, 

a drug from its carrier, including surface area of the drug presented to the dissolution 

solvent medium, solubility of the drug substance in the specific solvent medium, and 

driving forces of the saturation concentration of dissolved materials in the solvent 

30 medium. Notwithstanding these factors, a strong correlation has been established 

between the in vitro dissolution time determined by standard assay procedures for an 

oral dosage form and the rate of in vivo drug release. This correlation is so firmly 

2 
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established in the art that dissolution time has become generally descriptive of drug 

release potential for the active component of the particular unit dosage composition. 

When the process of in vivo drug release is slower than the process of 

absorption, absorption is said to be dissolution rate-limited. Since dissolution 

5 precedes absorption in the overall process, any change in the drug release or 

dissolution process will subsequently influence drug absorption. See for example 

Lieberman et al. (1989), PhannaceuticalL)osage Forms: Tablets,1 Vol. 1, pp. 34-36. 

Marcel Dekker, New York. It is clear, therefore, that dissolution time determined for 

a composition is one of the important fundamental characteristics for consideration 

10 when evaluating compositions intended for fast-onset delivery, particularly where 

drug absorption is dissolution rate-limited. 

Crystalline solids, due to their highly organized, lattice-like structures, 

typically require a significant amount of energy for dissolution. The energy required 

for a drug molecule to escape from a crystal, for example, is greater than is required 

15 for the same drug molecule to escape from a non-crystalline, amorphous form. 

Importantly, however, crystalline drug forms which have been transformed into 

amorphous forms tend to revert to a steady state of low energy, namely the crystalline 

form, over time and thus may not have an adequate shelf life. An amorphous form of 

celecoxib has not hitherto been known in the art. 

20 As indicated hereinbelow, treatment with celecoxib is indicated in a very wide 

array of cyclooxygenase-2 mediated conditions and disorders. Therefore, if an 

amorphous form of celecoxib could be prepared, and in particular if a storage-stable 

composition comprising such an amorphous form of celecoxib could be developed 

exhibiting enhanced bioavailability, for example through rapid dissolution of the drug, 

25 a significant advance would be realized in treatment of cyclooxygenase-2 mediated 

conditions and disorders, particularly in treatment of acute disorders where early relief 

from pain or other symptoms is desired. 

SUMMARY OF THE INVENTION 

Celecoxib provides a more rapid onset of therapeutic effect if, upon oral 

30 administration of a composition comprising celecoxib, pharmacokinetic properties are 

exhibited leading to a greater maximum blood serum concentration (C) and/or a 

shorter time following the administration to reach that maximum (T). It is 

3 
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a 

groaW C and/or a aborter Too can result fiozn faster 

dissolution of celecoxib when provided in amorphous fonn than in crystalline form. 

Accordingly, the present invention provides amorphous celecoxib. There is 

also provided a celecoxib drug substance wherein the celecoxib is 1premt, in at least a 

5 detectable amount, as amorphous celecoxib. The term "celecoxib 4=g substance" as 

used herein means celecoxibper .,e as qualified by the context in which the term is 

used, and can refer to unformulated celecoxib or to celecoxib present as an ingredient. 

of a pharmaceutical composition. 

safitbar embodiment of the invention, there, is provided acelecoxib-

10 crystallization inhibitor composite comprising particles of amorphous celecoxib or a 

.celecoxib drug substance of the invention in intimate association with one or more 

crystallization Inhibitors. The crystallization inhibitors are selected and present in an 

amount sufficient to substantially reduce conversion of amorphous celecoxib to 

crystalline celecoxib. Preferred crystallization inhibitors are polymors that form with 

15 the celecoxib a celecoxib-polymer composite. 

There is also provided a composition comprising a celecoxib-crystallization 

inhibitor composite, for exaznfe a celecoxib-polymer composites as defined herein. 

The composition comprises dose units that can be in the form of discrete solid articles.. 

such as tablets, caplets, pills, hard or soft capsules, lozenges, sachets or pastilles; 

20 alternatively the composition can be in the fbnn of a substantially homogeneous 

fiowable mass, such as a particulate or granular solid or a liquid suspension, for 

example an imbibable dispersion, from which single dose units are measurably 

removable. 

Also provided are processes for preparing amorphous celecoxib, for preparing 

25 a ce1coxib drug substance of the invention and for preparing a celecoxib-

crystallization inhibitor composite, for example a celecoxib-polymer composite, of the 

invention. 

A preferred process for preparing a celecoxib drug substance of the invention 

comprises (a) a step of melting celecoxib, for example crystalline celecoxib; and (b) a 

30 step of rapidly cooling the resulting melted celecoxib to form a celecoxib drug 

substance wherein the .celecoxib is present, in at least a detectable amount, in 

amorphous form. Optionally, this process can further comprise (C) a step of grinding 

4 
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the celecoxib� drug substac. to 10m, a celecoxibpowder. 

A cclecoxib-crystallization inhibitor composite of the invention can be 

prepared by a process comprising (a) a step of dissolving celeeox�ib  and one or more 

crystallization inhibitors in a solvent liquid to form a solution; and (b) a step of drying 

5 the solution to form a ceiccoxib-crystallization inhibitor composite wherein the 

celecoxib and the crystallization inhibitoraiein intimate association and wherein a 
---- -’ _�.________t_____ - 

� wmuwua pu u UAW vu vi iu UVlV( us-  in MampuOUS llilL. JpUOflaUy, mis 

process can ftulher comprise (c) a step of grinding the celecoxib-ystallization 

inhibitor composite to provide a celecoxiberystallization intubikw composite powder.. 

10 A celecoxib drug substance or powder thereof, or a celecoxib-crystallization 

� inhibitor composite or powder thereof prepared according to such processes can be 

fufther formulated to provide a pharmaceutical dosage form. 

Also provided is a niCthod: of treating a medical condition or disorder in a 

subject where treatment with a cyclooxygenase-2 inhibitor is indicated, comprising 

15 administering, for example orally, a composition of the invention in a therapeutically 

effective amount. Such a method is particularly useful where the medical condition or 

disorder is accompanied by acute pain. 

Other features of this invention will be in part apparent and in part pointed out 

hereinafter. 

20 BRIEF DESCRIPTION OF THE DRAWINGS 

Fig. 1 shows a powder X-ray diffraction profile of a celecoxib drug substance 

Cl prepared in Example 1, by comparison with crystalline celetoxib C2. 

Fig. 2 shows powder X-ray diffraction profiles of a ceicozib-polymer 

composite C3 of the inventimi immediately after preparation (TI.) and following 

25 storage for 2 weeks at 40°C and 75% relative humidity (T2). 

30 

Fig. 3 shows powder X-ray diffraction profiles of a celecoxib-polymer 

composite C4 of the invention immediately after preparation (TI) and following 

storage for 2 weeks at 40°C and 75% relative humidity (172). 

Fig. 4 shows a differential, scanning calorimetry (DSC) thenuograrn of a 

ceiccoxib drug substance Cl comprising no polymer. 

Fig. 5 shows a DSC thermogram of a celecoxib-polymer composite C3 of the 

invention wherein the polymer is hydroxypropylmethyleellulose. � 

5 
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� Fig. 6 shows a DSC thermogram of a;eaiecoxib-polymer composite C4 of the 

invention wherein the polymer is polyvinylpyrrolidone. 

DETAILED DESCRIPTION OF THE INVENTION 

Aijiorphous celecoxib 

5 The invention provides a novel amorphous form of celecoXib. The term 

"amorphousr’, as used herein, refers to solid-stató  particles lacking a regular crystalline 

structure. Without being bound by theory, it is believed that arnoaphous celecoxib 

particles require less energy lot dissolution than crystalline celecoxib particles of 

similar dimensions, and that this reduced dissolution energy requirement contributes, 

10 at least in part; to increased dissolution rate and/or decreased therapeutic onset time 

exhibited by amorphous celecoxib and compositions tbereot 

eIecoxib substncçf the intention . 

In addition to amorphous celecoxib per se, the inventionprovides a celecoxib 

drug substance that comprises amorphous celecoxib. At least ad*ctable amount of 

15 amorphous celecoxib is present. Preferably, about.10% to about 10011/6, more 

preferably about 25% to about 100%, still more preferably about 60% to about 100% 

and even more preferably about 80% to about 100%, by weight of the celecoxib in a 

celecoxib drug substance of the invention is amorphous. In a particular embodiment,. 

substantially all of the celecoxib is, amorphous, i.e., the celecoxib drug substance is 

20 substantially phase pure amorphous celecoxib. 

A prefeired celecoxib drug substance is an entirely solid-state substance 

wherein the fraction, if any, of the celecoxft, that is not amorphous, is crystalline. For 

example, a niicroparticulate or 
nanaparticulate celecoxib drug substance of this 

embodiment can, in addition to an amorphous celecoxib fraction, comprise a fraction 

25 of microcrystalline or nanocrystalline celecoxib, though this crystalline fraction is 

prefrably small, for example, less than about 50%, more preferably less than about 

25%, and still more preferably less than about 10%, by weight of the total celecoxib 

present. . . 

In one embodiment, the amount of inozphous celecoxib in a celecoxib drug 

30 substance is sufficient to provide increased dissolution rate as measured in a standard 

in vitro dissolution assay and/or improved hioavailability (e.g., shorter time to reach a 

6 
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5 Amorphous celecoxib or a celecoxib drug substance of the invention can be 
prepared by any suitable process, not limited to processes described herein. 

One illustrative process comprises (a) a step of meltingsolid-state celecoxib, 
e.g., crystalline celecoxib; and (b) a step of rapidly cooling the resulting melted 

� 

celecoxib to form a celcooxib drug substance wherein the celecexib is present, in at 
1.0 least a detectable amount, in amorphous form. This process optioflally further 

� comprises (c) a step of grinding the celecoxib drug substance resulting from step (b) 
to form a drug powder. 

Melting step (a) can be performed by any technique known in the art, for 

example, by heating the celecoxib in an oven at about 150°C to about 180°C. Cooling 
15 step (b) can be performed by any suitable method,.for example by floating a container. 

holding the melted celecoxib, in liquid nitrogen. The optional grinding step (c) can be 
performed by any suitable method, for example by grinding in a mortar and pestle or 
by grinding in a mill, for example a media mill. 

A celecoxib drug substance or drug powder prepared according to the above 

20 process or any other process can be administered orally, rectally or, parenteraily 

without further formulation, or in simple suspension in water or another 

Pharmaceutically acceptable liquid. Alternatively, the celecoxib drug substance or 

drug powder can be directly filled into capsules for oral administration. Preferably, 

however, the celecoxib drug substance or drug powder is subjected to further 

25 processing, typically with one or more excipients, to prepare a pharnaceutical 

composition, for example an oral dosage farm, as described hereinbelow. 

Celecoxib..ciytaIlization, inhibitor comosites 

In a presently preferred embodiment of the invention there is provided a 

celecoxib-crystallization inhibitor composite comprising particles of amorphous 

30 celecoxib or a celecoxib drug substance having at least a detectable amount of 

amorphous celecoxib, in intimate association with one or more crystallization 

inhibitors. An "intimate association" in the present context includes, for example, 
7 
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celecoxib admixed with the erystaflization inhibitor, celecoxib embedded or 

incorporated in the crystallization inhibitor, celecoxib forming a coating on particles 

of the crystallization inhibitor or vice versa, and a substantiallybornogeneous 

dispersion of celecoxib throughout the crystallization inhibitor. The term 

5 "substantially homogeneous" herein with reference to a composite or pharmaceutical 

composition that comprises multiple components means that the components are 

sufficiently mixed such that individual components are not prescutis discrete layers 

and do not form concentration gradients within the composition. 

A celecoxib-crystallization inhibitor composite of this embodiment preferably 

10 comprises about 1% to about 950/e, preferably about 10% to about 90%, more 

praerably about 25% to about 85%, and still more preferably about 30% to about 

80%, by weight, of celecoxib. As indicated above, celecoxib in suha composite 

exists, at least in a detectable amount, in amorphous form. Preferably, about 1 0% to 

about 100%, more preferably about 50% to about 100%, and still more preferably 

15 about 75% to about 100%, by weight of the total celecoxib in the composite is 

amorphous celecoxib. 

In composites of this embodiment, a.fractian of the celecoxib can be present as 

microcrystalline or nanocrystalline celecoxib, though this fraction is preferably small, 

for example less than about 50%, more preferably less than about 25%, and still more 

20 preferably less than about 10%, by weight of the total celecoxib in the composite. 

Crystallization inhibitors include any material which substantially reduces 

conversion of amorphous celecoxib to crystalline celecoxib, for example, polymers, 

carbohydrates, lipids, etc. Therm "substantially" with respect to reducing such 

conversion includes completely inhibiting, preventing, slowing, delaying, decreasing 

25 or restricting crystallization of celecoxib to a measurable degree. It will be understood 

that both selection of crystallization inhibitox(s) and the amount of crystallization 

inhibitor(s) used in a composite of the invention influences stability of amorphous 

celecoxib therein. 

Crystallization inhibitors arc preferably polymers, more preferably polymers of 

30 low solubility in water. Still more preferably such polymers are substantially non-

crosslinked. 

Non-limiting examples of suitable polymers that can be used as crystallization 

8 
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inhibitors include, either alone or in combination, polyvinylpyrrohdone (PVP or 

povidone, e.g., Kollidonlu CLM of BASF), hydroxyproylmethylcellulose (HPMC, 

e.g., MethoceP ES Premium), HPMC phthalate, ethylcellulose, 

hydroxyethylcellulose, sodium carboxyinethylcellulose (carmeflose sodium), calcium 

S carboxymethylcellulose, dcxtran, acacia, starches such as sodu*n starch glycolate 

(SSG, e.g., ExplotabTO R of Mendell), 3-cyc1odextrin (e.g., KleptOseTM 4PC of 

R.oquette), block copolymers of ethylene oxide and propylene oxide (e.g., PluronicvM 

P-68 and F-108), polyvinyl alcohol and polyethylene glycol (PEG). Povidone and 

HPMC are preferred polymers for use as crystallization inhibitors and form celecoxib-

10 polymer composites of the invention. 

HPMCs vary in the chain length of their cellulosic backboflC and consequently 

in their viscosity as measured for example 
at 

a 21/10 by weight concentration in water. 

HPMC used in celecoxib-polymer composites of the invention should have a 

viscosity, 2% in water, of about 100 to about 100,000 cP, preferably about 1000 to 

15 about 15,000 cP, for example about 4000 cP. Molecular weight ofIIPMC used in 

celecoxib-polymer composites of the invention is preferably greater, than about 10,000 

but preferably not greater than about 1,5 00,000, more preferably, no greater than 

about 1,000,000, still more preferably not greater than about 500,000, and even more 

preferably not greater than about 150,000. 

20 HPMCS also vary in the relative degree of substitution of available hydroxyl 

groups on the cellulosic backbone by methoxy and hydroxypropoxy groups. With 

increasing hydroxypropoxy substitution, the resulting HPMC becomes more 

hydrophilic in nature. It is preferred in celecoxib-HPMC composites of the present 

invention to use HPMC having about 15% to about 350/a, preferably about 19% to 

25 about 32%, and more preferably about 22% to about 30%, methoxy substitution, and 

having about 3% to about 15%, preferably about 4% to about 12%, and more 

preferably about 7% to about 12%, hydroxypropoxy substitution. 

HPMCS which can be used in the present invention are illustratively available 

under the brand names MethocelTm of Dow Chemical Co. and Mcto1ose of Shin-

30 Etsu Chemical Co. Exampiea.of particularly suitable HPMCs having medium 

viscosity include MethocelTm E4M and MethoceP’ K4M, both of which have a 

viscosity, 2% in water, of about 4000 cP. Examples of HPMCs having higher 
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viscosity include MelhoceFu E101, Methocep*1 IU SM and MethocelTMRi OOM, 
which have viscosities, 20/6 in water, of 10000cP, 15,000 cP and 100,000 cP 

respectively. 

Prefened povidones used in celecoxib-polymer composites of the invention 
5 have a molecular weight of about 2,500 to abut 3,000,000, preferably about 8,000 to 

about 1,000,000, and more preferably about 10,000 to about 400,000, for example, 

about 50,000. Preferably, povidone used in celecoxib-polymer composites have a 

dynamic viscosity, 10% in water at 20°C, of about 1.3 to about 700, preferably about 
1.5 to about 300, and more preferably about 3.5 to about 8.5 ml’s s. 

10 In celecoxib-crystallization inhibitor composites, for example celecoxib-

polymer composites, of the invention, the amount of crystallization inhibitor is 

preferably sufficient such when maintained in an open dish at ambient temperature for 

a 

period of 7 days, transformation of amorphous celecoxib to cryst1line celecoxib is 

no greater than about 501%, preferably no greater than about 25%, and more preferably 
15 no greater than about 10%, by weight of all celecoxil, in the composite. 

Typically, depending on the particular polymer(s) used, one or more polymers 
are present in a contemplated celecoxib-polymer composite in a total amount of about 
10% to about 80%, preferably about 15% to about 75%, and more preferably about 

25% to about 65%, by weight. Prefrab1y, the weight ratio of ceiccoxib to polymer is 
20 . about 1:1000 to about 10:1, more preferably about 1:10 to about 5:1, and still more 

preferably about 1:2 to about 2.5:1. 

A celecoxib-crystallization inhibitor, composite of the invefltion can be 

prepared by any suitable process, not limited to processes described herein. 

One illustrative process comprises (a) a step of dissolving. celecoxib and one or 
25 more crystallization inhibitors in a solvent liquid to form a solution; and (b) a step of 

drying the solution to form a 6elecoxib-crystallization inhibitor composite wherein the 

celecoxib and the crystallization inhibitor are in intimate association and wherein at 

least a detectable fraction of the celecoxib is in amorphous form. Optionally, this 

process can further comprise a step (c) of grinding the celecoxib-crystallization 
30 inhibitor composite to form a celecoxib-crystallization inhibitor composite powder. 

Suitable solvent liquids which can be used to prepare a celecoxib-

crystallization inhibitor composite, for example a celecoxib-polymer composite, can 

WJ’Ab  
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comprise any phanu*euticafly vocoptable solve* in which celecoxib can be 

dissolved. Heat and stirring can be used to facilitate drug dissolution in the solvent 

liquid. The solvent liquid can also comprise a nnsolvent fraction, for example, 

water. Non-limiting examples of suitable 
solvents 

that may be used in solvent liquids 

5 of the invention include, for example, water-alcohol mixtures, methanol, ethanol, 

isopropanol, higher alcohols, propylene glycol, ethyl caprylate pmylene glycol 

lauratc, PEG, diethyl glycol monoethyl ether (1)GME), tetraethylene glycol dimethyl 

ether, triethylene glycol monoethyl ether, polysorbate 80, etc. Ethanol and 

� isopropanol are preferred solvents. 

10 It has surprisingly been found that use of isopropanol as a solvent, permits a 

� relatively high loading of celcoxib and polymer in the solution to be dried 

accordingly isopropanol is presently an especially preferred solvent 

The drying step (b) can be performed by any suitable mns for example, by 

evaporation, lyophilization, conventional heating (e.g., in an oven), spray drying, etc. 

1$ Spray drying is a preferred method of drying. Any suitable spray drying method 

known in the art can be employed. Generally, spray drying is aprocess by which a 

solution comprising dissolved drug and crystallization inhibitor is rapidly sprayed 

over a current of warm air, resulting in formation of dry powder. 

� The optional grinding step (c) can be performed by any suitable method, for 

20 example by grinding in a mortar and pestle or by grinding in a mill,, for example a 

media mill. 

A celccoxib-crystallization inhibitor composite, for exarnplłacelecoxib-

polymer composite or a powder thereof, prepared according to the above process or 

any other process, can be administered orally, rectally or parenteraily without further 

25 formulation, or in simple suspension in water or another pharmaceutically acceptable,: 

liquid. Alternatively, the composite or powder thereof can be directly filled into 

capsules for oral administration. Preferably, however, the composite or powder 

thereof is subjected to further processing, typically with one or more additional 

excipients, to prepare a pharmaceutical composition, for example an oral dosage form, 

30 as described hereinbelow. 
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barmaceutical omosi*ion-. 

Amorphous celecoxib, a celecoxib drug substance or a.celecoxib-

crystallization inhibitor composite as provided herein can be further formulated 

together with one or mote pharmaceutically acceptable excipients to produce a 

5 . pharmaceutical composition. The term "excipient" herein moos any substance, not 

itself a therapeutic agent, usd as a canieror vehicle for delivery of a therapeutic 

agent to a subject or added to a pharmaceutical composition to improve its handling or 

storage properties or to permit or facilitate formation of a dose unit of the composition 

into a discrete article such as a capsule or tablet suitable for oral administration. 

10 Excipients include, by way of illustration and not limitation, diluents, disintegrants, 

binding agents, adhesives, wetting agents, lubricants, glidants, crystallization 

inhibitors, surface modifying agents, substances added to mask or counteract a 

disagreeable taste or odor, flavors, dyes, fragrances, and substances added to improve 

appearance of the composition. 

15 Excipients employed in compositios of the invention can be solids or liquids: 

or both. Compositions of the invention containing excipients can be prepared by any. 

known technique of pharmacy that.eomprises admixing an excipient with a drug or 

therapeutic agent. A composition of the invention contains a desired amount of 

ceiccoxib per dose unit and, if intended for-oral administration, can be in the form, for 

20 example, of a tablet, a caplet, a pill, a hard or soft capsule, a lozenge, a cachet, a 

dispensable powder, granules, a suspension, an elixir, a liquid, or any other form 

reasonably adapted for such administration. If intended for parenteral administration, 

it can be in the form, for example, of a suspension. if intended for rectal 

administration, it can be in the form, for example, of a suppository. Presently 

2$ preferred are oral dosage forms that are discrete dose units each containing a 

predetermined amount of the drug, such as tablets or capsules. 

Non-limiting examples follow of excipients that can be used to prepare 

pharmaceutical compositions of the invention. 

Compositions of the invention optionally comprise one or more 

30 pharmaceutically acceptable diluents as excipients. Suitable diluents illustratively 

include, either individually or in combination, lactose, including anbydrous lactose 

and lactose monohydrate; starches, including directly compressible starch and 

12 
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hydrolyzed starches (e.g., Celutabi" and Emdex1M); manitol; sorbitol; xylitol; 

� dextrose (e.g, Cerelose 2000) and dextrose monohydrate; dibaic calcium 

phosphate dihydrate; sucrose-based diluents; confectioner’s sugar; :mouobasic calcium 

sulfate monobydrate; calcium sulfate dihydrate; granular calcium lactate tiihydrate; 

� 5 dextrates; inositol; hydrolyzed cereal solids; amylose; celluloscs including 

microcrystalline cellulose, food grade sources of - and amorphous cellulose (e.g., 

R.excePM) and powdered cellulose; calcium carbonate; glycine;betrtonite; 

polyvinylpyrrolidone; and the like. Such diluents, if present, constitute in total about 

� 5% to about 99%, preferably about 10% to about 85%, and more preferably about 

10 20% to about 80%, of the total weight of the composition. The diluent or diluents 

selected preferably exhibit suitable flow properties and, where tablets are desired, 

compressibility. 

� Lactose and microcryailine cellulose, either individually or in combination, 

are preferred diluents. Both diluents are chemically compatible with celecoxib. The 

15 use of extntgranuiar microcrystalline cellulose (that is, microcrystalline cellulose 

added to a wet granulated composition after a drying step) can be used to improve 

hardness (for tablets) and/or disintegration time. Lactose, especially lactose 

monohydrate, is particularly preferred. Lactose typically provides compositions 

having suitable release rates of celecoxib, stability, pre-compression flowability, 

20 and/or drying properties at a relatively low diluent cost. It provides a high density 

substrate that aids densification during granulation (where wet granulation is 

employed) and therefore improves blend flow properties. 

Compositions of the invention optionally comprise one or more 

phaimaceutically acceptable disintegrants as excipients, particularly for tablet 

25 formulations. Suitable disintgrants include, either individually or in combination, 

� starches, including sodium starch glycolate (e.g., ExplotabTM of PenWest) and 

� pregelatinized corn starches (e.g., National"" 1551, NationaIT 1550, and Colocom’’ 

1.500), clays (e.g., Veegum’" HV), celluloses such as purified cellulose, 

microcrystalline cellulose, methylcdliulose, carboxymethylcelluiosc and sodium 

30 carboxymethylcellulose, croscannellose sodium (e.g., Ac-Di-SolT" of FMC), 

alginates, crospovidone, and gums such as agar, guar, locust bean, karaya, pectin and 

tragacauth gums. 

13 
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Disi-ntegrants.maybe added at any suitable Step chuing the preparation of the 

composition, particularly prior to -granulation or during a lubricatiOn step prior to 

compression. Such disintegrants, if present, constitute in total about 0.20/9 to about 

30%, preferably about 0.2% to about 10%, and more preferably about 02% to about 

5 5%, of the total weight of the composition. 

Croscannellose sodium is a preferred disintegrant for tablet or capsule 

disintegration, and, if present, preferably 
constitute  about 0.2% to about 10%, more 

preferably about 0.2% to about 70/9, and still more preferably about.0.2% to about. 5%, 

of the total weight of the composition. Croscarmeilose sodium cfers superior 

10 intragranular disintegration capabilities to granulated compositions of the present 

� invention. 

Compositions of the invention optionally comprise one or more 

pharmaceutically acceptable binding agents or adhesives as excipjrts, particularly for 

tablet formulations. Such binding agents and adhesives preferably impart sufficient 

15 cohesion to the powder being tabletod to allow for normal processing operations such 

as sizing, lubrication, -compression and packaging, but still allow the tablet to 

disintegrate and the composition to be absorbed upon ingestion Suitable binding 

agents and adhesives include, either indivi4ually or in combination, acacia; 

tragacanth; sucrose; gelatin; glucose; starches such as, but not limited to, 

20 pregelatinized starches (e.g.,ationalTM 1511 and National  1500); celluloses such 

as, but not limited to, methylcellulose and carmellose sodium (e.g.., Tylose); alginic. 

acid and salts of aiginic acid; magnesium aluminum silicate; PEG;. guar gum; 

polysaccharide acids; bentonites; povidone, for example povidone K-1 5, K-30 and 

K-29/32; polymethacrylates; HPMC; hydroxpropylcellulose (e.g., Klucel7M); and 

25 ethylcellulose (e.g., Ethoceim). Such binding agents and/or adhesives, if present, 

constitute in total about 0.5% to about 250/6, preferably about 0.75% to about 15%, 

and more preferably about 1% to about 10%, of the total weight -of the composition. 

Compositions of the invention optionally comprise one or more 

pharmaceutically acceptable wetting agents as excipients. Such wetting agents are 

30 preferably selected to maintain the celecoxib in close association with water, a 

condition that is believed to improve bioavailability of the composition. 

Non-limiting -example’s’  of surfactants that can be used as wettingagents in 
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compositions of the invention include quaternary ammonium compounds, for example 

beuzalkonium chloride, benzethonium chloride and cetylpyridinium chloride, dioctyl 

sodium sulfosuccinate, polyoxyethylene aikyiphenyl ethers, for example nonoxynol 9, 

nonoxynol 10, and octoxynol 9, poloxamers (polyoxyethylene and polyoxypropylene 

5 block copolymers), polyoxyethylene fktty acid glycerides and oils, for example 

polyoxyethylene (8) caprylic/capric mono- and diglycerides (e.g., LabrasolTm of 

GattefossØ), polyoxyethylene (35) castor oil and polyoxyethylene (40) hydrogenated 

castor oil; polyoxyethylene alkyl ethers, for example polyoxyethylene (20) cetostearyl 

ether, polyoxyethylene fatty acid esters, for example polyoxyethylene (40) stearate, 

10 polyoxyethylene sorbitan esters, for example polysorbate 20 and polysorbate 80 (e.g., 

TweenTu 80 of ICI), propylene glycol fatty acid esters, for example propylene  glycol 

laurate (e.g., LauroglycoiTM of Gattefossd), sodium lauryl sulfate, fatty acids and salts 

thereof, for example oleic acid, sodium oleate and triethanolamine oleate, glyceryl 

fatty acid esters, for example glyceryl inonostearate, sorbitan esters, for example 

15 sorbitan monolaurate, sorbitan monooleate, sorbitan monopairnitate and sorbitan 

monostearate, tyloxapol, and mixtures thereof. Such wetting agents, if present, 

constitute in total about 0.25% to about 15%, preferably about 0.411/o to about 10%, 

and more preferably about 0.5% to about 5%, of the total weight of the composition. 

Wetting agents that are anionic surfactants are preferred. Sodium lauryl 

20 sulfate is a particularly preferred wetting agent. Sodium lauryl sulfate, if present, 

constitutes about 0.25% to about 7%, more preferably about 0.4% to about 4%, and 

still more preferably about 0.5% to about 2%, of the total weight of the composition. 

Compositions of the invention optionally comprise one or more 

pharmaceutically acceptable lubricants (including anti-adherents and/or glidants) as 

25 excipients. Suitable lubricants include, either individually or in combination, glyceryl 

behapate (e.g., CompritoP" 888); stearic acid and salts thereof, including magnesium, 

calcium and sodium stearates; hydrogenated vegetable oils (e.g., Sterotex); colloidal 

silica; talc; waxes; boric acid; Sodium benzoate; sodium acetate; sodium fumarate; 

sodium chloride; DL4eucine; PEG (e.g., CarbowaxTK 4000 and Carbowax 6000); 

30 sodium oleate; sodium lauryl sulfate; and magnesium lauryl sulfate. Such lubricants, 

if present, constitute in total about 0.1% to about 10%, preferably about 0.2% to about 

8%, and more preferably about 0.25% to about 5%, of the total weight of the 
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Conposition. 

Magnesium .stcarate is a preferred lubricant used, for example, to reduce 
friction between the equipment and granulated mixture during compression of tablet 
formulations. S 

5 Suitable anti-adherents include talc, cornstarch, DL-leucine, sodium lauryl 

sulfate and metallic stearates. Talc is a preferred anti-adherent or glidant used, for 

example, to reduce formulation sticking to equipment surfaces and also to reduce 
static in the blend. Talc, if present, constitutes about 0.1% to about 100/9, more 

Preferably about 0.25% to about 5%, and still more preferably about. 0.5% to about 
10 2%, of the total weight of the composition.: 

Other excipients such as colorants, flavors and sweeteners are known in the 
pharmaceutical art and can be used in compositions of the present invention. Tablets 
can be coated, for example with an enteric coating, or uncoated, Compositions of the, 
invention can further comprise, for example, buffering agents. 

15 Optionally, one or more effervescent agents can be used, as,* sintegrants and/or 
to enhance organoleptic properties of compositions of the invention. When present In 

compositions of the invention to promote dosage form disintegration, one or more 
effervescent agents are preferably present in a total amount of about 30% to about 

751%, and preferably about 45% to about 70%, for example about 60%, by weight of 
20 the composition. 

According to a particularly preferred embodiment of the. invention, an 

effervescent agent, present in a solid dosage form in an amount less than that effective 

to promote disintegration of the dosage form, provides .iinprove4.dpersion of the 
celecoxib in an aqueous medium.. Without being bound by theory, it is believed that 

25 the effervescent agent is effective to acce1catc dispersion of celecoxib from the 

dosage form in the gastrointestinal tract, thereby flzrther enhancing absorption and 

rapid onset of therapeutic effect. When present in a pharmaceutical composition of 

the invention to promote intragastrłintcstinal  dispersion but not to enhance S 

disintegration, one or more effervescent agents are p*rably present in an amount of 
30 about 2.5% to about 15%, more preferably about 5% to about 10%, by weight of the 

composition. 

Suitable effervescent agents include, for example, either alone or in 
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effervescent agents 

Solid dosage forms of the invention can be prepared by any suitable process, 

5 not limited to processes described herein. 

An illustrative process comprises (a) a step of blending amorphous celecoxib, 

a celecoxib drug substance, or a celecoxib-crystallization inhibitor composite of the 

invention with one or more ecipzentsto form a blend, and (b) a step of tableting or 

encapsulating the blend to form tablets or capsules respectively. 

10 In a preferred process, solid dosage forms are prepared by a process 

comprising (a) a step of blending amorphous celecoxib, a celecoidb drug substance, or 

a celecoxib-crystallization inhibitor composite of the invention with one or more 

excrpzents to form a blend, (b) a step of granulating the blend to form a granulate, and 

(c) a step of tableting or encapsulating the blend to form tablets or capsules 

15 respectively. Step (b) can be accomplished by any dry or wet granulation technique 

known in the art, but is preferably a wet granulation step followed by a step of drying 

the resulting granulate prior to tableting or encapsulating One or more diluents, one 

or more cbsmtegrants and one or more binding agents are preferably, added, for 

example in the blending step, a wetting agent can optionally be added, for example in 

20 the granulating step, and one or more disintegrants are preferably added after 

granulating but before tabletmg or encapsulating A lubricant is preferably added 

before tableting. Blending and granulating can be performed independently under low 

or high shear. A process is preferably selected that forms a granulate that is uniform 

in drug content, that readily disintegrates, that flows with sufficient ease sq that 

25 weight variation can be reliably controlled during capsule filling or tableting, and that 

is dense enough in bulk so that a batch can be processed in the selected equipment and 

individual doses fit into the specified capsules or tablet dies 

In an alternative cinbodmient, solid dosage forms are prepared by a process 

that includes a spray drying step, wherein the amorphous celecoxib, celecoxib drug 

30 substance or celecoxib-crystallization inhibitor composite is suspended with one or 

more exciprents in one or more sprayable liquids, preferably a non-aqueous sprayable 

liquid, and then is rapidly spray dried over a current of warm air. This spray drying 
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process for preparing a pharmaceUtical composition can be perfoRmed in addition to 

any spray drying step used in preparation of a celecoxib-crystallization inhibitor 

composite as described hereinabove, but formation of the celecoxib-crystallization 

inhibitor coinposite.is preferably combined with a spray drying step for preparation of 

5 the pharmaceutical composition. 

A granulate or spray dried powder resulting from any of the above illustrative 

processes can be compressed or molded to prepare tablets or encapsulated to prepare 

capsules. Conventional tableting and encapsulation techniques known in the art can 

be employed. Where coated tablets are desired, conventional coating techniques are 

10 suitable. 

Excipients for tablet compositions Of the invention are preferably selected to 

provide a disintegration time of less than about 30 minutes, preferably about 25 

minutes or less, more preferably about 20 minutes or less, and still more preferably 

about 15 minutes or less, in a standard disintegration assay. 

15 Any tablet hardness convenient with respect to handling, manufacture, storage 

and ingestion can be employed. For example, for 100 mg celecoxib tablets, hardness 

is preferably at least about 4 kP, more preferably at least about 50. 
.  and still more 

preferably at least about 6 kP. For 200 mg celecoxib tablets, hardness is preferably at 

least about 7 kP, more preferably at least about 9 kI’, and still more preferably at least 

20 about 11 kP. The material to be tableted, however, should not be compressed to such 

a degree that there is subsequent difficulty in achieving hydration when exposed to 

gastric fluid. 

Tablet friability preferably is less than about 1.0%, more preferably less than 

0.8%, and still more preferably less than about 0.5% in a standard test. 

25. Celecoxib dosage 

Celecoxib dosage forms of the invention preferably comprise celecoxib in a 

daily dosage amount of about 10 mg to about 1000 rug, more preferably about 25 rug 

to about 400 mg, and most preferably about 50 mg to about 200 mg. 

Compositions of the invention comprise one .or more orally deliverable dose 

30 units. Each dose unit comprises celecoxib in a therapeutically effective amount that is 

preferably about 10 mg to about 1000 rug. The term "dose unit" herein means a 

� portion of a pharmaceutical composition that contains an amount of a therapeutic or 
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5 Administration of such doses can be repeated as required, typically at a dosage 

frequency of 1 to about 4 times per day. 

It will be understood that a therapeutically effective amoufltof celecoxib for a 

subject is dependent inter alia on the body weight of the subject. A "subject" herein 

to which a therapeutic agent or composition thereof can be adminijiered includes a 

10 human patient of either sex and of any age, and also includes any rtçnburnan animal, 

particularly a warm-blooded animal, more particularly a domestic or companion 

animal, illustratively a cat, dog or horse. When the subject is a child or a small animal 

� (e.g., a dog), for example, an amount of celecoxib relatively low in the preferred range 

of about 10 mg to about 1000 mg is likely to provide blood serum concentrations 

15 consistent with therapeutic effectiveness. Where the subject is an adult human or a 

large animal (e.g., a horse), achievement of such blood snun concentrations of 

celecoxib are likely to require dose units containing a relatively greater amount of 

celecoxib. 

Typical dose units in a composition of the invention contain. about 10,20,25, 

20 37.5,50,75, 100, 125, 150, 175,200,250, 300,350 or 400mg of celecoxib. For an 

adult human, a therapeutically effective amount of celecoxib per dose unit in a 

composition of the present invention is typically about .50 mg toahOut 400 mg. 

Especially preferred amounts of celecoxib per dose unit are about 100 mg to about 

200 rug, for example about 100 rug or about 200 rug. 

25 A dose unit containing a particular amount of celecoxib can be selected to 

accommodate any desired frequency of administration used to achieve a desired daily 

dosage. The daily dosage and frequency of administration, and therefore the selection 

of appropriate dose unit, depends on a variety of factors, including the age, weight, 

sex and medical.condition of the subject, and the nature and severity of the condition 

30 or disorder, and thus may vary widely. 

When administered orally to a fasting adult human, a 100 mg dose unit 

preferably exhibits a T of less than about 90 minutes, more preferably less than 
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about .60 minutes andmosp,ef. lyless than about 45 minutes, and a Cnux of at 

least about 100 ng/inl, more preferably at least about 200 ng/mL Typically a 

composition of the invention provides a blood serum concentration of celecoxib of at 

least about 50 ng/nil within 30 minutes of oral administration; preferred compositions 

5 achieve such a concentration in as little as 15 minutes. This early rise in blood serum 

concentration is beievłd, to bçassociated with the. rapid onset of therapeutic effect 

achieved by compositions of the present invention. 

The term "oral administration" herein includes any form of delivery of a 

therapeutic agent or a composition thereof to a subject wherein the agent or 

10 composition is placed in the mouth of the subject, whether or not the agent or 

composition is immediately swallowed. Thus "oral administration" includes buccal 

and sublingual as well as esophageal adniirüstration. Absorption of the agent can 

occur. in any part or parts of the gastrointestinal tract including the mouth, esophagus, 

stomach, duodenum, ileum and colOn. Theterin "orally deliverable" herein means 

15 suitable for oral administration. 

Jtility ofppositions of theva..’°  
Compositions of the invention are useful in treatment and prevention of a very 

wide range of disorders mediated by COX-2, including but not restricted to disorders 

characterized by inflammation, pain and/or fever. Such compositions are especially 

20 useful as anti-inflammatory agents, such as in treatment of arthritis with the 

additional benefit of having significantly less harmful side effects than compositions 

of conventional nonsteroidal anti-inflammatory drugs (NSAIDs) that lack selectivity 

for COX-2 over COX-l. in particular, compositions of the invention have reduced 

potential for gastrointestinal toxicity and gtmintestinaI irritation including upper 

25 gastrointestinal ulceration and bleeding, reduced potential for renal side effects such 

as reduction in renal function leading to fluid retention and exacerbation of 

hypertension, reduced effect on bleeding times including inhibition.of platelet 

function, and possibly a lessened ability to induce asthma attacks in aspirin-sensitive 

asthmatic subjects, by comparison with compositions of conventional NSA]Ds. Thus 

30 compositions of the invention are particularly useful as an alternative to conventional 

NSAIDs where such NSAms are contraindicated, for example in patients with peptic 

ulcers, gastritis, regional enteritis, ulcerative colitis, diverticulitis or with a recurrent 

20 



WO 01/41536 : 

history of gastrointestinal lesion$;;:g strointestinal bleeding, coagulation disorders 

including anemia such as hypbrothmmbiaiemia, hemophilia orótlier bleeding 

problems; kidney disease; or in patients prior to surgery or pati(., taking 

anticoagulants. 

5 Contemplated compositions are useful to treat a variety. of arthritic disorders,: 

including but not limited to rheumatoid arthritis, sponclyloarthrcpathies, gouty 

arthritis, osteoailhritis, systemic lupus erytheinatosus and juvenile arthritis, 

Such compositions are useful in tr6atment.ofàsthms, bronchitis, menstrual 

cramps, preterm labor, tendinitis, bursitis, allergic neuritis, cytosnegalovirus 

10 infectivity, apoptosis including MV-induced apoptosis, lumbago, liver disease 

including hepatitis, skinrelated conditionsauch as psoriasis, eczema, acne, burns, 

dermatitis and ultraviolet radiation damage including sunburn, and post-operative 

inflammation including that fp1lowing ophthalmic surgery such :55 Cataract surgery or 

refractive surgery. 

15 Such compositions are useful to treat gastrointestinal conditions such as 

inflammatory bowel disease, Crobn’s disease, gastritis, irritable bowel syndrome and 

ulcerative colitis. . 

Such compositions are useful in treating inflammation in such diseases as 

migraine headaches, periaiteritis nodosa, thyroiditis., aplastic anemia, Hodgkin’s 

20 disease, selerodorna, rheumatic fever, type 1 diabetes, neuromuscular junction disease 

including myasthenia gravis, white matter disease including multiple sclerosis, 

sarcoidosis, nephrotic syndrome, Beheet’s Syndrome, polyntyositis, gingivitis, 

w0hri’iis hypersensitivity, swelling, occurring alter injury including brain edema, 

myocardial iscbemia, and the like. 

25 Such compositions are useful in treatment of ophthalmic diseases, such as 

retinitis, conjunctivitis, retinopathics, uveitis, ocular photophobia, and of acute injury 

to the eye tissue. 

Such compositions are useful in treatment of pulmonary inflammation, such as 

that associated with viral infections and cystic fibrosis, and in bone resorption such as 

30 that associated with osteoporosis. 

Such compositions are useful for treatment of certain central nervous system 

disorders, such as cortical dementias including Alzheimer’s disease, 
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neurodegeneratiOn, and central nervous system damage resulting from stroke, 

ischemia and trauma. The term "treatment" in the present context includes partial or 

total inhibition of dementias, including Alzheimer’s disease, vascular dementia, 

multi-infarct dementia, pre-senile dementia, alcoholic dementia and senile dementia 

5 Such compositions are useful in treatment of allergic rhinitis, respiratory 

distress syndrome, endotoxin shock syndrome and liver disease. 

Such compositions are useful in treatment of pain, including but not limited to 

postoperative pain, dental pain, muscular pain, and pain resulting from cancer. For 

example, such compositions are useful for relief of pain, fever and inflammation in a 

10 variety of conditions including rheumatic fever, influenza and other viral infections 

including common cold, low back and neck pain, dysmenonhm headache, toothache, 

sprains and strains, myositis, neuralgia, synovitis, arthritis, including rheumatoid 

arthritis, degenerative joint diseases (osteoarthritis), gout and ankylosing spondylitis, 

bursitis, burns, and trauma following surgical and dental procedures. 

15 Such compositions are useful for treating and preventing inflammation-related 

cardiovascular disorders, including vascular diseases, coronary artery disease, 

aneurysm, vascular rejection, arteriosclerosis, atherosclerosis including cardiac 

transplant atherosclerosis, myocardial infarction, embolism, stroke, thrombosis 

including venous thrombosis, angina including unstable angina, coronary plaque 

20 inflammation, bacterial-induced inflammation including Chlaniydia-induced 

inflammation, viral induced inflammation, and inflammation associated with surgical 

procedures such as vascular grafting including coronary artery bypass surgery, 

revascularization procedures including angioplasty, stent placement, endarterectomy, 

or other invasive procedures involving arteries, veins and capillaries. 

25 Such compositions are useful in treatment of angiogenesis-related disorders in 

a subject, for example to inhibit tumor angiogenesis. Such compositions are useful in 

treatment of neoplasia, including metastasis; ophthalmological conditions such as 

corneal graft rejection, oculaineovascularization, retinal neovascularization including 

neovascularization following injury or infection, diabetic retinopathy, macular 

30 degeneration, retrolental fibroplasia and neovascular glaucoma; ulcerative diseases 

such as gastric ulcer; pathological, but non-malignant, conditions such as 

heniangiomas, including infantile hemaginozuas, angiofibroma of the nasopbarynx and 
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avascular necrosis of bonend.drders of the fłnaie reproductive system such as 

endometriosis. 

Such compositions are useful in prevention and treatment of benign and 

malignant tumors and neoplas a ineludingcance* such as colorectal cancer, brain 

5 cancer, bone cancer, epithelial cell-derived neoplasia (epithelial carcinoma) such as 

basal cell carcinoma, adenocarcinoma, gatrointestinal cancer such as lip cancer, 

mouth cancer, esophageal cancer, small bowel cancer, stomach cancer, colon cancer, 

liver cancer, bladder cancer, pancreas cancer, ovary cancer, cervical cancer, lung 

cancer, breast cancer, skin cancer such as squamous cell and basal cell cancers, 

10 prostate cancer, renal cell carcinoma, and other known cancers th*..effect epitheial 

cells throughout the body. Neoplasias for which compositions of the invention are 

contemplated to be particularly, useful are gastrointestinal cancer, Banett’s esophagus, 
liver cancer, bladder cancer, pancreatic cancer, ovarian cancer, prostate cancer, 

cervical cancer, lung cancer, breast cancer and skin cancer. Such compositions can 

15 also be used to treat fibrosis that occurs with radiation, therapy. Such compositions 

can be used to treat subjects having adenomatous polyps, including those with familial 

adenornatous polyposis (PAP). Additionally, such compositions can be used to 

prevent polyps from forming in patients at 
risk of PAP. 

Such compositions inhibit prostanoid-induced smooth muscle contraction by 
20 inhibiting synthesis of contractile prostanoids and hence can be of use in treatment of 

dysmenorrhca, premature labor, asthma and eosinophil-related disorders. They also 

can be of use for decreasing bone loss particularly in postmenopausal women (i.e., 

treatment of osteoporosis), and for treatmeit of glaucoma. 

Preferred uses  for cothposi*ions of’the invention are fortrcatment of 

25 rheumatoid arthritis and osteoarthritis, for pain management gc1lIy (particularly 

post-oral surgery pain, post-general surgery pain, post-orthopedic surgery pain, and 

acute flares of ostcoarthritis), for treatment of Alzbeiiner’s disease, and for colon 

cancer cbemoprevention. 

Besides being useful for human treatment, compositions of the invention are 

30 useful for veterinary treatment of companion animals, exotic animals, farm animals, 

and the like, particularly mammals. More particularly, compositions of the invention 

are useful for treatment of COX-2 mediated disorders in horses, dogs and cats. 
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Method of treatment 

The Present invention is further di4ncted to a therapeutic method of treating a 
condition or disorder where treatment with a COX-2 inhibitory drug is indicated, the 

method comprising oral administration of a composition of the invention to a subject 

in need thereof. The dosage regimen to prevent, give relief from, or ameliorate the 

condition or disorder, preferably corresponds to once-a-day or twice-a-day treatment, 

but can be modified in accordance with a variety of factors. These include the type, 

� age, weight, sex, diet and medical condition of the subject and the nature and severity 

of the disorder. Thus, the dosage regimen actually employed can vary widely and can  

10 therefore deviate from the preferred dosage regimens set forth above. 

Initial treatment can begin with a dose regimen as indicated above. Treatment 

is generally continued as necessary over a period, of several weeks to several months 

or years until the condition or disorder has been controlled or eliminated. Subjects 

undergoing treatment with a composition of the invention can be routinely monitored 

15 by. any of the methods well known in the art to determine effectiveness of therapy. 

Continuous analysis of data from such monitoring permits modification of the 

treatment regimen during therapy so that Optimally effective dose are administered at 

any point in time, and so that, the duration of treatment can be determined In this 

way, the treatment regimen ad dosing schedule can be rationally modified over the 

20 course of therapy so that the lowest amount of the composition exhibiting satisfactory 

� effectiveness is administered, and so that administration is continued only for so long  

as is necessary to successfully treat the condition or disorder. 

The present compositions Can be used in combination ther ies with opioids 

and other analgesics, including narcotic analgesics, Mu.receptor antagonists, Kappa 

25 receptor antagonists, non-narcotic (i.e. non-addictive) analgesics, monoamine uptake 

inhibitors, adenosine regulating agents, cannahinoid derivatives, Substance P 

antagonists, neurokinin-1 receptor antagonists and sodium channel blockers, among 

others. Preferred combination therapies comprise use of a composition of the 

invention with one or more compounds selected from aceclofenac, acemetacin, . 

30 e-acetamidocaproic acid, acetaminophen, acetaminosalol, acetanilide, acetylsalicylic 

acid (aspirin), S-adcnosylmethioninc, alclófenac, alfentanil, allyiprodine, 

alminoprofen, aloxiprin, aiphaprodine, aluzninumbis(acetylsalicylate), amfenac, 
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axninochlorthenoxazin, 3-aniino-4-hydroxybutyric acid, 2-amino-4picoIine, 

axuinopropylon, aminopyrine, amixetiine, ammonium salicylate, ampiroxicarn, 

amtolmetin guacil, anileridine antipyrine, antipyrine salicylate, antrafenine, apazone, 

bendazac, benoiylate, benoxaprofen, benzpiperylon, benzydamine, benzylmorpbinc, 

5 bermoprofen, bezitramide, x-bisabolol, brànifenac,p4romoacetanilide, 

5-bromosalicylic acid acetate, bromosaligenin, bucetin, bucloxic acid, bucolonie, 

bufexamac, bwnadizon, buprenorphine, butacetin, butibufen, butophanol, calcium 

acetylsalicylate, carbamazepine, carbiphenc, carprofen, carsalam, chloróbutanol, 

chiorthenoxazin, choline salicylate, cinchophen, cinmetacin, ciramadol, clidanac, 

10 clometacin, clonitazene, clonixin, clopirac, clove, codeine, codeine methyl bromide, 

codeine phosphate, codeine sulfate, cropropamide, crotetharnide, desomorphine, 

dexoxadrol, dextromoramide, dezocine, diampromide, diclofenac sodium, 

difenamizole, difenpiramide, diflumsai, dihydrocodeme, dthydrocodcinone enol 

acetate, dihydromorphine, dihydroxyaluminuni acetylsalicylate, dimenoxadol, 

15 dimepheptanol, dirnethylthianbutene, dioxaphetyl butyrate, dipipanone, diprocetyl, 

dipymne, ditazol, droxicam, emorfazone, enfenamic acid, epirizole, eptazocine, 

etersalate, etheuzamide, ethoheptazine, ethoxazene, ethylmethyithiambutene, 

eth1morphine, etodolac, etofenamate, etonitazene, eugenol, felbinac, fenbufen, 

fenclozic acid, fendosal, fenoprofen, fentanyl, fentiazac, fepradinol, feprazone, 

20 floctafenine, flufenamic acid, flunoxaprofen, fluoresone, flupirtine, fiuproquazone, 

flurbiprofen, fosfosal, gentisic acid, glafenine, glucametacin, glycol salicylate, 

guaiazulene, hydrocodone, hydromorphone, hydroxypetbidine, ibufcnac, ibuprofen, 

ibuproxam, imidnzole salicylate, indomethacin, indoprofcn, isofezolac, isoladol, 

isomethadone, isonixin, isoxepac, isoxicam, ketobemidone, ketoprofn, ketorolac, 

25 p4actophenetide, lefetarnine, 1evorpbanol lofentanil, lonazolac, lomoxicam, 

loxoprofen, lysine acetylsalicylate, magnàsium acetylsalicylate, meclofenamic acid, 

mefenamic acid, meperidine, meptazinol, mesalamine, metazocine, methadone 

hydrochloride, methotrimeprazine, metiazinic acid, metofoline, metopon, 

inofebutazone, mofezolac, morazone, morphine, morphine hydrochloride, morphine 

30 sulfate, morpholine salicylate, myrophine, nabumetone, naibuphine, 1-napbthyl 

salicylate, naproxen, narceine, nefopain, nicomorphine, nifenazone, nifluniic acid, 

nimesulide, 5’-nitro-2’-propoxyacetanilide, norlevorphanol, normethadone, 
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normorphine, noipipanone, olsalajine, opiurnoxaceprol, oxaznetacne,oxaprozin, 

oxycodone, oxymorphone, oxyphenb*tazone, papaveretum, paranyline, parsalmide 

pentazocine, perisoxal, ph nacetin, phenadoxone, phenazocine pbcnazopyridine 

hydrochloride, phenocoll, pbenoperidine, phenopyrazone, phenyl acetylsalicylate, 

5 phenylbutazone, phenyl salicylate pben)mxnidol, piketoprofen piininodine, 

pipebuzone, piperylone, piprofen, pirazolac, pirliramide, piroxicain, pranoprofen, 

proglumotacin, proheptazine, promedol, propacetamol, propirain,pcopoxphene, 

propyphcnazone, proquazone, protizmic acid, ramifenazone, rcmilºntanil, rimazolium 

rnetilsulfate, salacetamide, salicin, salicylamide, salicylarnide o-acetic acid, 

10 salicylsuifliric acid, salsalte,saiverine, simetride, sodium salicylate, sufentanil, 

su1asaIazine, sulindac, superoxide dismutase, suprofen, suxibuzone, talniflumate, 

tenidap, tenoxicam, tcrofenamate, tetrandrine thiazolinobutazone, tiaprofenic acid, 

� tiaramide, tilidine, tinoridine, tolfenamic acid, tolnietin, trainadol tropesin, viminol, 

xenbucin, ximoprofen, zaltoprofen and zoinepirac (see The MrckJndex. 12th 

15 Edition, Therapeutic Category and Biological Activity Index, ed. S. Budavari (1996), 

pp. Ther-2 to Ther-3 and Ther-12 (Analgesic (Dental), Analgesic (Narcotic), 

Analgesic (Non-narcotic), Anti-inflammatory (Nonsteroidal)). 

Particularly preferred combination:therapies comprise useof a composition of 

� the invention with an opioid compound, more particularly where the opioid compound 

20 is codeine, meperidine, morphine or a derivative thereof. 

A celecoxib composition of the invention can also be administered in 

combination with a second selective COX-2 inhibitory drug, for example valdecoxib, 

rofecoxib, etc. 

� The compound to be administered in combination with celecoxib can be 

25 fonnulated separately from the celecoxib or co-formulated with the celecoxib in a 

composition of the invention. Where celecoxib is co-formulated with a second drug, 

for example an opioid drug, the second drug can be formulated inimmediate-release, 

rapid-onset, sustained-release or dual-release form. 

EXAMPLES 

30 The following examples illustrate aspects of the present invention but are not. 

to be. construed as limitations. 
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A celecoxib drug substance Cl and celecoxib-polymer composites 0 and C4 

were prepared by the following spray drying process. Celecoxib in crystalline form (a 

celecoxib drug substance C2 of prior art) was added to a solvent, with stirring at a 

5 temperature of 70-75°C, to prepare solutions Si, 53 and S4 having the composition 

shown in Table 1, Solutions Si and 54 were prepared in 5% ethanol, Solution 53 

was prepared in 70% isopropanoL 

Table 1. Composition (mg/ti) of solutions Si, 53 and 54. 

Compouent Si 53 54 
Celecoxib 30 

- L 100 I 30 

RPMC 
- 50 

Povidone - - is 

Each of solutions Si, S3 and S4 was spray dried individually at room 

10 temperature using a Yamato GB-21 spray, dryer to form powders Cl, C3 and C4, 

respectively, under the following conditions: (a) liquid flow rate of 10 ml/min; (b) 

inlet air temperature of 115°C; (c) outlet air temperature of 75°C, and (d) drying 

airflow of 3.75 TMF. PowderC3 and C4 are celecoxib-polymer composites of the 

invention, each comprising 67% celecoxib and 33% polymer. 

15 E&apj2 

A celecoxib drug substance C 1 was prepared by the following melt/quench 

cool process. 

Approximately 5 g of crystalline celecoxib (the prior art celecoxib drug 

substance C2) was weighed into a metal foil tray and placed in an oven at 180°C for 5 

20 minutes to melt the celecoxib. This was then quench cooled by floating the foil tray 

containing the melted celecoxib on liquid nitrogen, resulting in the formation of 

celecoxib drug substance C 1 of the present invention. This drug substance could be 

gently ground by mortar and pestle to produce a celecoxib drug substance powder. 

25 Powder X-ray diffraction (PXRD) analysis was used to determine the relative 

crystalline and amorphous celecoxib content of celecoxib drug substance Cl and 

celecoxib-polymer composites C3 and C4 as prepared in Example 1, by comparison 

with crystalline celecoxib drug substance C2. Data were collected using a Scintag 
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Advanced Diffraction Sys pti.g under Scintag DMS/Nt software. This 

system uses a peltier cooled solid state detctor and .a copper X-ray source maintained 

at 45 kV and 40 mA to provide CuKa1 emission at 1,5406 A. The beam aperture was 

controlled using tube divergence and anti-scatter slits of 2 and 4mm respectively, 

5 while the detector anti-scatter and receiving slits were set at 0.5 and 0.3 mm 

respectively. Data were collected from 20 to 350 two-theta (20) using a scan step of 

0.030/point and a one second/point.integration time. The samples were prepared using. 

Scintag round top-loading stainless steel sinple cups, and were fitted with 12 mm 
diameter aluminum inserts to accommodate small sample volumes 

10 The results of the PXRD analyses are shown as bands in Figs. 1-3. The 

appearance of larger, spiked peaks on a band indicates crystallinity whereas 

compressed peaks are indicative of amoipl)ous material. 

Fig. 1 shows that celecoxib alone (with no polymer) spray dried from an 
ethanol solution (Cl) produced a strong crystalline signal similar to:that of a 

15 crystalline celecoxib control �(0). 11 there is an amorphous component in celecoxib 

drug substance Cl it is a minor component. 

Fig. 2 shows that when cek dbwasspraydnedwith}IPMC(2:1 ratio by 

weight), the resulting celecoxib-polymer composite C3 was initially (at time Ti) non-

crystalline, i.e., the celecoxib in this composite was substantially phase pure 
20 amorphous celecoxib. When analysis was conducted on a sample that had been stored 

for two weeks at 40°C and 75% relative humidity (at time T2), $ome recrystallization 

had occurred, as indicated by presence of crystalline peaks. 

Fig. 3 shows that whei,celecoxib was spray dried with povidone (2:1 ratio by 

weight) the resulting celecoxib-polymer composite C4 was initially (at time Ti) non-

25 crystalline, i.e., the celecoxib in this compØsite was substantially phase pure 

amorphous celecoxib. When analysis was conducted on a sample that had been stored 

for two weeks at 40°C and 75% relative humidity (at time T2), essentially no 

recrystallization had occurred, as indicated, by absence of crystalline peaks. 

Example 4 

30 Differential scanning caloiinietry, (DSC) was used to detannine relative 

crystalline and amorphous celecoxib content of celecoxib drug substance Cl and 

celecoxib-polymer composites C3 and C4 as prepared in Example 1. DSC was 
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performed using a TA Instruments DSC 2920 differential scanning calorimeter with 

parameters set as follows: (a) temperature range of 50-200°C; (b) heating rate of 

2°C/mm, modulating – 0.5°C every 30 see; (c) sample size of 3 mg; (d) hermetically 

sealed aluminum pans. 

5 Figs. 4-6 show DSC thermograms for the spray dried powders of Example 1. 

Fig. 4 displays a thermogram for celecoxib drug product Cl, exhibiting a large 

melting endotherm at 159.4°C (onset) with an area of 96.42 .J/g. No other transitions 

are evident. The magnitudof the endotlierni suggests that a substantial portion of Cl 

was crystalline. Any amorphous celecoxib present in the sample was not detectable 

10 by this technique 

Fig 5 displays a tharmogram for celecoxib-polymer composite C3 (2:1 

celecoxib HPMC ratio) This material exhibits an apparent glass transition at 122.90C 

(onset), followed by a small melting endothern at 150 1°C with an area of 4.379 J/g 

The endothemr indicates that most of the celecoxib in C3 is amorphous, but that a 

15 small amount of crystalline celecoxib is present 

Fig. 6 displays a thermogram for celecoxib-polymer composite C4 (2:1 

celecoxib-povidone ratio) This material exhibits an apparent glass transition at 

111 4°C (onset) No other transitions are evident, indicating that the material is 

substantially phase pure amorphous celecoxib. 

20 

DSC was also used to determine relative crystalline and amorphous content of 

celecoxib drug substance ClO prepared as in Example 2. DSC was performed using a 

TA Instruments MDSC differential scanning calorimeter at a scan rate of 50C/mimi. 

A first significant thermal event was observed, at about 54°C, representing a 

25 glass transition temperature indicative of amorphous celecoxib. An exothermic peak 

observed at 100-1050C was consistent with a crystallization event and represents 

conversion of amorphous celecoxib to a crystalline state. As was shown by the 

presence of a endothermic peak, the resulting crystalline celecoxib melted at about 

165°C. 

30 Example 6 

Tablets having the composition shown in Table 2 were prepared from 
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celecoxib-polymer composite C4 by the following procedure. ’Composite C4, sodium. 

iauryl sulfate and effervescent agents (citric acid and sodium bicarbonate) were 

admixed and milled for 10 min in a McCrone mill to form a powder mixture. The 

� powder mixture was ground.’together with lactose, microcrystalline cellulose and 

5 sodium starch glycolate using a mortar and pestle to form a ground powder mixture. 

The ground powder mixture was then compressed using a Carver press to form 

tablets, which are illustrative of a pharmaceutical composition of the invention. 

� Table 2. Composition of tablets ’prepared from celecoxib-polymer composite C4 

Con onent Amount/tablet 1mg) 
Composite  C4 300 
Sodium lauryl sulfate 3 
Citric acid 15.9 
Sodium bicarbonate 25.2 
Lactose 50 
Microcrystalline cellulose 
Sodium starch glycolate 

57 
48 

1 

Total 
- 

499 

xginple 7 

10 Tablets prepared as described in Example 6 were compared with a crystalline 

celecoxib capsule in an in vim bloavailability assay in dogs. In a crossover design, 

each of six beagle dogs received a 200 mg dose of celecoxib in the form of the tablet 

composition of Example 6, and then after a washout period, the dogs each received a 

200 trig dose of celecoxib in the form of a commercial Celebrcxfi 200 mg capsule, 

15 which contains celecoxib entirely in crystalline form. Blood plasma was collected 

pre-dose and at 0.25, 0.5, 0.75, 1, 1.5,2,3, 5, 8 and 24 hours post-dose. Celecoxib 

concentrations in plasma were measured using liquid chromatography/mass 

spectrometry. C 
Tnm and AUC (area under the curve, a measure of total 

bioavailability) were calculatqd from the data in accordance with standard procedure 

20 in the art. Mean results for all dogs are shown in Table 3. 

The tablet of Example 6 prepared from amorphous celecoxib exhibited a 

significantly greater C, (maximum blood plasma concentration), a comparable 

and a significantly greater AUC than the capsule formulated from crystalline 

celecoxib. As a measure of relative onset time, the time taken for the tablet of the 

25 invention to reach a plasma concentration equal to the C,, of the crystalline 
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WBATTS CLAIMED IS: 

1. Amorphous celecoxib. 

2. A celecoxib drug substance wherein the celecoxib is present, in at least a. 

detectable amount, as amorphous celecoxib. 

5 3. The drug substance of laim 2 wherein the amorphous celecoxib is present in an 

amount of about 10% to about 100%.by weight of the celecoxib. 

4. The drug substance of Claim 2 that comprises substantially phase pure 

amorphous celecoxib. 

S. A celecoxib-crystallization inhibitor composite comprising particles of 

10 amorphous celecoxib or a celecoxib drug substance of any of Claims 2  t 4 in 

intimate association with one or more crystallization inhibitor(s) in an amount 

effective to reduce transformation of amorphous celecoxib to crystalline 

celecoxib. 

6. The composite of Claim 5 wherein the crystallization inhibitor is a polymer. 

15 7. The composite of Claim,6 wherein the polymer is selected from 

polyvinylprolidone and b*oxypropylmethy1cellulose. 

8. The composite of Claim 6 wherein the polymer is polyvinylpyrrolidone, 

9. The composite of any of Claims 5.to 8 wherein the crystallization inhibitor(s) 

are present in a total amount of about 10% to about 8016 by weight of the 

20 composite. 

10. A pbarntaceutical composition comprising (a) amorphous celecoxib, a celecoxib 

drug substance of any of Claims 2 to 4, or a celecoxib-crystallization inhibitor 

composite of any of Claims Ste 9, in a total celecoxib dosage amount of about 

10 rug to about 1000 mg, and (b)one or more pharmaceutically acceptable 

25 cxcipients. 
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in arriorpbous form; and optionally 

(c) grinding the celecoxib drug substance to form a celecoxih drug substance 

powder. 

12. A process for preparing a celecoxib-crystallization inhibitor composite, the 

S. process comprising 

(a) dissolving celecoxib and one c* more crystallization inhibitors in a solvent 

liquid to form a solution; 

(b) drying the solution to form a celecoxib-crystsUizatin inhibitor composite 

wherein the celecoxib is present, at least in a detectable amount, in 

10 amorphous farm; and optionally 

(c) grinding the celecoxib drug substance to form a celecoxib-crystallization 

inhibitor compos powder. 

13. The process of Claim 12 wherein drying step (h) is performed by spray drying. 

14. Theprocess of Claim 12 or Claim 13 wherein the solvent liquid comprises 

15 isopropanoL 

15. A process for preparing a pharmaceutical composition, the process comprising 

(a) blending amorphous celecoxib, a celecoxib drug substance of any of 

Claims 2 to 4, or a celecoxib-cxystallizatiorr inhibitor composite of any of 

Claims 5 to 9, with one or more excipients to form a blend; and 

20 (b) tÆbteting or encapsulating the blend to form celecoxib tablets or capsules 

respectively. 

16. The process of Claim 15, further comprising granulating the blend to form a 

granulate prior to tableling or encapsulating. 

17. The process of Claim 16 wherein granulating is performed by wet granulation to 

25 form a wet granulate, and wherein the wet granulate is dried prior to tableting or 

encapsulating. 

18. A method of treating a medical condition or disorder in a subject where 

treatment with a cyclooxygenase-2 inhibitor is indicated, comprising orally 

administering one or more dose units of a composition of ClaIm 10 once or 

30 twice aday. 
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COMPUCACIONES FARMACtt CAiS DE LisERAci6N RAPIDA D 

DROGAS INSOLUBLES EN AGUA Y COMPOSJCIONTS 



FARMACtUTLCAS OBThJDAS POR EL PROCESO DE LA INVENCIó1 "., 

cuyo titular es NYCOMEI) )ANMMX APS, y pido a Usted deelarar funda<La ea 

� oposiciOn yen consecuerida negarel registro de la patente solicitada. 

I. INThRES PARA ACTUAR 

Conforme a lo dispuesto en el artfculo 42 de la DecisiOn 486 de 2000 de la. 

CANf estando deritro del trtnino estipulado por La ley, rnanifiesto el legitimo inters 

de nuestra representada para oponerse at registro de la patente de la referencia, 

atendiendo a que La solicitud preten&da no cumple con los requisls dispuestos en La 

� ley c<mo se analizarÆ tns adelante y de ser concedida afectaria directamente la, 

comercializacion de algunos productos de ml representada, que contienen, en 

particular LISINA, ARGININA, HISTIDINA, AINES o BROMAZEPAM. Por lo 

tanto,, soilcito respetuosarnente a ese Despaçho se shva tener en cuenta Ia presente 

oposi&n dentro del trÆmite admfrilstrativo que se surte en esta Superintendencia. 

H 
2. FUNDAMENTO DE UECHOS 

2.1. La solicitud objeto de la presente fue piesenida el 26 de eneio de 2007 

reivindicando prioridad bajo la solicltud D1<2004000102 1 del 2004-06-29; y fue 

publicada en Colombia, en la (3aceta de La Propiedad Industrial N° 599 del 31 de 

Dlciexnbre de 2008, cuya publLcaclôn Internaclonal corresponde a la 

’’O2006O00228 del 2006-10.05. 
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2.21a solicitud colombiana 07007.599 obeto de la presente oposiciOn, se reftere a un 

proceso de elaboradon de una forma de dosificaciOn oral que tiene raplda 

disoluciôn de la droga activa en el fluldo gastrico, catacterizado porque comprende 

las etapas de: a) proveer ma droga activa, con una solubilidad a temperatura 

ambiente menor que 0,1% p/v en Æcido clorhidrlco 0,1 N o con un valor de pKa 

menor que 5,5; 
y b) proporcionar una o ms sustancias alcalinas; c) mezclar dicha, 

droga activa 
y dicha sustancia alcalina 

y 

opcionalmente uno o mÆs exciplentes por 

molienda conjunta sinagregar liquido, 
y 

opcionalmente d) mezclar uno o nras 

excipientes farmacuticarnente aceptables 
y 

opcionalmente e) comprimir dicha 

mezcla c) o d) en forma de una tableta; donde en el Paso c) de molienda conjunta 

se aplica ünicaznente a la droga activa 
y la(s) sustancia(s) alcalina(s). Adicionalmente 

- se refiere un proceso de elaboracion de una fornma de dosiflcacion oral que tiene 

rÆpida disolucion de La droga activa, en el fluido gastxlco, caracterizado porque. 

cornprende las etapas de: 
) 

proveer una droga activa, con una solubilidad a 

� temperatura ambiente menor que 0,1% p/v en Æcldo clorhldrico 0,1 N o con un 

valor de pKa menor que 5,5; y proporcionar una o mÆs sustancia(s) alcalina(s); 

moler dicha(s) sustancia(s) alcalina(s) sin adicionar liquldos, mezclar dicha(s) 

sustancia(s) alcalina(s) en c) con dicha droga activa, 
y 

opclonalmente e) mezclar uno 

o mas- exciplentes farmacut1camerite aceptables, 
y 

t) comprimir dicha me7cla d) 0 

e) en forma de una tableta. 

2.3Ahora bien, con base en el articulo. 14 de la DecisiOn 486 de La CAN corisagra lo 

siguiente: "LospaIses rniemnbros otargardn patentes para Las invenci ones, sean de producto o 

procedimiento, en todos Los campos de La t.ecnologia, siempre que scan nuevas, tengan nivel 

iwentivo y sedn susceptibles de apikacion industrial". Asi las cons, Las thvenclones 

objeto de patente deben ser nuevas y tener nivel inventivo. Bien, pues.antes de La 

� fecha de prioridad de esta solicitud se encuentran los siguientes docurnentos que 

afecta la patentabilidad de La presente solicitud: 

Carra13N°119-95,OL104TeL(571)213  1213-6205021 - Fax (571)612 19 79 
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� Dl W09909988 publicada el 4 de marzo de 1999. 

�

 

M W00141536 publicada el 14 de junto de 200L 

2,4.Ahora bien, el documento Dl, particularmente en la descripciOn revela 

composiciones farmacØutieas que contlenen carbommidas eru51icas del tipo de , 

agente antifnflarnatork> de nieloxicarn que .exhthen una mejorada 

biodisponibilidad, solubilldad acuosa, mejorado coniportamiento de disoluciOn 

sobre una amplia gama de pH, que estÆ prepamdo por, la inodificaciOn de la 

estructura de cristal del activopor la homogeneizaciOn en seco o humedad 

necÆnica que incluye dos componen1s,  donde üno de eUos es selec.cionado de un 

grupo oligo 
y 

un rnejorador de disoluclOn o agente alcalizante. Particularinente, en 

elejemplo IV/11 
y 

TV/12 asi corno en las clÆusulas 1, 6, 9, 17 y 21 se define un 

� proceso que comprende los pasos de co-mezclar ciclodextrina beta, meloxicam 

(N$AID) y carbonato de sodic, bajo condtciones en seco. Como tal la disolución es 

caracreiiada en -14 tabla 13. 

2.5.Eri combinaciOn, el doctthiento D2 por su parte revela. una composiciOn 

� farmacºutica que comprende un.inhlbldor de celocoxib 
y uno o vatios excipientes. 

Partlçularrnente,  en el ejemplo 6 revela un proceso que comprende los pasos de co-

mezc1ar un compuesto polim&ica de celecoxib y carbonato de sodio en condiciones 

etiseco. 

2.6.Por lo tanto adems, como lo revela dicha anterloridad D2 en el ejemplo &, un 

proceso que comprende los pasos de co-mezclar un corupuesto polimØrica de 

celecoxib y carbonato de sodio en condiciones en seco, donde dicho conocimiento 

en combinación con aquel revdado en la solicltud Dl, en el ejetnplo IV/11 
y 

IV/ 12 asi como en las clÆusulas 1, 6, 9, 17 y 21 donde se define un proceso que. 

Caa13No11995, Of. 1O4TeL(571)Z13121362O5O21F(571)612.19 79 
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comprende los pasos de eo-mee1ar ciclodextrina bet, meloxicam (NSAID) 
y 

carbonato de sodio bajo condiciones en seco, es posible derivar de rnsnera evidente 

a un proceso de elaboraclsn de una forma de dosificaciOn oral que tiene rÆpda 

dsoKiciôn  de la droga activa en ci fiuldo gastrico 
y a una coiposición tal 

y 

coma 

aquella revelada en la presente soliciid  Por lo tanto, visto dicho documento 02 

en cornbinación con el documento Dl, Ta presente solicitud carece eviclentexnente 

de altura inventiva, 

2.7.Por to tartto, este documento objeto de oposiclOn a la luz del documento Dl 
y 

con 

base en el documento D2, carece de ALTURA INVENTIVA. 

28.En tonsecuencia y de acuerdo a lo decrito axiteriortnente, Be deny que la solicftud 

colotnbiana 07 007599 no ,puede preterder un monopolio x>r patente toda vez 

que Ic que pretende no cumple con uno de los tnes requisites rtecesarios para su 

protecciOn. 

2,9.Que por consigutente, respecto a Isolicitid pretendida Se tiene que 

2.9.1. CATBENCIA D1 ALTURA 1NVENTIVA. Segirn la Decision 486 de la, 

Comunidad Andina de Naciones, Articulo 18. "Se considerrnÆ que una invención 

- tiene uvel inventivo, Si pain una persona 4e1 oficio no alraente ,ersada en la niiteria 

cnica covreondietite, esa irweiicionno hubiese mwlw& obeia ru se hnbiese derivadti 

de manera evidena del estado de Ia. tAcnica,". A la fecha de prioridad, 29 de junlo 

de 2004, a partir del documento D2 en combinaciOn con Dl, puedellegar de 

manera evidente a un proceso de elaboraclOn de una forma de dosificaciOn oral 

que tiene tp1cla disoluclOn de la droga actFva en ci flu k1 gstrIcô 
y a una 

cornposicióri taT y come aquella revelada en Ta presente solicitud, sobre el cual 

busca protecdan en ci cap{tulo reMndicatorio. 
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2.10. Dado lo anterior, es posible deducir que la solicitud y to reivtndicado no es 

objeto de patentabilidad pues es contrario a to que dim la DecisiOn 486 de Is 

Comunidad Andina de Naciones, Ar&ulo 14,- "Los Pa&s Mienbros otorgann 

teoiojoRia, semre qu sean tw.evas, tenn nvI iwntha 3t wan susceptibles de aplicacion 

indusr,iaL". La solicitud pretendida no cumple con uno de los tres requisitos de 

patentabilidad. 

2.1L 
Portodo Ia anterior, atentarnante solicito a usted que se sirva declarar fundada 

Is presente oposidOn y negar el registro Patente de invenciOn denominada 

"flABORACiON 1W COMPUCACKMS FkIRMACEUTICAS 1W 

LIB&RACION RAPIDA 1W łRO(AS INSOLUBLES EN AGUA Y 

COMPOSICIONES FARMACELJTICAS OBTENIDAS POR EL PROCESO 

1W LA JNWNCION  cuyo titular es NYCOMET) DANMARK APS, sollcitud 

Colombiana que apareciO publicada en la Gaceta de la Propiedad Industrial N° 

99de131 dedidembreile 2008. 

3. PRUEflAS 

- De conformidad con to dispuesto por las normas vigentes, sollcito a usted tener 

como prueba en este asunto los siguienres: 

� Dl: W09909988 publicada el 4 de mario de 1999. 

� D2: WOO 14153 6 publicada el 14 de junlo de 2001, 
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