‘.\'; * -
T
a2
'l: !
A

Industria vy Comertio
SUPERINTENDENCIA

FORMULARIO UNICO DE OPOSICION

RHEEIS N EARSTAG b DL ML
Rad: zﬁ- 119232- -00004%0
Zec:

T U%‘:rgr;ﬁ#llzz 28p. 2020 NUECIEACIONSS

ve: 378 “AGTNAC)
Ac 400 ovomssg-‘#-ge

Enting: &r

0 ml 2 :
N ] Patente delrweruon ’
" "IX° paterfie d¢ Modeid:de Utidad,

OPOSICIONA - i~ 7 L
. B MarcaCoIecllva. :

et w7l [0 Marcs de Cerificackin.

El Lema Comerc_lai

Esqmmadenampamcmhos Irlegndos o
MarcasdeProduttﬁsoSemuos. _

.. Numero del expedente:’ . _04=u2m _'

- .I:I Diseno Industrtal,
n

Q,’ ... 4 Solclane. VIFACTENTIFICASL..

SOLICI'[IIB

- buaticava :* Apoderade. . FUMBERTO RUBIO CAMACHO

Titulo de I nueva creacion o denominacion det signo
Gaceta. 362

Bvconﬁrmmwgmvrgo&mmnm PARKSU om'ENg[g AN

.. .--: = ’h

@ OPOSIC|0N PRESENTADA POR

T . ‘-" i " ; ]
. | Nomibre: mocusn )

' D"m”“ '\ CALLE 'S0 No.'78b iol '

fon ! '.Nauonalldado Domicillo:’ COLOMBIA
... | Ligarde Constnudm BA‘RRANQUILLA

i

_ | Telgtono: 3719900
'E_' *. | E-maik

Fax: 373 08 18

IC'E.' E1™ oo O

IDEH'I'II-'ICACION

cgEIml_Zl

. '.. ) QHI. SRR

Nombre: REINALDO PINILLA
~_ MORENO
Direccion:
TRANSVERSAL 13 A #119-95
Tel¢iono: OFICINA 104 ax:
E-mait 2131213 6121979
negocml@optlmum-co com

REPRESENTANTE
O APODERADO

lﬁsuﬁklcnéldn
cc. xI wr [
[1 ow L[]

Cua
Numero 80425609  1p91563

8 TN
DAM I.'HOS.E LM)POSIC S "
0 FM E DE '16, lﬂ.lﬂ%de h’beciﬂﬁnﬂﬁdeiicm PR i
e Causal: ) ; i - }
" -! Signo oposilor . s

g B it Justmcaum

Dap

. . '{...5'1 3

) -hr

La presente solicitud po cumple con Tos | requisitos de nnjgh!;ﬂuhd dado que I I "‘

revelado, ya se exicontraba en el estad ie.la téeniea o-es p sibhderlvaﬂodeh : .

" misma taly como ledemostrari ol ca tuh“Fundamento deﬂ'eellos” MEREVR N

o : ¥ : Y . . : Co. 1
_ A AR A TR L
s v i bl e




® ANEXOs

B Comprobante de pago de la tasa.

B Poderes, si fuere ef caso.

Bl Pruebas de los tundamentos de la oposicion.

E1 Documenios que acrediten ef logftimo interés, si fuere ef caso.

B Documento que acredita la existendia y representacion legal de las partes, cuando sean
personas juridicas.
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o Derecho de la Competencia, Propledad
optlmum Industrial y Comercl Exterior

Seilora Jefe,
DIVISION DE NUEVAS CREACIONES
Superintendencia de Industria y Comercio

E S8 D

Referencia : Expediente N® 04 119.232

Asunto 1 Oposicién a Ia solicitud de patente de Invencién titulada
“COMPRIMIDOS BUCODISPERSABLES Y
PROCEDIMIENTO PARA SU OBTENCION.”.

Solicitante + VITA CIENTIFICA, S.L.

Opositora 'PROCAPS S.A.

Publicada en Ia Gaceta de la Propiedad Industrial

N'562de131d7‘mde2006

Yo, REINALDO MORENO, 3bogado con wrjera profesional N° 91563 del
‘ consejo superior de/la judicatura, en mi condicién de apoderado de la sociedad
PROCAPS S.A. donformada bajo las leyes de 1a Republica de Colombia y domiciliada
en la ciudad de Barranquilla, Colombia, atentamente manifiesto que esmndo dentro
del término de ley y por orden expresa de mi representada, presento oposicién a’_la;
concesion del registro de la patente de Invencién tilada “COMPRIMIDOS
BUCODISPERSABLES Y PROCEDIMIENTO PARA SU OBTENCION’,
solicitada por VITA CIENTIFICA, S.L.., y pido a Usted declarar fundada csta

oposicion y en consecuencia negar el registro de la patente solicitada.

-
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Conforme a lo dispuesto en el articulo 42 de la Decisién 486 de 2000 de la
CAN, estando dentro del término estipulado por la ley, manifiesto el legitimo interés

1. INTERES PARA ACTUAR

de nuestra representada para oponerse al registro de la patente de la referencia,
atendiendo a que la solicitud pretendida no cumpte con los requisitos dispuestos en la
ley como se analizard mds adelanre y de ser’concedida atentaria directamente/’ﬂ\
comercializacidn que pretende mi representada, en materia de presenmciones
farmacéuticas tales como comprimidos en pardcular. Por lo mnto, solicito
respetuosamente a ese Despacho se sirva tener en cuenta la presente oposicion dentro

del trimite administrativo que se surte en esta Superinrendencia.
2. FUNDAMENTOS DE HECHOS

2.1.1a solicitud objeto de la presente fue presentada el 26 de noviembre de 2004,
reivindicando prioridad bajo la solicimmd ES P-200201440 del 10/06/2002 y fue
publicada en Colombia, en la Gaceta de la Propiedad Industrial Ne 562 del 31 de
marzo de 2006, pagina 377, Ne publicacién 1265, cuya publicacién internacional
6c;rruponde a la W(003/103629 del 2003-12-18.

2.2.La solicitud colombiana 04 119.232 objeto de la presente oposicidn, se refiere a un.

comprimido de administracién oral que se disgrega ripidamente en la cavi_déﬂ
bucal en menos de 30 segundos, que comprende: i) manitol atomizado enl una
proporcién de por lo menos 59,5%; i) principio activo en una proporci6n inferior
o igual al 10%, en forma de polvo fino en el que por lo menos el 90% en peso de
_ principio activo presenta un tamafio de pardcuk inferior-a 100 pmy i) celulosa
microcristalina en una proporcién compren'il'ia;_l_entr’e el 10 y el 18%, con mmatio
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de particula medio de aproximadamente 50 ym y donde por lo menos ¢l 99% en
peso de celuiosa microcristalina presenta un tamano de particula inferior a 250 pm;
iv) croscarmelosa sédica en una proporcién comprendida entre el 1 y el 49%; y v) un
agente lubricante en una proporcién comprendida entre 0,5 y 2% en peso, donde,
si no se especifica lo contrario, los porcentjes estin expresados en peso ;'especl':o al
peso total del comprimido. Segin dicho documento, el problema a resolver es el
desarrollo de formulaciones sélidas que se disgregan rdpidamente en la boca sin
necesidad de agua para su ingestidn, con las ventajas que supone para pacientes con
dificultad para tragar como, por ejemplo, ancianos, nifios, pacientes con trastornos
mentales y pacientes no cooperadores, asi como para la poblacion en general,

puesto que permite prescindir del agua para la administracion del medicamento.

2.3.Por su parte, el articulo 14 dé’la Decisidt;' 486 de la CAN consagra lo slguienr.e:. ) |
“Los paises miembros owm'dn patentes para las inwenciones, sean de producto o
pmou!:mlenm,entadoslmcamposdelaucmlogla, siempre gue sean nuevas, tengan nivel
inventivo y sean smpt:blf.s de aplicacién industrial®. Ast las cosas, las invenciones
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 documentos que

afectan la novedad y el nivel inventivo de la presente solicitud:
e DI1:WO0112161, 2001-02-22.

2.4 Ahora bien, el documento D1, particularmente en el resumen y en la pi_jlnas 11
Cuarto pérrafo a pAgina 12 segundo parrafo, el ejemplo 1 y reivindicacién 14, que
se refiere a una solucién a dicho problema planteado n:specto dlﬁculmd para tragar

* una dosis oral con un desarrollo de una formulaﬁdn— solida que se disgrega
ripidamente en la boca sin necenldad de agun pnra su ingestién. Segiin este
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documento DI, se hace particular relevancia al manitwl dado que se ha descublerto
que es particularmente atll en presentaciones orales, pues coadyuva a una
desintegracion ripida dentro de la boca. Igualmente, este documento anterior D1,
revela otros ingredientes formadores de una mblea de ripida disolucién que
comprende celulosa microcristalina (ver pirrafo 4 de la pidgina 11), croscarmelosa
sddica como agente desintegrador (ver parmafo 5 de la pdgina 11) y‘ un agente
lubricante (segin la pdgina 12 parrafo 2). Asi las cosas, es claro que a partir del
documento D1, es posible llegar a la misma propuesta como solucién sobre el cual
se ha advertido con anterioridad que dichos ingredientes combinados ofrecen la
misma solucién al problema planteado De hechg en el ejemplo 1 se referencia que
el principio activo no sobrepasa el 10 9% del peso total y en la reivindicacidén 14 se

referencian los mismo ingredientes para formar una dosis selida de répida
disolucién. Por lo tanto, a partir de _este-dc;&:umento D1, cualquier persona versada -
en ¢l arte puede deducir de manera obvia lo plasmado en el documento objero de
oposicién. Por lo anto a los dos de este documento D1, la presente solicicud carece
de nivel inventivo.

- 2.5.En consecuencia y de acuerdo a lo descrito anteriormente, se deriva que la solicitud
colombiana 04 119.232 no puede pretender un monopolio por patente toda vez
que lo que pretende no cumple con uno de los tres requisitos necesarios para su

proteccion, la altura inventiva.
2.6.Que por consiguiente, respecto a la solicitud pretendida se tiene que:

. 2.6.1. CARENCIA DE ALTURA INVENTIVA. Segtn la Dectsion 486 de I
: Comunidad Andina de Naciones, Articulo 16_.- e connderard que una invencidn
" tiene nivel inventivo, si para mpmudélo:ﬁgio-ﬂh;nahmmdaenhmmia
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técnica correspondiente, esa invencién no hubiese resultado obvia ni se hubiese derivado
de manera evidente del estado de la técnica.”. A la fecha de prioridad, 10 de junio
de 2002, a partir del documento D1, es posible deducir la conformacién de una
tableta de rapida disolucién segin lo definido en las reivindicaciones de la

presente solicitud.

2.7. Dado lo anterior, es posible deducir que la solicitud y lo reivindicado no es
objeto de patentabilidad pues es contrario a lo que dicta la Decision 486 de la
Comunidad Andina de Naciones, Articulo 14.- "Los Paises Miembros otorganin
patentes para las invenciones, sean de producto o de procedimiento, en todos los campos de la
tecnologia, siempre que sean nuevas, tengan nivel inventivo y sean susceptibles de aplicacién

industrial.”. La solicitud pretendida no cu:‘nple con uno de los tres requisitos
necesarios para su proteccion, la ilm_m. inventiva.

2.8. Por wodo lo anterior, .atentnmente solicito a usted que se sirva declarar fundada
la présente oposicion y negar el registro Patente de invenciéon denominada
““COMPRIMIDOS BUCODISPERSABLES Y PROCEDIMIENTO PARA SU
OBTENCION™, solicitada por VITA CIENTIFICA, S.L.., solicitud Colombiana
que aparecit publicada en la Gaceta de la Propiedad Industrial N° 562.

3. PRUEBAS

De conformidad con lo dispuesto por las normas vigentes, solicito a usted tener

como prueba en este asunto los siguientes:
¢ DI WOOL12161,20010222. . -~ .~
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4, FUNDAMENTO DE DERECHO
Fundamento esta observacion en las normas legales siguientes:
4.1. Numeral 1 del articulo 586 del Cadigo de Comercio.

4.2. Artculo 42 de la Decisién 486 de la Comision del Acuerdo de Cartagena.

4.3. En las demas normas concordantes.

5. ANEXOS

Para los efectos correspondientes anexo al presente escrito los siguientes documentos:

o DI1: WOO0112161, 2001-02-22.
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" 6. NOTIFICACIONES

Para efectos de notificaciones que por disposicion del artdculo 50 del Decreto
01 de 1984 debe hacer su Despacho, informo que mi representada y la suscrima
recibiremos notificaciones en la Secretaria de su Despacho o en mis oficitas situadas

en la Transversal 13¢ Ne 119.95, Of. 104 de esta ciudad de Bogotd.

Sefior Superintendente,

‘;‘V .
H.l

2 NOTARIA SEXTA DE BOGOYA &

ai. 0.c. "WW t%’,

- - ¥ Ante mi PABLO MENDEZ BRRAJAS L
C.C. 80°425.609 de Bogotd peinps i
T.P.A. 91563 del C.5. de aJ. eh Aot

BN L5 BT Lrees A

.

-

i A

i Y
g

il
H ST
A

Transversal 13+ Ne 11995, Of. 104 Tel. (571) 213 12 13 - 6 20 50 21 - FRSQU{ENE U35
E-mall: negocios@optinnnn-co.com - www.optimum-o.com e
Bogatd Colombla



SUPERINTENDEMCIA DE INDUSTRIA,Y COMERCIO

NIT : 800174089-2

RECIBD OFICIAL DE CAJA @ 06 - 49,304
FECHA 1 JUNID 2B DE 2004

MIE CONSIGNACION t1id

DEPDSTTANTE TIFD PAGD BANCD CUENTA Mo. PAGO FECHA PED VYr. PABO
LAB. PROCAPS CONSIGNACION  BANCO POPIRAR  050-00110-4 7898012  05/05/2006 521,000.00
GYMOPHARN S.A. CONSIGNACION  BANCD POPULAR  050-00110-4 52549398  02/06/2004 244,000.00

it C 0O K CEP T O thine

CANT. RENTISTICO CONCEPTO TOTAL CONCEPTO
1 50005-01-04 PRESENTACION DE OBSERVACIONES 12 WARCAS Y LENAS CONERCIALES 245, 000,00
TGTAL ' 45,000.00

‘I: DOSCIENTOS CURRENTA Y SEIS MIL PESOS

RESPONSABLE : 4

RECIBD DE CAJA APLICADO AL EXPEDIENTE No.
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PROCAPS
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Yo, WALTER TANAKA TATEKAWA, mayor de edad y de la cudad de Barranquilla (Colombia),
identificado como aparece al ple de ml firma, qu e presente documento actlia en calidad de
Representante Legal de i sodedad PROCAPS S.A. sodedad legalmente constituida y domidfiada en b
cdudad de Bamanquilia (Colombia), por el presente documento otorgo a REINALDO PINILLA MORENO,
abogado tkulado, identificado como aparece al ple de su firma, con tarjeta profesional No. 91563 expedida
por &l Consejo Superior de la Judicatura, poder espedial, amplio y suficente, para formular cposiciones u
observaciones a la solictud de patente No. 04 119.232, de thulo: “COMPRIMIDOS
BUCODISPERSABLES Y PROCEDIMIENTO PARA SU OBTENCION®, publicada en la gaceta No. 562
del 31 de Marzo de 2006.

Nuestro apoderado queda facultado, de manera expresa, para realizar todo tipo de acios necesarios para
llevar a cabo el trémite de la oposiddn, Incluyendo, sin Bmkadén, preparar y presentar solicitudes, hacer
declaraciones, pagar tasas, contribuciones e impuestos, recabar los thtulos o certificados. Asimismo quedan
autorizados para Impugnar administrativa y judicaimente todo ko que fuere resuelto en el expediente a
que se hace exqresa referencla en el presente poder, con todas las facultades generales y especificas que
fuera requerido para ella.

De la misma manera, ademis de las facultades que le conflere la naturaleza del presente mandato, se
encuentran facultados para reclbir, desistir, transigir, sustitulr, y reasumir el presente poder, Incoar
acdones, Interponer recursas y demds facukades conferidas por la ley. .

Dado y Firmado en Barranquilia (Colombla) a los 31 dizs del mes de Mayo de 2006.

WALTER TANAKA TATEKAWA .ot
@"' C.C N° 16.251.923 de Palmira .o
Representantelegal ,_ _ .. . :

m * '

REINALDO PINILLA MORENO
C.L. 80'425.509 de Bogoth '
TPA. 91563 dal CS.da la ). T

CALLE 80 No. 78B-201A_A. 50330-P.B.)_:(575) 3530783 - 3788000 - 3718000+ FAX: (575) 3533840 - 3558434 - 3533881 - 3532867
BARRANQUILLA - COLOMBIA - NIT.: 8080.108.527-5

1O.
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03-08017703 024802 PROCAPS S.A. No. 10310433

Barranquilla, 01 de Junio de 2006 Hr:10:37:36
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COMERCIO DE BARRANQUILLA

kb a2 d i a2 2 22 g b s i ddasdaadddsstidliitilll )y

CERTIFICADO DE
DOCUMENTOS .
PROCAPS S.A. F---mmmmmmmrrmmmceeeme s e s mcm e e T -
NIT: 890.106.527-5.

STENCIA Y REPRESENTACION LEGAL O DE INSCRIPCION DE

EN JUNIO DE ESTE ANO SE ELEGIRA JUNTA DIRECTIVA DE LA CAMARA DE
COMERCIO. LAS INSCRIPCIONES DE CANDIDATOS DEBEN HACERSE EN LA PRIMERA
QUINCENA DE MAYO. PARA INFORMACION DETALLADA DIRIGIRSE A LA SEDE
PRINCIPAL O COMUNICARSE AL SIGUIENTE TELEFONO: 3303911.

EL SUSCRITO SECRETARIO DE LA CAMARA DE COMERCIO DE BARRANQUILLA,
c RTIFICA

Que por Escritura Pidblica No. 1.190 del 22 de Julio de 1976,
t rgada en 1la Notaria Tercera de Barranquilla, inscrito(as) en
esta Cémara de Comercio, el 28 de Julio de 1976 bajo el No. 6.070
del libro respectivo, fue constituida la sociedad---------------------
limitada denominada "PRODUCTORA DE CAPSULAS DE GELATINAS LIMITADA
"PROCAPS LIMITADA® . -------ccmmmccm e cm e c e m e m e mm e - — - -

CERTIFICA

Que por Escritura Piiblica No. 1.307 del 28 de Junio de 1979,
t rgada en la Notaria Tercera de . Barranquilla, inscrito(as) en
esta Cimara de Comercio, el 23 de Julio de 1979 bajo el No. 10.039
del libro respectivo, la sociledad antes mencionada--------------—-—--—-—-
se transformoc en socledad anonima bajo 1la denominacion social de
"PRODUCTORA DE CAPSULAS DE GELATINA S.A." PROCAPS S.A.".--—--————---

CERTIFICA

Que por Escritura PGblica No. 3.810 del 31 de Dic/bre de 1980,

t rgada en 1la Notaria Primera de Barranquilla, inscrito(as) en
esta Cimara de Comercio, el 30 de Enero de 1981 bajo el No. 12.705
del libro respectivo, la sociedad antes mencionada----~---~-~=~--cc-=c---
se transformo en socledad de responsabilidad limitada bajo al raz n
8 cial de "PRODUCTORA DE CAPSULAS DE GELATINA LIMITADA "PROCAPS LI -

CERTIFICA

Que por Escritura PGblica No. 3.755 del 10 de Nov/bre de 1983,
ot rgada en la Notaria Unica de Soledad, inscrito(as) en esta
Cimara de Comercio, el 22 de Nov/bre de 1983 bajo el No. 17.922 del
libro respectivo, la sociedad antes mencionada-----------ccc-—ooeco---
se transformo en sociedad anonima bajo la denominacion soclal de
"PRODUCTORAR DE CAPSULAS DE GELATINA S.A. "PROCAPS S.A.".------———-—-—-

CERTIFICA

dkhkdwkddr C O NT I NTURA *hdddddddd
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CERTIFICADO DE EXISTENCIA Y REPRESENTACION LEGAL O DE INSCRIPCION DE

_DNOCUMENTOS
PROCAPS S.A.
890 . 106 . 527-5 .

NIT:

cambi

cambi

Numero
39

992
1.464
2.744
3.826
3.835
2.260
1.849
444
.090
269
.342
.652
.615
89
.070
.281
765
459
.608
.730
416
1.613

NN Wy W

=N

Que por Escritura Piiblica No.
ot rgada en 1la Notaria 2a.
Cimara de Comercio,

3.615 del 06 de Dic/bre de 1996,
de Barranquilla, inscrito(as) en esta

el 20 de Dic/bre de 1996 bajo el No. 67.218 del
libro respectivo, la sociedad antes mencionada

de ragzon social, por la denominacion LABORATORIOS PROCAPS S.A

de

aaaa/mm/dd
1979/01/18
1981/04/30
1982/08/27
1983/08/18
1984/07/16
1985/08/26
1986/09/10
1989/07/11
1990/02/21
1991/12/17
1993/02/01
1993/07/28
1993/11/09
1996/12/06
1997/01/16
1997/07/17
1997/08/04
1999/04/22
2001/02/21
2001/10/05
2004/07/29
2005/03/03
2005/07/28

CERTIPICA

Que por Escritura Plblica No.
torgada en la Notaria 2a.
Camara de Comercio,

3.775 del 18 de Dic/bre de 1996,
de Barranquilla, inscrito(as) en esta

CERTIFICA

Notaria
Notaria
Notaria
Notaria
Notaria
Notaria
Notaria
Notaria
Notaria
Notaria
Notaria
Notaria
Notaria
Notaria
Notaria
Notaria
Notaria
Notaria
Notaria
Notaria
Notaria
Notaria
Notaria

3a.
la.

Notaria
de Barranquilla.
de Barranquilla.

Unica de Soledad
Unica de Soledad
Unica de Soledad
Unica de Soledad
Unica de Soledad.

2a.
2a.
2a.
2a.
2a.
2a.
2a.
2a.
2a.
2a.
3a.
2a.
2a.

2.

2.

2.

de Barranquilla.
de Barranquilla.

de
de
de
de
de

BRRERREED

Barranquilla
Barranquilla
Barranquilla
Barranquilla
Barranquilla
Barranquilla
Barranquilla
Barranquilla
Barranquilla
Barranquilla
Barranquilla
Barranquilla
Barranquilla
Barranquilla

CERTIFICA

9.452
13.112
15.533
17.416
19.554
22.230
24.995
33.909
36.101
43.993
48.428
50.582
51.798
67.218
67.704
70.627
70.813
80.628
91.502
95.771

112.999
116.364
119.322

Que de acuerdo con la(s) escritura(s) arriba citada(s),
se rige por las sigquientes disposiciones:
DENOMINACION O RAZON SOCIAL:

SIGLA: PROCAPS.
DOMICILIO PRINCIPAL: Barranquilla.

el 23 de Enero de 1997 bajo el No. 67.704 del
libro respectivo, la sociedad antes mencionada
razon soclal, por la denominacion PROCAPS S.A.

Que dicha sociedad ha s8ido reformada por las siguientes escrituras
y/ documentos privados:
No. Insc © Reg aaaa/mm/dd

1979/01/24
1981/05/06
1982/09/08
1983/08/26
1984/07/27
1985/09/04
1986/09/15
1989/07/13
1990/03/16
1992/01/28
1993/02/16
1993/08/10
1993/11/22
1996/12/20
1997/01/23
1997/07/31
1997/08/14
1999/04/23
2001/02/23
2001/11/08
2004/08/26
2005/03/10
2005/08/18

la sociedad

whkkkdbkdt CONT I NU A *hkuddddid




= . qo

03-08017703 024802 PROCAPS S.A. No. 10310434

Barr illa, 01 de Junio de 2006 Hr:10:37:36

CAMARA DE COMERCTIO
comEHC|° D E BARRANQUILTLA

D€ BARRARQUILLA GRRASEZZ S IR T T 212 T T2 T2 T 220 20 2 2 3 e ey L ny

CI cnmnnn D€ dhkbkk kbbb d b d kb kbbb kR bk kR ke s b AR dd Dag. 2
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PROCAPS S.A.----------------memmmmca e m e e e e — -
NIT: 890.106.527-5.

NIT No: 890.106.527-5.
MATRICULA MERCANTIL: 24.802.

CERTIPFICA

Direccion para notificaciones judiciales:
CL 80 No 78 B - 201.
De la ciudad de Barranquilla.

CERTIFICA

DURACION: El término de duracién de la sociedad se £ij6é hasta el
18 de Agosto de 2073.

" CERTIFICA

OBJETO SOCIAL: El objeto principal de la sociedad sera: a)-La fabri-
cacion de capsulas y otros productos similares a partir de materia-
les tales como gelatinas u otros de distinta naturaleza, que puedan
Ber utilizados como envases 0 recipientes de productos y sustancias
quimicas, farmaceuticas y cosmeticas, para uso y consumo humano y
veterinario; b)-La investigacion, desarrollo y fabricacion de toda
clase de productos y sustancias quimicas, farmaceuticas y cosmeticas
para uso y consumo humano, animal y vegetal; c)-La compra y venta de
materias primas, insumos y productos intermedios necesarios para 1 s
procesos de fabricacion de sustancias quimicas, farmaceuticas,alimen
ticias y cosmeticas, asi como la comercializacion interna y externa
de los productos terminados, d) La compra, venta, importaci n, ex-
portacion y distribucion de toda clase de elementos instru-
mentales y equipos medicos,quirurgicos,odontologicos,y hospitalari s
para la salud humana y animal. e)La compra,venta,exportacion y dis-
distribucion de dulces, confites, galletas y todo tipo de
golosinas o alimentos para el consumo humano. f) Actuar como re-
presentante © agente de personas naturales y Juridicas, naci -
naci nales y extranjeras en la realizacion de operaciones tran-
saccl nes relacionadas con 1la industria farmaceutica y en especial
con cualquiera de 1las actividades descritas en los literales a),
b), ¢). d) y e) antes descritos; g) Prestar los servici s de
ases ria y consultoria en las areas administrativas, de mer-
cade , analisis clinico, asistencia tecnica, investigacion, cost s y
produccion, exportaciones, importaciones, ventas, relacioniadas con
iguales o similares actividades a las que constituyen el objet de

PROCAPS S.A., asi como los de publicidad y promoci n de product s |:

quimic 8, ¢ emetic s y farmaceuticos para uso humano, animal in-
dustrial; h)-Adquirir, perar, administrar y expl tar, a cualquier
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titul , empresa o establecimientos dedicados a la investigacion, de-
gsarrollo, fabricacion o comercializacion de productos quimicos, far-
maceuticos, hospitalarios o© cosmeticos. En desarrollo de su bjet

principal, la sociedad podra tomar interes social como accionista,
8 cio o fundador de empresas que tengan igual o similar objeto, com-
prar, vender, importar y exportar maquinarias, insumos y repuest s
requeridos para el desarrollo de sus actividades; tomar dinero en
prestamo, financiar y garantizar las operaciones comerclales que ce-
lebre con terceros relativas a su objeto; celebrar y ejecutar todo
tipo de actos y contratos necesarios para desarrollar sus operaci -
nes; girar, aceptar, otorgar y protestar todo tipo de titulos val -
res e instrumentos negociables; comprar, vender y constituir grava-
menes sobre bienes muebles e inmuebles; designar representantes

apoderados en el pais y en el exterior y, en general, realizar cual-
quier acto o negocio que sea necesarlio o conveniente para el desa-
rroll de su objeto social y para la mejor proteccion de sus intere-
ses cC rporativos o la de sus socios. La sociedad podra garantizar
el cumplimiento de obligaciones adquiridas por terceros 0 por sus
8 cil s, para lo cual podra inclusive constitulr gravamenes reales
sobre sBus bienes de cualquier naturaleza.-----------c+rccccccccacnnnn

CERTIFICA

CAPITAL Nro Acciones Valor Accidn
Aut rizado

Shekdkdddd*2 000,000,000 *rdkddddddddd2 000,000 *rddkddddddddkdsds] 000

Suscrito

Shawrdtadi®] 220.000.000 *rwkvkkwkibks]l 220,000 *hkwkkkwrwrkrtint] 000
Pagado

Seddkddkewr] 220.000.000 ¥vwdkdwvkddis] 220,000 veddkibkvksrdibrs] 000

CERTIFICA

ADMINISTRACION: La direccion y administracion de la sociedad ¢ rres-
pondera a la Asamblea General de Accionistas, a la Junta Directiva,
al Presidente, al Vicepresidente y a un Gerente General. Corresponde
a la Junta Directiva las siguientes funciones y atribuciones entre
tras: Autorizar cualquier acto o contrato cuya cuantia sea superi r
al equivalente en pesos Colombianos a doscientos cincuenta mil dola-
res de los Estados Unidos de Rmerica (US$250.000), liquidados a la
tasa de cambio representativa del mercado vigente el dia en que se
surta la transacion. Cuando 8e trate de operaciones en virtud de
las cuales la sociedad garantice obligaciones de terceros o de 1 s
8 cios, 8Be requerira que 1la operacion sea aprobada con el voto de
por lo menos 2/3 partes de los integrantes de la Junta Directiva.
La sociedad tendra wun Presidente , quien ejercera la representa-
cin legal de la sociedad y tendra 1las siguientes atribu-
ci nes entre otras: Ejecutar las decisiones de 1la Asamblea
General de Accionistas y de la Junta Directiva. Ejercer la Represen-
taci n Legal de la sociedad en todos los actos y contratos que se
requieran para el desarroll del bjeto s clal, de conf rmidad ¢ n
1l previst en las leyes y en 1 s presentes estatutos. Constituir
apoderados judiciales y extrajudiciales, recibir notificaci nes,
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abs lver interrogatorios de parte, confesar obligaciones de 1la
8 cledad, transigir, disistir y allanar a la sociedad en cualquier
asunto judicial. Aprobar y celebrar en nombre de la socieda todo
act o contrato cuya cuantia sea igual o inferior al equivalente
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 funciones que le
¢ rrespondan 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 o meramente acciden-
tales, con entidades facultades y &in que sea necesario para ell
acreditar la ausencia del principal. La sociedad tendra un Vicepre-
sidente designado por 1la Junta Directiva, quien tambien ejercera la
representacion legal de 1la sociedad, pudiendo ejercerla conjunta
separadamente con el Presidente. El vicepresidente tendra 1las
siguentes facultades entre otras. Ejecutar dentro de su competencia
las decisiones de 1la Asamblea General de Acclonistas, de la Junta
Directiva y del Presidente. Ejercer la representacion legal de la
8 cledad en todos los actos y contratos que Se requieran para el
desarrolloc del objeto social, de conformidad con lo previsto en las
leyes y en los presentes estatutos. Constituir apoderados judiciales
y extrajudiciales, recibir notificaciones, absolver interrogatori s
de parte, confesar obligaciones de la socledad, transigir, desistir
Y allanar a la socledad en cualquier asunto judicial. Aprobar y
celebrar en nombre de la socliedad todo acto o contrato cuya cuantia
sea igual o inferior al equivalente en pesos colombianos a cliento
cincuenta mil dolares de los Estados Unidos de America (US$150.000),
liquidados a 1la tasa de cambio representativa del mercado vigente
el dia en que se surta la aprobacion o celebracion del acto, siempre
que no se trate de enajenar bienes inmuebles o cualquier otro activo
£ij de la sociedad, inclugive de mnaturaleza nmuebles, acci nes,
cu tas o0 partes de interes inversiones y todo tipo de derechos
de la sociedad, o© de constituir gravamenes sobre cualquiera de los
anteriores, facultades que radican exclusiva y privativamente en
cabeza del Presidente. Las demas funciones que le corresponda como
Representante 1ega1 por disposicion de 1la ley, de estos estatut s
de la Junta Directiva. El1 Vicepresidente tendra (1) suplente,
designado por 1la Junra Directiva, quien lo reemplazara conjunta
separadamente en sus faltas temporales, absolutas o© meramente
accidentales, con identicas facultades y 8in que sea necepari para
ello acreditar la ausencia del principal. La 8 ciedad tendra un (1)
Gerente General, con su respectivo Suplente, designados por la Junta
Directiva. El Suplente reemplazara al Gerente General, en sus faltas

o
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temporales, absolutas o meramente accidentales, quien junto con el
gerente general, 1llevaran la representacion legal de la sociedad,
c n identicas facultades, pudiendolas ejercer conjunta o separada-
mente con el Presidente y Vicepresidente, con identicas facultades
que el Gerente General y sin que sea necesario para ello acreditar
la ausencia del titular. El Gerente General tendra las sigquientes
facultades entre otras: Ejercer la representacion legal de la s cile-
dad, en todos los actos y contratos que se requieran para el desa-
rroll del objeto social, de conformidad con 1lo previsto en las
leyes y en los presentes estatutos. Aprobar y celebrar en nombre de
la s ciedad todo acto o contrato cuya cuantia sea igual o inferi r
al equivalente en pesos Colombianos a Cincuenta Mil dolares de 1 8
Estados Unidos de America (US$50.000), liquidados a 1la tasa de
cambl representativa del mercado vigente el dia en que se surta la
aprobacion o celebracion del acto, siempre que no se trate de enaje-
nar a cualquier titulo bienes immuebles o cualquier otro activo £ij

de la socledad, inclusive de naturaleza mueble, acciones, cu tas

partes de interes, inversiones y todo tipo de derechos de la s cile-
dad de constituir gravamenes sobre cualquiera de las anteri res
facultades que radican exclusiva y privativamente en cabeza del
Presidente.  -ccccccmmmcctmnn -

CERTIFICA

Que segin Acta No. 116 del 27 de Junio de 1997 correspondiente a
la Asamblea de Accionistas en Barranquilla, de la sociedad:

PROCAPS S.A,---------crccmmccccccm s ccccmc e s e s e e e e
cuya parte pertinente se inscribifé en esta Cimara de Comercl , el
15 de Agosto de 1997 bajo el No. 70.838 del libro respectivo,
y 8egin Acta No. 127 del 22 de Marzo de 2000 correspondiente a
la Asamblea de Accionistas en Barranquilla, de la sociedad:

PROCAPS 8.A,--------c-cmmcmcm oo mccmmcmccccmccececo oo e-
cuya parte pertinente se inscribi6 en esta Camara de Comerci , el
29 de Mayo de 2000 bajo el No. 87.250 del libro respectivo, fueron
hechos 1los siguientes nombramientos:

CLASE: JUNTA DIRECTIVA

Principales
1. Minski Gontovnik Ruben CC.¥hikkvd*7 463,982
2. Mingki Gontovnik Meyer CC. *¥¥wkid+7 _461.324
3. Minski Gontovnik Jose CC.**#heddg £71.6834

Suplentes
1. Minski Zilberblum Elliot CC. . **¥d¥¥72 219,541
2. Minski Deitel Daniel MAAAAA AL LS sl
3. Minski Sharon PA.*¥990.212.082.805

CERTIFICA

Que seglin Acta No. 116 del 27 de Juni de 1997 c rrespondiente a
la Apamblea de Accli nistas en Barranguilla, de la sociedad: PROCAPS
S.A. cuya parte pertinente se inscribid en esta Camara de Comerci ,

dkkdkdrddd C ONT INUA *eddddnsdd
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el 15 de Agosto de 1997 bajo el No. 70.838 del libro respectivo,
fueron hechos los siguientes nombramientos:

Cargo/Nombre Identificacién

Presidente.

Minski Gontovnik Ruben ) CC.*¥+twww+7 463.982
Suplente del Presidente .

Minski Minski Abraham CC.*dkdkdka*802 575
Vicepresidente

Minski Gontovnik Meyer CC.owdikk&h7 _461.324
Suplente del vicepresidente

Minskl Gontovnik Jose CC.*kdksd*g 6£71.834

CERTIFICA

Que seglin Acta No. 11 del 01 de Febrero de 2001 correspondiente a
la Junta Directiva en Barranquilla, de la sociedad: PROCAPS S.A.
cuya parte pertinente se inscribid en esta Cimara de Comerci , el
12 de Febrero de 2001 bajo el No. 91.273 del libro respectivo,
fueron hechos los siguientes nombramientos:

Cargo/Nombre Identificaci6n
Gerente General.
Uribe Ochoa Guillermo Luis CO.¥*xe**70 073,754

CERTIFICA

Que segiin Acta No. 406 del 02 de Sep/bre de 2004 correspondiente a
la Junta Directiva en Barranquilla, de 1la sociedad: PROCAPS S.A.
cuya parte pertinente sge inscribi6 en esta Cimara de Comercio, el
09 de Sep/bre de 2004 bajo el No. 113.263 del libro respectivo,

fueron hechos 1los siguiesrites nombramientos:
Cargo/Nombre Identificacién
Suplente del Gerent
Tanaka Walter CC.*kwww+]16.251.923

CERTIFICA

Que seglin Acta No. 124 del 29 de Marzo de 1999 correspondiente a
la Asamblea de Accionistas en Barranquilla, de la sociedad: PROCAPS |
8.A. cuya parte pertinente se inscribi6 en esta Cimara de Comerci ,
el 04 de Agosto de 1999 bajo el No. 82.226 del libro respectivo,
fueron hechos los siguientes nombramientos:

Cargo/Nombre Identificacién
Revisor Fiscal Ppal.
Vargas Pertuz Ana Isabel CC.¥*k%*+32 £96.645

L
[
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CERTIFICA

Que sBeglin Acta No. 127 del 22 de Marzo de 2000 correspondiente a
la Asamblea de Acclonistas en Barranquilla, de la sociedad: PROCAPS
S8.A. cuya parte pertinente se inscribib en esta Camara de Comerci ,
el 29 de Mayo de 2000 bajo el No. 87.250 del libro respectivo,
fueron hechos los siguientes nombramientos:

Cargo/Nombre Identificacién
Suplente del Revisor Fiscal.
Lozada Villareal Milena CC.**idd&32 748.111

CERTIFICA

Que por escritura publica No. 2.608 del 5 de Octubre del 2.001, t r-
gada en la Notaria 2a. de Barranquilla, inscrita en esta Camara de
Comercio el 8 de Noviembre del 2.001, bajo los Nos. 95.771, 2.056,
2.057, 2.058, 2.059, 2.060, 2.061, 2.062 y 2.064 del libro respecti-
vo, se reforma totalmente el articulo 65, contenido en la escritura
publica No. 3.705 de Noviembre 6 de 1.998, de la Notaria Segunda del
Circuito de Barranquilla, y se constituyen los siguientes Apoderados
Generales, quilenes tendran las funciones que a continuaci n
Bse indican en razon de Bu cargo en la socliedad: 1.-Se con
fiere Poder Especial, Amplio y Suficiente a 1los senores: WALTER
TANAKA TATEKAWA, C.C. No. 16.251.923; WILIIAM ALBERTO BARROS CERRA,
C.C. No. 8.715.941, para que cada uno en forma independiente en nom-
bre y representacion de PROCAPS 8.A., suscriba todas las declaraci -
nes tributarias, aduaneras y cambiarias a que este obligada la s -
ciedad, asi como para que responda todo tipo de requerimiento 8 -
licitudes de informacion de las autoridades tributarias, aduaneras

camblarias,en los ordenes Distrital, Departamental y Nacional. 2.-Se
c nfiere Poder Especial,amplio y suficiente,a los siguientes seno-
res que conforman el Grupo A y el Grupo B para gque conjuntamente sus
criban contratos de suministros de mercancias y servicios con enti-
dades oficiales, hasta por la suma de US$800.000.00 (OCHOCIENTOS MIL
DOLARES DE IL0OS ESTADOS UNIDOS DE AMERICA), liquidados a la tasa re-
presentativa del mercado vigente en el dia que se realice la respec-
tiva transaccion. GUPO A: GUILLERMO LUIS URIBE OCHO C.C. No. 70.073.

754, LINO LAZALA SILVA VARGAS C.C. No. 19.260.410, JATIRO MOLINA ME-
JIA C.C. No. 8.706.380, CLAUDIA TANGARIFE CASTILLO C.C. No. 41.660.-
293. BRUPO B: WALTER TANAKA TATEKAWA C.C. No. 16.251.923, HENRY CARO
DIAZ C.C. No. 19.395.298, CARMEN ALICIA FLOREZ C.C. No. 22.434.044,
CARMEN ALICTIA HERRERA DIAZGRANADOS C.C. No. 22.377.540. Para el ejer
cici de estas facultades se requerira por 1lo menos la firma de uno
(1) de los apoderados especlales del Grupo A y uno de los apoderados
especiales del Grupo B; 3.-8e otorga Poder General, Amplio y Sufi-
cilente a la Doctora JOSEFINA MIELES BUELVAS C.C. No. 33.138.497, a
la Doctora MARCELA CARVAJALINO PAGANO C.C. No. 22.579.748, y al Doc-
t r DANIEL MORENO VILLALBA, C.C. No. 19.113.210; para gque cada uno
representen a PROCAPS S8.A., ante todo tipo de autoridades adminis-
trativas y Jjudiciales, en asuntos de naturaleza camblaria y fiscal,
tales como: Contestar e Iinterponer demandas y requerimient s, com-
parecer en Jjuicios,pedir la practica de pruebas,recibir notificacl -
nes, interponer recursos y ejercer acci nes contencli s administrati-
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vas Yy de tutela,trangigir,conciliar,recibir en nombre de la s ciedad
desistir, sustituir y reasumir este mandato. Para la celebraci n
de cualquier acuerdo conciliatorio o transaccional, judicial ex-
trajudicial, cualquiera que 8ea su cuantia,los Apoderados deberan
aportar la autorizacion escrita del Representante Legal de la socie-
dad. Los Apoderados podran presentar solicitudes de devoluci n y/

compenpacion de impuestos y recibir 1los pagos por devoluci nes de
impuestos, firmar, notificarse y realizar todo acto necesari para
cumplir con el mandato encomendado.-----------------ccecmccmcconaao

CERTIFICA

Que segun documento privado de fecha 7 de junio de 2000, inscrito
en esta Camara de Comercio el 8 de junio de 2000, bajo el No.l.786
del libro respectivo, consta que RUBEN MINSKI GONTOVNIK, C.C. No.

7.463.982 de Barranquilla, actuando como Presidente y Representante
Legal de 1la sociedad PROCAPS S.A, confiere poder especial, amplio
y suficiente a KAREN FIGUEROA GARCIA, C.C.N0.32.732.070 de Barran-
quilla, para que en su nombre y representacion de la socliedad sus-
criba todas declaraciones cambilarias a que este obligada PROCAPS
S.A, en el giro normal de sus negoclios y operaciones soclales.--

CERTIFICA

Que segun Documento Privado del 13 de diclembre del 2.002, inscrito
en esta Camara de Comercio el 15 de enero del 2,003 bajo el No.2.290
del libro respectivo, el senor RUBEN MINSKI GONTOVNIK, C.C.No.7.463.

982, en calidad de REPRESENTANTE LEGAL, y en condicion de PRESIDENTE
de PROCAPS S.A., mediante el presente documento otorgo PODER ESPE-
CIAL al Sr. MARLON TATIS PAREDES, C.C.No.72.176.874, para que en
representacion de PROCAPS S.A., suscriba declaraciones, reportes y
cualquier tipo de documentos relacionados con tramites o registros
de Comercio Exterior ante el Ministerio de Comercio Exteri r y/o|j
cualquier entidad del Estado que bhaga sus veces. En consecuencia,
el Sr. MARLON TATIS PAREDES, podra suscribir en representacion de
PROCAPS S.A. declaraciones, reportes y cualquier tipo de document s
relacionados con tramites o registros de Comercio Exterior ante el
Ministerio de Comercio Exterior y/o cualquier entidad del Bstado
que haga BUB VECEB,----~---~r-e-ccmccmcmmcmmemmmmmma -

CERTIFICA
Que 8segun document privado del 10 de noviembre del 2004, inscrito

en esta Camara de Comercio el 1 de diciembre del 2.004, bajo el No.
2.753 del libro respectivo consta que RUBEN MINSNSKI GONTOVNIK, C.C. l

e
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7.463.982 de Barranquilla, actuando como Presidente y Representante
Iegal de la sociedad PROCAPS 8.A, confiere poder especial, ampli

y suficiente a ANTONIO VARELA DIAZ, C.C.No.72.004.669 de Barran-
quilla, para que en nombre y representacion de la sociedad firme
las declaraciones cambiarias a que este obligada PROCAPS S.A., a
suscribrir en el giro normal de sus negocios y operaciones s cia-
les. Por lo anterior, el senor ANTONIO VARELA DIAZ, queda facultado
para firmar las declaraciones comablarias y demas documentos rela-
ci nados con las declaraciones, notificaciones, aportar y solicitar
las pruebas que sean necesarias, desistir en general a realizar todo
acto necesario de tal forma que pueda cumplir con el mandato dado.-

CERTIFICA

Que segqun documento privado del 22 de Febrero de 2005, inscrit en
esta Camara de Comercio el 28 de Marzo de 2.005, bajo el No. 2.820
del 1libro respectivo, consta que WALTER TANAKA TATEKAWA C.C. 16.251-
923 de Palmira, quien actua como representante legal de la sociedad
PROCAPS 8.A, otorga Poder Especial, Amplio y Suficiente al senor
MARLON TATIS PAREDES C.C. No. 72.176.874, para que en representaci n
de PROCAPS S.A., suscriba declaraciones aduaneras, reportes y cual-
quier tipo de documentos relacionados con los tramites o registros
de comercio exterior ante la direccion de impuestos y aduanas nacli -
nales y/o cualquier entidad que haga sus veces, y para que responda
todo tipo de requerimientos y/o0 8olicitudes de informacion de las
autoridades aduaneras en los ordenes distrital, departamental y na-
Cinal.-------mmmm e e s mm— e

CERTIFICA

Que por Escritura Publica No.1.613 del 28 de Junio del 2.005, t r-
gada en la Notaria Segunda de Barranquilla, inscrita en esta Camara
de Comercio el 18 de agosto del 2.005 bajo el No.2.913 del libro
respectivo, consta que RUBEN MINSKI GONTOVNIK, C.C.No.7.463.928, en
su c ndicion de Presidente y Representante Legal de la sociedad
PROCAPS S.A., confiere poder especlial amplio y suficiente a l s
silguientes senoree que conforman el Grupo A y el Grupo B, para que
¢ njuntamente suscriban contratos de suministro de mercancias vy
servicios c¢con entidades oficlales, hasta por la suma de OCHOCIENTOS
MIL DOLARES DE LOS ESTADOS DE AMERICA (US$800.000), liquidados a la
tasa representativa del mercado vigente en el dia que se realice la
regspectiva transaccion. GRUPO A: MIRIAM RODRIGUEZ DIAZ, C.C.No.
41.473.569. GRUPO B: NELSON SUAREZ CHAVEE, C.C.N0.79.417.971.--~---- .

CERTIPFICA
Que en esta Cimara de Comercio no aparecen inscripciones posteri res
de documentos referentes a reforma, disolucién, 1liquidacién
nombramientos de representantes legales de la expresada sociedad.
CERTIFICA

Que su Gltima Renovacitn fue el: 29 de Marz de 2006.
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RAPIDILY DISSOLVING DOSAGE FORM AND PROCESS FOR MAKING SAME

The present invention reiates to the fleld of solid, rapidly dissolving dosage forms.
Wherever a solld dosage form comprising any kind of active ingredient and bound to

dissoive rapidly In an aqueous medium is neaded, the unique dosage forms provided by the
present invention may be epplied.

In the first inetance, the invention relates to pharmaceutical, orally ingested solid dosage
forms, which are designed to dissoive rapidly within the mouth. Ancther preferred fleld of
&pplying the Invention Is solld, repidly dissolving dosage forms which are administered orally

to animals, especially mammals like e.g. dogs, cats, horses or cattle, e.g. vetarinary dosage
forms.

In the pharmaceutical field, there is a great need for said dosage forms because many
people are unwilling and/or unable to swallow tablets, capsules and other traditional solid
dosage forme. The present invention provides a solid pharmaceutical dosage form adapted
for direct oral administration, i.e. for direct Insertion into the mouth of a patient. This Is
particularly useful in administration of medicaments to e.g. chiidren, debliitated patients,
patiants who have difficulty swallowing solids and the eiderly.

Currently the main technologles to obtain such type of dosage forms are: (1) The active
ingredient is mbted with water-soluble diluents and compressed on a tableting machine at
low to medium compression force. (2) A suspension is prepared from the active ingredient
and appropriate exciplents, which suspansion s then dispsnsed Into bilster packs and
finally dried, for example freeze-dried (e.g. Zydie®).

Al these technologles have their drawbacks: For example in the case of (1), the mechanical
resistance of the dosage forms ls often nsufficlent In normal blister packs and the dosage
forms often do not disintegrate rapidly enough (ime needed for dissolution may be up to 60
seconds and mora). In the case of (2), again lacking mechanical ragistance in normal blister
packs can be a problem but in particular the ime-consuming and costly freeze-drying
process Is a major disadvantage. Moreover, the effectiveness of a freeze-drying procass
always depends on the physico-chemical parameters of the active substances used. For
certain active substances, especlally such having a high solubifity in water, it !s therefore

o



ax

WO 01712161 PCT/EPOVOT934
-2-

difficult or impoasible to apply a freeze-drying procass and conaequently this technology.
Finally, the development of units with high doses (up to 500 mg or even 1000 mg) of active
ingredients and/or combinations of active ingredients may be difficult or even impossible
with this technology.

The present invention addresses the needs mentioned above and the problems
encountered with currently avallable technologies. The expensive freeze-drying process is
avoided. The manufacture of the dosage form of the invention is simple and suitable for a
broad range of active ingredients with different physico-chemical parameters, for high dose
unit forme (up to e.g. 1000 mg, in particular 500 mg, of active substance) and also for
combinations of active ingredients, including combinations of a water-soluble with a water-
ingoluble active substance. Moreover, it overcomes the main problems of drying
suspsnsions which are filied in biister packs, by (a) assuring that the dosage forms always
have a uniform content of the active ingredient(s); (b) assuring that the dosage forms
always have a uniform tablet weight (e.g. dose welghts accurate within 2-3%); (c) avoiding a
time-consuming process for removing high quantities of solvent; (d} allowing easy upscaling
of the process developed In the laboratory; and (e) avokdéing molsture uptake during
storage.

The basis for the new beneficial solid dosage forms is a newly developad advantageous
process of manufacturing them.

The invention therefore relates - in a first embodiment - to a pracess for the manufacture of
a solld dosage form which Is rapidly dissolving in aqueous medium, which process
comprises

(a) preparing a powder or granulate consisting of

(1) elther the active substance - or part thereof - and afl other ingredients of the solid
dosage form; or

(2) all other ingredients of the solid dosage form except the active substance:

(b} dispensing
(1) elther an awndiiary solvent or
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(2) a solution or dispersion (preferably a solution) of the active substance in an auxiliary
solvent, .

in moulds or in the cavities of the pre-formed container intended for storage of the solid
dosage form;

(c) compacting a suitable amount of the powder or granulate prepared according to (a){1) or
(a)(2) above;

{d) putting the compacted powder or granulate so cbtalned on the top of the liquid which
according to (b)(1) or (b){2) is In mouids or In the cavitles of tha pre-formed container
intended for storage of the solld dosage form;

(e) removing the awdilary solvent by applying a drying system to the units In the moulds or
in the cavities of the pre-formed container intended for storage of the solid dosage form;
and

(f) removing the dried units from the mouids into a sultable storage container or sesling the
cavities of the pre-formed contalner intended for starage of the solld dosage form,
respectively.

It will be understood that the order In which certain steps of this process are caried out is
not fixed but Interchangeable. For example, (b) may be camed out before (a), or (¢) before
(b). All these variations are intended to be covered by the present invention.

A preferred embodiment of the invention is characterized by the process for the
manufacture of a sofid, rapidly diasolving pharmaceutical or veterinary dosane form for oral
administration, which process comprises

(a) preparing a powder or granulate consisting of

(1) elther the intended dose of the active subatance - or part thereof - and all other
ingredients of the solid dosage form; or

(2) all other ingredients of the solld dosage form except the active substance;

2
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(a") transferring said powder or granulate to a combined compacting/dosing system:;

{a") ptacing moulds or a pre-formed contalner intended for storage of the solid
phamaceutical or veterinary dosage form within the operating range of the combined
compacting/dosing eystem;

(b) dispensing,

(1) either an auxliary solvent or ]

(2) a solution or dispersion (preferably & solution) of the active substance in an auxillary
solvent,

in moulds or in the cavities of the pre-formed container Intended for storage of the solid
pharmaceutical or veterinary dosage form;

(¢) compacting - within the combined compacting/dosing system - a suitable amount of the
powder or granulate prepared according to (a)(1) or (a)(2) above;

(d) putting the compacted powder or granulate on the top of the Bquid which according to
(b)(1) or (b)X(2) is in moulds or in the cavities of the pre-formed contalner intended for
storage of the solid pharmaceutical or veterinary dosage form;

(e) removing the auxiliary sclvent by applying a drying system comprising one or more
techniques selected from forced warm gas, microwave radiation and reduced pressure, to
the unite in the moulds or in the cavities of the pre-formed container intended for storage of
the solid dosage form; and

(f) removing the dried units from the mouida Into a suitable storage container or sealing the
cavities of the pre-formed container intended for storage of the solid pharmaceutical or
‘veterinary dosage form, respactively.

in particular preferred Is the process for the manutacture of a solid, rapidly dissolving
phamaceutical dosage form for oral administration, which process compriees

(a) preparing a powder or granulate consisting of the active substance and all other
ingredients of the solid dosage form;
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(a") transterring sald powder or granulate to a combined compacting/dosing system:

(a") placing a pre-formed container intended for storage of the solld pharmacetticat dbsage
form within the operating range of the combined compacting/dosing system;

(b) dispensing an auxiliary solvent in the cavities of the pre-formad container intended for
storage of the solid phamaceutical dosage form;

{c) compacting - within the combined compacting/dosing system - an amount of the powder
or granulate prepared according to (a) above, which amount of powder or granulate
contains the intended dose of the active substance:

(d) putting the compacted powder or granulate on the tup of the liquiid which according to
(b) Is In the cavities of the pre-formed container intended for storage of the solid
phamacautical dosage form;

(o) removing the auxiliary solvent by applying a drying system comprising at least two
different techniques selected from forced warm gas, microwave radiation and reduced
pressure; and

(f) sealing the cavities of the pre-formed container intended for storage of the solid
phammaceutical dosage form.

The active substanca is typicatly used as the pure substance - which may be pregent e.g. in
a certaln crystalline form or In amorphoua form - but it may also be e.g. microencapsulated,
6.g. for the purpose of taste-masking, as a sustalned release microencapsulation or a
gastro-resistant microencapaulation (enteric coating); or in the form of a complex, e.g. a
cyciodextrine complex or an ion exchange resin complex. it may be water-soluble or water-
insoluble. Moreover, the active substance can e.g. be dissolved In an auxilary soivent -
wholly or only part thereof [see process variant (b)(2)]. Still another possibliity ls, for
exampie, that the active substance together with some of the exciplents Is dissolved in an
auxiliary solvent.
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What the “other ingredients® of the aolid dosage form is concemed [process step (a)], these
ars not critical and may vary within wide limits. The kind of ingredients used inter alia
depends on the field where the sofid dosage form Is intended for, e.g. pharmaceuticals,
veterinary products or other areas of application.

Preferably, the solid dosage form manufactured comprises (1) en active substance, (2) a
filler and (3) a disintegration agent. Other usual exciplents (4), fike e.g. sweeteners,
lubricants, flavours, taste-masking agents, binders, buffering agents, colouring agents,
stabilisators or preservatives, may optionaily be present.

The auxiliary solvent applied in step (b) is e.g. water, preferably purifiad water, or a non-
aqueous solvent, e.g. ethanol, acetone or isopropanol, or any mixture of watsr with one or
more of the non-aqueous solvents, Preferred are water, water/sthanol mixtures and
ethanol; especially water and water/ethanol mixiures; and In particular water alone.

In step (b), the auxilary solvent Is dispensed in mouids or in the cavities of the pre-formed
container by any means known in the art to be sultable for that purpose, ¢.g. a metered
dose pump or a multl-pipette sysiam.

In a preferrad embodiment of the invention, the process steps (c) and (d) are accomplished
with the aid of a combined compacting/dosing system.

In case that a combined compacting/dosing systern is used, it must be able to serve the
following functions: (a) dose a precise quantity of powder or granulate; (b) compact the
dosed powder or dosed granulate; and {c) release the dosad compacted paliet.

In a preferred embodiment of the’ Invention, the combined compacting/dosing system
consists e.g. of a powder feed frame and an menibly of dosers capable of delivering a
charge of the compacted drug powder in the desired dosage. The movements of the doser
assembly and the feed frame can be driven e.g. pneumatically or electrically. The product
powder or granules are prepared for dosing e.g. by a rotating patdie feed frame capable of
regulating the depth of the powder bed. In a prefemed ambodiment of the Invention, the
doser assembly descends into the powder bed, takas and compacts the powder charges.
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Then the doser assembly raises the dosed compacted drug powder from the powder bed

and releases the dosed compacted powder charge intact into the moulds or the cavities of
the pre-formed contalner, a.g. a bilster pack.

After depositing the compacted powder into 8.g. the blister cavities, the filled blister card is
removed mechanically and replaced with an empty biister card eo that the process may be
repeated.

The system can also be adjusted so as to deliver a double-layer compacted powder Into the
caviiies of the blister, where the first layer Is intended for an inmediate release (it
disintegrates immediately In the mouth), and the second layer Is for a sustalned release (it
softens in contact with sallva). In that case, the doser assembly may e.g. descend into a
first powder bed, take up powder intended for the first layer, descend into a sacond powder
bed, take up powder intended for the second layer, and finally compact the powder
charges.

in a preferred embodiment, blisters (having several cavities) are filled by a
doser/compaction assembly {process steps (c) and (d)}. In this case, the compaction systam
Is 8.g. composed of an aasembly of dosars set up on a driven plate. Sald doset/compaction
assembly takes and compacts the powder in a powder feed vat. The thickness and density
of the powder bad are ensured by a successive and automatic passage of a powder
decompacting gnd and leveling blade. Once the powder has been taken, the feed vat is
replacad by the blister. Each cavity of the blister is piaced under the doser/compaction
assembly filled with compactad powder. A pellet of compactad powder is then deposited in
each cavity of the blister, and the process starts again.

Removal of the atndilary solvent [step (e)] ls accomplished by applying a drying system

- which comprises one or more of the known drying techniques, e.g. warm forced gas,
microwave or reduced pressure (vacuum). Preferably, at least two different tachniques
selected from forced warm gas, microwave radiation and reduced pressure are applied.
Espedially preferred are the combinations of forced warm gas together with microwave
radiation and microwave radiation together with reduced pressure, in particular forced warm
gas together with microwave radiation. Sald combined techniques may be appited
simultaneously or aftenating (interchangeably), preferably simuitaneously.
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In a preferred embodiment of the invention, the auxiliary solvent is removed without
applying any freeze-drying process in step (e).

The drying aystem may be static or dynamic. it may operate continuously or discontinuously
during the drying process. Forced warm gas (e.g. air, nitrogen or carbon dioxide) has e.g. a
temperature of from 30 up to 80°C. Forced warm gas Is preferably forced warm nitrogen or
forced warm alr, Advantageously, It ls heatsd before entering the drying system. k can be
blown e.g. vertically or horizontally across tha product. In case that the auxiliary solvent
used comprises a solvant that may give rise to explosions when combined with oxygen and
microwave radiation, e.g. ethanol, R is preferable to use non-oxygen-containing forced warm
gas, e.g. hitrogen or carbon dioxide. But forced warm alr may neverthelass be used, if the
riek of explosion is avokied by other precautionary measurss In the drying system. The risk
of explosion can also be avolded in that case, if a drying system is used wherein microwave
radlation is combined with reduced pressure (vacuum).

The microwave can be e.g. a mono-mode or mult-mode structure. When microwave
radlation is applied, this Is preferably done in a system that is able to work on-line
{continuously) during the manutacturing process. Typically the wavelength of the microwave
radlation is chosen s0 as to excite the solvent molecules, especially water, and expedite
their evaporation. Advantageously, the microwave radiation is combined with forced warm
gas which is capable of removing the humidily (gaseous water) generated.

“Reduced pressure” typically means pressures of from 0.1 mbar up to 500 mbar, and
especially of from 20 to 200 mbar. The evaporation Is typically performed at a temperature
of from 20 up to 80°C, and preferably at 30-80°C. Saki elevated temperatures are obtained
e.g. by applying forced warmm gas and/or microwave radlation.

In proceses step (1), it ls preferred that the cavities of the pre-formed container intended for
storage of the soclid dosage form ere sealed, 8.g. with a lid. Pre-formed containers intended
for storage of the solid dosage form are In pariicular blistars. Blisters are well-known in the
art; they may be produced and forred from materials liks e.g. polyvinyl chloride (PVC),
PVC/polyvinylidene chioride (PVDC), FVC/Polyethylene (PEYPVDC,
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PVC/PE/PVDC/PE/PVC, orfented polyamide (0PAYAluminium (AluyoPA or
PVC/oPA/AIWPVC.

In one special embodiment of the invention blisters are sealed with a lidding foil to obtain a
peel off biister. Pesl off (lidding) foils are composed of e.g. Paper/PETP{Polyethylene
tersphthalate)/Alu or Paper/PETP/Alu) or PETP/Alu.

From the description of the unique process of manufacture above it has become clear that
the solid dosage form of the present invention is manufactured without applying any
compression force to the mixture of its components (1), (2), (3) and optionally (4) during the
last step of manutacture conceming the solid dosage form, I.e. process step (e). As a result
of the particular process of manufacture used, the dosage form of the invention normally
has a density of 300-1000 mg/ml, preferably of 400-800 mg/mi, and more preferably of
500-800 mg/ml, and especially of 500-700 mg/mL This is a denslty that is much lower than
that of compressad dosage forme like nomal tablets etc. (having densities of above 1100
mg/mi). As a result of its unusually low denslty, the dosage form of the invention
disintegrates more rapidly than would be the case, if the mixture of its components (1), (2),
{3) and optionally (4) were subjected to compression force during the last step of
manufacture conceming the solid dosage form, L.e. process step (8). When taken into the
mouth, it typlcally disintegrates within 30 seconds, preferably within 20 seconds, more
preferably within 10 seconds and most preferably within 8 seconds.

The invention theretore further relates to a solid dosage form which is raplidly dissolving in
aqueous medium, which dosage form comprises

(1) an active substance,

{2) a filler, and

(3) a disintegration agent,

which dosage form disintegrates when taken into the mouth within 30 seconds, and
which dosage form has a density of 300-1000 mg/mi.

Preferred are solid pharmaceutical or veterinary solid dosage forms for oral administration

consisting essentlally of a homogeneous mbdure of
(1) at least ona phamaceutically or veterinary active substance,

Y=
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(2) at least onae filler,

(3) at least one disintegration agent, and

(4) optionally other usual exciplents,

which dosage form disintegrates when taken irtto the mouth within 30 seconds, and
which dosage form has a density of 400-800 mg/mi.

in a preferred embodiment of the invention, the soild dosage forms mentioned herein before
do contain at laast one other usual axciplent.

/
Further preferred are those solid pharmaceutical or veterinary dosage forms of the
invention, whereln the composltion containe as other usual excipients (4) a lubricant and
optionally other usual exciplents.

Especially preferred are those solid pharmaceutical or veterinary dosage forms of the
Invention, wherein the composition contains as other usual excipients (4) a lubricant, one or
more sweeteners and optionally other usual exciplents.

More precisely, the solid pharmaceutical or veterinary dosage form consiats essentially of a

mibxture, especially a homogeneous mixturs, of the components (1), (2), (3) and optionally
(4) mentioned above.

The term “pharmaceutically active substance” is intended to be understood broadly so as to
Inciude not only pharmaceuticals but also e.g. vitamins, minerals, dietary supplements,
nutritional supplements or infant formula products. Pharmaceuticals may include, without
limitation, antacids, e.g. calclum or magnesium carbonatse; analgesics, ant-Hnflammatories,
antiblotics, laxatives, antidiarrheals, e.g. loperamide, antheiminthics; antifungals, e.g.
tarbinafine or a pharmaceutically acceptable ealt theraof; emstics, anlemstics, anorexics,
stimulants, antihaemorrholds; antiasthmatice, antidiuretics, antifiatulents, antimigraine
agents, antispasmodics, sedatives, anthyperactives, tranquilizers; antlhistamines, e.g.
loratidine; decongestants, e.g. pssudoephedrine or a pharmaceutically acceptable aalt
therecf; betablockers, hormonss, weight-control substances and combinations therecf.
Preferred active subatances are anaigesics and non-steroldal ant-inflammatory drugs, such
as diclofenac, ketoprofen, buprofen, aspirin or paracetamoi and pharmaceutically
acceptable salts thereof, as well as hormones, 8.g. melatonin. Minerals are e.g.
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phamaceutically acceptable salts of calclum, magnesium or zinc, e.g. calcium carbonate,
mageneaium carbonate, magnesium L-aspartate or zinc gluconate.

Especially preferred is diclofenac which may be pressnt either as free acid or as a
pharmaceutically acceptable salt thereof, 8.g. the potassium or sodlum salt, and also
diciofenac tromethamine salt or the diclofenac hydroxyethylpymolidinium salt, and also 0.g.
diclofenac complexss, e.g. diciofenac cyclodextrin complaxas. In particular preferred is
diclofenac potassium.

Ancther fleld of application of the sofid dosage form according to the invention is the
veterinary field, which concems e.g. the protection of domestic animals or productive
livestock against parasites that live in or on the animals, and the treatment of sick animals
that are in need of a certain active substance.

The flller used can be any of those known In the art, 8.g. mannitol, lactose, calclum
phosphates, dibasic calclum phosphates, celulose microcrystalline, cyclodextrine, starch,
lasvuloss, maltitol, polydextrose, sucross, glucose, Inulin, sorbitol or xylltol. Preferred filers
are mannitol, lactoss, sucrose, glucose, sorbitol, laevulose, microcrystaliine cellulose and
starch, and especially preferred are mannitol, lactose, starch and microcrystaline celiulose.
It has been found that a particularly advantageous filler ks mannitol, because it is particulanly
useful in forming the low density matrix of the dosage form that disintegrates rapidly within
the mouth. Furthermore, mannitol ls favourable in the drying procees of the formulation [ses
step (e) of process hereinabove] because of lts non-hygroscopic character. The filler is
typically present in an amount of at least 30, preferably at least 50, more preferably at least
80, and especially at least 70 weight-% of the total dosage form.

The disintegration agent can be any of those known in the art, e.g. croscarmelioss Na;
agents basad on sodium carboxymethyt cellulose and etarch, e.g. Primojel®; sodium
glycolates of starches, e.g. Explotab®; poly-N-vinyl-2-pyrrolkiones, e.g. Polyplasdone®XL or
Kollikdon®CL; starches; polymethyimethacrylates, e.g. Eudispert®HV; polysaccharides, e.g.
Emcosoy®; or synthetic resins, e.g. Amberfite®IRP 88. Preferred disintagration agents are
croscarmeliose Na, agents based on sodium carboxymethyt ceflulcse and starch (e.g.

Primojei®) and poly-N-vinyl-2-pyrrofidones (especially Polyplasdone®XL). The disintegration
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agent s typically present In an amount of at least 1, preferably of at least 5, and especially
of at least 10 weight-% of the total dosage form, e.g. of from 1 up to 20 weight-%,
especially of from 1 up to 15 weight-%.

Lubricants which can optionally be present in the dosage form are e.g. talc, magnesium
stearate, compritol® [comesponds to a behenic acid derivative, especially glyceryl behenate
(also called "tribehenin®) which comesponds to a mbdure of glycerides (mainly triglycerides)
of fatty acids (mainly behenic acid)}; polyethylene glycol, espacially polyethylens glycol
6000, stearic acid, sodlum stearyl fumarate, hydrogenated vegetabie ofl, sodium benzoate,
L-eucine or silicon dioxide. if used, the lubricant is typically present In an amount of up to
10 weight-%, preferably up to 5 weight-%, e.g. In an amount of from 0.3 to 10 weight %,
and eapecially in an amount of from 0.3 up to 5 welght-% of the total dosage form.
Preferred as lubricant is talc.

Swestenara which can optionally be present In the dosage form are e.g. sodium saccharin,
aspartame, acesulfame K, neohesperidine (dlhydrochaicone), thaumatin, miraculine or
ammonium glycyrrhizinate. If used, the sweetener ls typically present in an amount of up to
15 weight-% and eapecially in an amount of from 0.6 up to 15 weight-3% of the total dosage
form.

A combination of sweetaners which Is of particular value for taste-masking of
pharmaceutically active substances, especially of bliter active substances, e.g. diclofenac,
terbinafine or psaudoephedrine or any pharmaceutically acceptable salts thereof, le
charactesized by the combination of (1) at least one of nechesperidine, thaumatn and
ammonium glycyrhizinate, (2) mint flavour and (3) at least one of aspartame and
acesuifame or a pharmacsutically acceptable salt thereof, especially acesulfame K. Sakd
combination of eweeteners combined with a pharmaceutically active substance, especially
one requiring effective taste-masking, forms another embodiment of the invention.

Flavours (aromas) or taste-masking agents which can optionally be present In the dosage
form are known in the art. Examnples are sodium chioride, vanillin, citric acid, mint flavour,
lsmon flavour, orange flavour, grapefruit flavour, cream fiavour, raspberry flavour,
strawbeity flavour, anise flavour or cherry flavour.
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Binders which can optionally be present In the dosage form are e.g. polyvinylpyrrolidones,
methyl hydroxypropyl celiulose and other celluiose materials, a.g. sodium carboxymethyl

cellulose or hydroxypropy! cellulose, or gums, e.g. xanthan gum, guar gum, arablc gum,
carrageenan, and, in particular, geflan gum,

If used, the binder Is typically prasent in an amount of up to 10 weight-% and especially in
an amount of from 0.5 up to 10 weight-% of the total dosage form.

Further exciplents optionally present may be, for example, colorants, buffering agents,
acldifying agents or preservatives.

According to the unique process of the invention, it [s poasible to provide solid dosage
forme for a broad range of active ingradients with ditferent physico-chemical parameters, for
high dose unit forms (e.g. up to 1000 mg, in particular 500 mg of active substance) and also
for combinations of active ingredients.

In the pharmaceutical (and veterinary) field, the solid dosage form is presentad as a single
dose unlt, e.g. a tablet, of a size and shape adapted for direct oral administration to a
patient (or a warm-blooded animal, respectively). The tablet Is pleasant to take and, once
placed into the mouth, will disintegrate substantially and instantly without any voluntary
action by the patient, such as a.g. chewing. Upon disintagration of the tablet, the active
ingredient is released and can be swaliowed or Is absorbed from the buccal cavity. Buccal
absorption can be particularly advantageous tor substances submitted to a high first hepatic
metabolism. Drugs coming into consideration are in particular those with a relatively low
molecular weight and pKa values enabling the presence of non-lonized drug at buccal pH.

in the pharmaceutical (and veterinary) fleld, the solid dosage form according to the present
invention is convenient to use for the corisumer (or warm-blooded animal, respectively)
without the need of water or additional devices. Moreover, the instant disintegration and/or
dissolution gives a sensation of a rapid and powerful action of the pharmaceutical dosage
form and makes It unique and motivating for the patient to take.
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The following examples illustrate the invention.

Example 1: Fast melting ¢ Ac potassium
(overall weight 400 mg)

Diclotenac K 125 mg

Aspartame 10 mg

Acesuifam K 20mg

Tak Emg

Mint flavour 10mg

Croscammeliose Na 25mg

Mannitol 175 mg

Total 400 mg

(a) All the components of the formulation are mixed for 5 min, sifted through a 0.5 mm mesh
screen and then mixed again for 15 min. The homogeneous, dry mixture Is filled into the
feed frame of the combined compacting/dosing system, and the thickness and density of
the powder bed are metered by a successive and automatic passage of a powder
decompaciing grid and laveling blade. (b) Each cavity of a pre-formed blister card Is filled
with 200 microliters of solvent (a mixture of water/ethanol 1:1) with the aid of multi-plpette
system, For steps (c) and (d), a combined compacting /dosing system is used which
consists of a powder feed frame and an assembly of dosers capable of delivering charges
of compacted drug powder In the deslred dosage. The assembly of dosers is composed of
several compaction dispensers sat up on a driven plate. Sakd assembly of dosers descends,
takes and compacts the powder charges In a powder feed vat (step c). The assembly raises
the dosed compacted powder from the powder bed and releages them intact Into the
cavities of the pre-formed blister card (filled with aolvent before) (step d). Atter depositing
the dosed compacted powder, the assembly ralses again. The fifled biister card Is removed
and transferrad to an oven, and the proceas may be repeated. (e) The unit forma In the
bilsters are dried in an oven wherein forced warm nitrogen (T=50"C) and microwave
radiation are applled simuitaneously for 45 minutsas. (f) The dry blisters are sealed with a
lidding foll (Paper/PETP/Aluminium).
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In an analogous manner as described in example 1, also the fast melting orel dosage forms
of examples 2-6 are manuifactured.

Example 2: Calcium carbonate 600 mg
Acesulfame K 8mg
Croscarmellose Na 10mg
Gellan gum 20 mg
Lemon flavour 10 mg
Cream flavour 6 mg
Mannitol 348 mg
Total 1000 mg

Example 3: Terbinatine hydrochioride 80 mg
Nechesperidine 1mg
Acesuifame K 30mg
Sodium chloride 5mg
Croscarmeilose Na 30 mg
Talc 5mg
Mint flavour 15mg
Cream flavour 5mg
Mannitol 249 mg
Total 400 mg

Example 4: Pseudoephedrine hydrochloride 10 mg

ammonium glycyrthizinate Smg
Acesulfame K 40 mg
Sodium chloride S5mg
Polypiasdone XL 65 mg
Tale 5mg
Citric acld 10mg
Cream flavour 5mg

Mint flavour 30 mg
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Mannitol
Total

Magnesium L aspariate

Aspartame
Acesulfame K
Croacammellose Na
Polyplasdone XL
Tale

Raspbeny flavour
Citric acld

Mannitol

Total

Zinc gluconate
Acesulfame K
Qellan gum
Croscarmellose Na
Take

Raspberry flavour
Mannitol

Total

535 mg
S5mp
S5mg
30 mg
50 mg
5mg
10mg
Tmg

1000 mg

35 mg
10 mg
10mg
20mg
&mg
10mg

400 mg .

i
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Claims:

1. A procsse for the manutacture of a solid dosage form which is rapidly dissolving in
aqueous medium, which process comprises

{a) preparing a powder or granulate consisting of

(1) either the active substance - or part thereof - and all other ingredients of the sclld
dosage form; or

(2) afl other ingredients of the solld dosage form except the active substance;

(b) dispensing

(1) elther an awdliary solvent or

(2) a solution or dispersion of the active substancs in an auxiliary soivent,

in moulds or in the cavities of the pre-formed contalner Intended for storage of the solld
dosage form;

{c) compacting a sultable amount of the powder or granulate prepared according io (a)(1) or
(a)(2) above;

(d) putting the compacted powder or granulate so obtalned on the top of the liquid which
according to (b)(1) or (b){2) Is in moulds or in the cavities of the pre-formed contalner
intended for storage of the solid dosage form;

(@) removing the awuxiiary solvent by applying a drying system to the units in the moulds or
in the cavitias of the pre-formed container intended for storage of the solid dosage form;
and

(f) removing the dried units from the moulds into a suitable storage container or sealing the
cavities of the pre-formed container intended for storage of the solid dosage form,

respectively.

2. A process according to claim 1 for the manufacture of a solid, rapidly dissolving
pharmaceutical or veterinary dosage form for oral administration, which proceas comprises
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{a) preparing a powder or granulate consisting of

(1) either the intended dose of the active substance - or part thereof - and all other
ingredients of the solld dosage form; or

(2) all other ingredients of the solid dosage form except the active substance;

(a") transterring said powder or granulate to a combined compacting/dosing system;

(a”) placing mouids or a pre-formed container intended for storage of the solid .
pharmaceutical or veterinary dosage form within the operating range of the combined

compacting/dosing system;

(b) dispensing,
(1) elther an auxiilary solvent or

(2) a solution or dispersion of the aciive substance in an auxlary solvent,
in moulids or In the cavities of the pre-formed container intended for storage of the solid
phamaceutical or veterinary dosage form;

(c) compacting - within the combined compacting/desing system - a suitable amount of the
powder or granulate prepared according to (a)(1) or (a)(2) above;

(d) putting the compacted powder or granuiate on the top of the liquid which according to
{d)(1) or (b}(2) Is in moulds or in the cavities of the pre-formed container intended for
storage of the solid pharmaceutical or veterinary dosage form;

(e) removing the auxillary solvent by applying a drying system comprising one or more
tachniques selected from forced warm gas, microwave radiation and reduced pressurs, to

- the units in the moulds or In the cavities of the pre-formed contalner intended for storage of
the solid dosage form; and

(f) removing the dried units from the mouida into a sultable storage container or sealing the
cavities of the pre-formed container intended for storege of the solid pharmaceutical or

vetarinary dosage form, raspectively.
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3. A procass according to claim 1 for the manufacture of a solid, rapidly dissolving
phamacsutical dosage form for oral administration, which process comprises

(a) preparing a powder or granulate conalsting of the active substance and all other
ingredients of the solld dosage form;

(a") transfering eaid powder or granulate to a combined compacting/dosing system;

(a™) placing a pre-formed container intended for storage of the solid pharmaceutical dosage
form within the operating range of the combined compacting/dosing system;

(b) dispensing an auxiliary solvent In the cavities of the pre-formed container intended for
storage of the solld pharmacsutical dosage form;

(c) compacting - within the combined compacting/dosing system - an amount of the powder
or granulate prepared according to (a) above, which amount of powder or granulate
contains the intended dose of the active substance;

(d) putting the compacted powder or granulate on the top of the liquid which according to
(b} is in the cavities of the pre-formed container intended for atorage of the sofid
pharmaceutical dosage form;

(e) removing the auxliary solvent by applying a drying eystem comprieing at least two
different techniques eelected from forced warm gas, microwave radiation and reduced
pressure; and

() sealing the cavilles of the pre<formed container Intended for storage of the solid
pharmaceutical dosage form.

4. A process according to any one of claims 1-3, where In stap (b) the awdliary solvent le
selectad from water, ethanol, acetone, lsopropanol and any mbdures thereof.
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5. A process acconding to any one of claims 1-4, where in step (c) the density of the
compacted powder or granulate prepared Is between 300 and 1000 mg/ml.

6. A process according to any one of claims 1-4, where in step (c) the density of the
compacted powder or granulate is between 400 and 800 mg/ml. -

7. A process according to any one of claims 1-8, where in step (c) the amount of powder or
granulate which is subjacted to compaction containa the Intended dose of the active
substance.

8. A process according to any one of claims 1-7, where in step (e) the auxiliary solvent Is
removed by applying simultaneously or interchangeably at least two ditferent techniques
selected from forced warm gas, microwave radiation and reduced pressure.

9. A process according to any one of claims 1-7, where in step (e) the auxiliary solvent ls
removed by applying simultaneously a combination of forced warm gas and microwave
radiation.

10. A process according to any one of clalms 1-8, wherein a solld phamacsutical or
veterinary dosage form for oral administration ls manufactured.

11. A process according to ciaim 10, wherein a solid pharmaceutical dosage form for oral
administration which Is in the form of a tablet is manufactured.

12. A solid dosage form which Is rapidly dissolving In equeous medium, which dosage form
comprises

(1) an active substance,

(2) a filler, and

(3) a disintegration agent,

which dosage form disintegratea when taken Into the mouth within 30 seconds, and

which dosage form has a denslty of 300-1000 mg/mi.

13. A solid pharmaceutical or veterinary solld dosage form tor oral administration according
to claim 12, comprising
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(1) a pharmaceutically or veterinary active substance,

(2) a tiller selacted from the group consisting of mannitol, lactose, calcium phosphates,
dibasic calcium phosphates, microcrystafiine cellulose, cyclodextrine, starch, laevulose,
maltitol, polydextrose, sucrose, glucose, inulin, sorbitol or xylitol, and

(3) a disintegration agent selected from the group conasisting of croscarmeliose Na; agents
based on sodium carboxymethyi cellulose and starch, sodlum glycolates of starches, poly-

N-vinyl-2-pyrrolidones, starches, polymethyimethacrylates, polysaccharides or synthetic
resins.

14. A solid pharmaceutical or veterinary dosage form for oral administration according to
claim 12, comprising

(1) a pharmaceutically or veterinary active substance,

(2) mannitol, lactose, starch and microcrystalline celiulose, and

(3) a disintegration agent selected from the group consisting of croscarmaliose Na, agents
based on sodium carboxymethy! cellulose and starch, and poly-N-vinyl-2-pyrrolidones.

15. A solid pharmaceutical or veterinary eolid dosage form for oral administration according
to claim 12, conslsting essentially of a homogeneous mbxture of

(1) at least one pharmaceutically or veterinary aciive substance,

(2) at least one filier,

(3) at least one disintegration agent, and

(4) optionally other usual pharmaceutically or veterinarily acceptable exciplents,

which dosage form disintegrates when taken into the mouth within 30 seconds, and

which dosage form has a density of 400-800 mg/mi.

18. A solid pharmaceutical dosage form for oral administration according to claim 15,
conslsting essentially of a homogeneous mbdure of

{1) at least one pharmacsttically active substance,

(2) at least one filler selected from the group conalsting of mannitol, lactose, calcium
phosphates, dibasic calcium phosphates, microcrysialline celiuioae, cyclodextrine, starch,
lasvulose, maltitol, polydextrose, sucrose, glucose, inulin, sorbitol or xyfitol,

(3) a disintegration agent selected from the group consiating of croscammeliose Na; agents
based on sodium carboxymethyl cellulose and starch, sodium glycolates of starches, poly-
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N-vinyl-2-pyrmolidones, starches, polymethyimethacrylates, polysaccharides or synthetic
resins, and
(4) optionally other usual pharmaceuticaily acceptable excipients.

17. A solid pharmaceutical dosage form for oral administration according to claim 15,
conelsting essentially of a homogeneous mixture of

(1) a phamacaeutically or veterinary active substance,

(2) mannitol,

(3) = disintegration agent selected from the group conaisting of croscarmelicse Na, agents
based on sodium carboxymethyl celluloss and starch, and poly-N-vinyl-2-pymolidones; and
(4) optionally other usual pharmaceutically exciplents.

18. A solid pharmaceutical dosage form for oral administration according to any one of
claims 12-17, wherein the active substance ia salected from the group conslsting of (a)
diclofenac, ketoprofen, ibuprofen, aspirin, paracetamot, melatonin and pharmmaceutically
acceptable salts thereot, and (b) pharmaceutically acceptable salts of calcium, magnesium
and znc.

19. A solld pharmacsutical or veterinary dosage form for oral administration according to
any one of claims 12-18, whereln the composition contains as other ugual exciplents (4) a
lubricant and optionally other usual excipients.

20. A solld pharmaceutical or veterinary dosage form for oral administration according to
claim 18, wherein the lubricant is talc.

21. A solld pharmaceutical or veterinary dosage form for oral administration according to
any one of claims 12-20, wherein the composition contains as other usual exciplents (4) a
lubricent, one or more eweeteners and opticnally other usual exciplents.

22 A solid pharmaceutical or veterinary dosage form for oral administration according to
any one of claims 12-21, wherein the flller (2) Is present in an amount of at least 30 weight-
%, and the disintegrating agent (3) i present in an amount of from 0.5 up to 15 weight-% of
the total dosage form.
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23. A solid pharmaceutical or veterinary dosage form for oral administration according to
any one of claims 12-22, which dosage form le manufactured without applying any
compression force to the mixture of the components (1), (2), (3) and optionally (4) during
the last step of manufacture conceming the solid dosage form, 1.e. process step (e).

24. A solid pharmaceutical or veterinary dosage form for oral administration according to
any one of claime 12-23, which dosage form ls manufactured without applying any freeze-

drying process.

25. A solid pharmaceutical or veterinary dosage form for oral administration according to
any one of claims 12-24, which dosage form ls manufactured by starting with the
preparation of a homogenaeous mixiure of all the components (1), (2), (3) and optionally (4)
of the dosage form.

26. A solid dosage form according to any one of claims 12-25, which Is intended for the
pharmaceutical fleld.
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