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PRESENTACION DE OPOSICION

q. Oposicion a solicitud de:

X Patente de invencion
I Registro de Disefio Industrial
[ Patente de Modelo de Utilidad
] Esquema de Trazado de Circuitos Integrados

Numero de expediente: 14.122562
Solicitante: LABORATORIOS LIOMONT S.A. DEC.V.
Apoderado: J. IAN RAISBECK

Titulo de la Nueva Creacion: TABLETA ORODISPERSABLE DE SILDENAFIL Y METODO PARA
PREPARAR LA MISMA

Gaceta: 709
2, Datos del Opositor
I:] Persona Natural X Persona Juridica;j
PROCAPS S.A.

Nombre o denominacién /Razén social completa

WALTER TANAKA TATEKAWA

Nombre del representante legal

Documento de identificacion: C.C.D C.ED. NIT X Otro [:]Cuél

Numero 890106527-5

Direccion. CALLE 80 78B 201 Ciudad BARRANQUILLA
Teléfono 055 3719900 Fax: Correo electrénico

Autorizo expresamente a la Superintendencia de Industria y Comercio para que todas
las comunicaciones sean enviadas a través de la direccion de correo electrénico

3. Datos del representante o apoderado:
MORENO BOHORQUEZ ELIANA ISAURA 51.975.664 83823 '
Apellidos y Nombre Documento de identificacion Tarjeta profesional

Direccion del representante

CRA 13 119-85 OFICINA 104

Direccién electronica No. Fax NUmero telefénico
negocios@optimum-co.com (571)6121979 (571)2131213

En caso de haber presentado poder general para asuntos que se adelanten ante la Delegatura de Propiedad
Industrial, sirvase indicar el numero de su radicacién o protocolo de poder general:
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4, Fundamentos de la oposicion

Causal: Art14, 16, 18,20 y 30 de la decision 486 de la CAN no cumple con los requisitos
De patentabilidad.

Justificacion: La presente solicitud no cumple con los requisitos de patentabilidad dado que lo
revelado, ya se encontraba en el estado de la técnica o es posible derivarlo de la misma tal y como
se demostrara en el capitulo “fundamento de hecho”.

! Prérroga: st [ no [

5. Anexos
| 1 Comprobante de pago de la tasa.
‘ 1 Poder, si fuera el caso.
1 Fundamentos de la oposicién. Se anexan & _ folios (obligatorios indicar cuantos).
L Anexo de fundamentos de la oposicion. Se anexan _9_ folios (obligatorios indicar cuéntos)
| ] Copias para traslado.
| 1 Copia de la solicitud y sus anexos en formato magnético. ‘
6. Firma
Nombre del Firmante Firma
ELIANA ISAURA MORENO BOHORQUEZ MQ
|
| CC. 51.975.664 Tarjeta Profesional: 83823
|
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Senor Director,
DIRECCION DE NUEVAS CREACIONES

Superintendencia de Industria y Comercio

E. S. D.

Referencia : Expediente N° 14.122562

Asunto : Oposicion a la solicitud de patente de Invencién titulada
“TABLETA ORODISPERSABLE DE SILDENAFIL Y METODO
PARA PREPARAR LA MISMA”

Solicitante : LABORATORIOS LIOMONT S.A. DE C.V.

Opositora : PROCAPS S.A.

Publicada en la Gaceta de la Propiedad Industrial
N° 709 del 21 de octubre de 2014

Yo, ELIANA ISAURA MORENO BOHORQUEZ, abogada en ejercicio, identificada
como aparece al pie de su firma, con tarjeta profesional No. 83823 del Consejo Superior de
la Judicatura, en mi condicion de apoderada de la sociedad PROCAPS S.A. conformada
bajo las leyes de la Republica de Colombia y domiciliada en la ciudad de Barranquilla,
Colombia, atentamente manifiesto que estando dentro del término de ley y por orden
expresa de mi representada, presento oposicion a la concesion del registro de la Patente de
Invencion titulada “TABLETA ORODISPERSABLE DE SILDENAFIL Y METODO
PARA PREPARAR LA MISMA”, cuyo titular LABORATORIOS LIOMONT S.A. DE
C.V., y pido a Usted declarar fundada esta oposicion y en consecuencia negar el registro de

la patente solicitada.

1. INTERES PARA ACTUAR

Conforme a lo dispuesto en el articulo 42 de la Decision 486 de 2000 de la CAN,
estando dentro del término estipulado por la ley, manifiesto el legitimo interés de nuestra
Carrera 13 N° 11995, Of. 104 Tel. (571)2 131213 -6 2050 21 - Fax. (571) 6 12 19 79

E-mail: negocios@optimum-co.com - www.optimum-co.com
8 P
B()goté Colombia
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representada para oponerse al registro de la patente de la referencia, atendiendo a que la
solicitud pretendida no cumple con los requisitos dispuestos en la ley como se analizara
mas adelante y de ser concedida afectaria directamente la comercializacion de algunos
productos de mi representada, que contienen, en particular SILDENAFIL. Por lo tanto,
solicito respetuosamente a ese Despacho se sirva tener en cuenta la presente oposicion

dentro del tramite administrativo que se surte en esta Superintendencia.

2. FUNDAMENTOS DE HECHOS

2.1. La solicitud objeto de la presente fue presentada el 6 de junio de 2014,

| reivindicando prioridad bajo las solicitudes MX20110013159 del 2011-12-08; y fue

‘ publicada en Colombia, en la Gaceta de la Propiedad Industrial N° 709 del 21 de

‘ octubre de 2014, cuya publicacion internacional corresponde a la WO2013084191 del
201306-13.

2.2.1a solicitud colombiana 14.122562 objeto de la presente oposicion se refiere a una
tableta orodispersable que comprende el agente activo sildenafil, uno o mas diluyentes;
uno o mas desintegrantes; uno o mas aglutinantes, y opcionalmente, uno o mas aditivos
farmacéuticamente aceptables, y al procedimiento para preparar la misma.

2.3.Ahora bien, con base en el articulo 14 de la Decision 486 de la CAN consagra lo
siguiente: “Los paises miembros otorgardn patentes para las invenciones, sean de producto o
procedimiento, en todos los campos de la tecnologia, siempre que sean nuevas, tengan nivel
inventivo y sean susceptibles de aplicacién industrial”. Asi 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 afecta la

patentabilidad de la presente solicitud:
e DI: EP 1120120 publicada el 1 de agosto de 2001.

2.4.Ahora bien, el documento D1, se refiere a una tableta de desintregracion rapida que

contiene un inhibidor de fosfodiesterasa que tiene un efecto mejorado para la

Carrera 13 Ne 11995, Of. 104 Tel. (57121312 13- 62050 21 - Fax. (571)6 12 19 79
E-mail: negocios@oprimum-co.com - www.optimum-co.com
Bogota Colombia
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disfuncion eréctil, y un método para la fabricacion de la tableta. Particularmente D1 en
los parrafos (0023); (0034); (0039)40049), asi como en el ejemplo 2, define una tableta
donde el inhibidor de GMP ciclico fosfodiesterasa se mezcla con un sacarido y un
aglutinante, en donde el inhibidor de GMP ciclico fosfodiesterasa es 5{2-etoxi-544-
metil-1-piperazinilsulfonil)fenil}- 1-metil-3-n-propil-1,6-dihidro-7TH-pirazol[4,3-d]pirimidin-
T-ona (nombre comun: sildenafil). Segin D1 entre los saciridos empleados en las
tabletas estin: manitol, sacarosa, lactosa, trehalosa, xilitol, eritritol, glucosa, almidon vy
dextrina. D1 también define como aglutinantes empleados en la preparacion de las
tabletas de desintegracion rapida los siguientes: polivinilpirrolidona, Macrogol,
hidroxipropil metilcelulosa, metilcelulosa, hidroxipropil celulosa, ftalato de
hidroxipropil metil celulosa, acetato succinato  hidroxipropil —metilcelulosa,
carboximetilcelulosa sodica, acetato ftalato de celulosa, goma ardbiga, gelatina,
copolimero de dcido metacrilico, polimero de caboxivinilo, alcohol polivinilico, alfa-
almidon y pululin. Asimismo, DI sefiala que la tableta de desintegracion ripida
intraoral se puede preparar utilizando excipientes convencionales tales como agentes de
relleno, lubricantes, desintegrantes, saborizantes, colorantes, solventes organicos para la
operacioén de amasado, empleando aparatos convencionales tales como un granulador
de lecho fluidizado, granulador, granulador por extrusion y secador para secado por
aspersion.  Como se evidencia, esta anterioridad define la misma materia que
comprende la presente solicitud. Por lo tanto, este documento objeto de oposicién a la
luz del documento D1 carece evidentemente de NOVEDAD.

2.5. En consecuencia y de acuerdo a lo descrito anteriormente, se deriva que la solicitud
colombiana 14.122562 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.

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

2.8.1 CARENCIA DE NOVEDAD. Segtin la decision 486 de la Comunidad Andina

de Naciones, Articulo 16.- “Una invencién se considerard nueva cuando no estd
comprendida en el estado de la técnica. El estado de la técnica comprenderd todo lo que
haya sido accesible al publico por una descripcién escrita u oral, utilizacion,

comercializacién o cualquier otro medio antes de la fecha de presentacién de la solicitud

Carrera 13 N° 11995, Of. 104 Tel. (5712131213 -62050 21 - Fax. (571) 6 12 19 79
E-mail: negocios@optimum-co.com - www.optimum-co.com
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de patente o, en su caso, de la prioridad reconocida.”. A la fecha de prioridad, el 8 de
diciembre de 2011, ya era conocido, pues como se demostro, era parte del arte
anterior con base en el documento DI, una tableta orodispersable que
comprende el agente activo sildenafil, uno o mas diluyentes; uno o mas
desintegrantes; uno o mas aglutinantes, y opcionalmente, uno o mas aditivos
farmacéuticamente aceptables, y al procedimiento para preparar la misma, sobre
el cual busca proteccion en el capitulo reivindicatorio.

2.9 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 otorgardn 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 cumple con uno de los tres requisitos de patentabilidad.

2.10 Por todo lo anterior, atentamente solicito a usted que se sirva declarar fundada
“COMPOSICIONES ENRIQUECIDAS CON DPA DE ACIDOS GRASOS
OMEGA 3 POLIINSATURADOS EN FORMA DE ACIDO LIBRE”, cuyo titular
OMTHERA PHARMACEUTICALS, INC., CHRYSALIS PHARMA AG.,
solicitud Colombiana que aparecié publicada en la Gaceta de la Propiedad

Industrial N° 709 del 21 de octubre de 2014.

3. PRUEBAS

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

como prueba en este asunto los siguientes:

e DI: EP 1120120 publicada el 1 de agosto de 2001.

Carrera 13 N» 11995, Of. 104 Tel. (571)2 1312 13- 6205021 - Fax. (571)6 1219 79
E-mail: negocios@optimum-co.com - www.optimum-co.com
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4. FUNDAMENTO DE DERECHO
Fundamento esta observacion en las normas legales siguientes:

4.1.  Articulo 45 de la Decision 486 de la Comision del Acuerdo de Cartagena.

4.2.  En las demds normas concordantes.
5. ANEXOS
Para los efectos correspondientes anexo al presente escrito los siguientes documentos:

1. Poder para actuar en el presente.

2. Documento que acredita al representante legal de PROCAPS S.A.
3. Recibo de caja del respectivo pago de tasa.
4. Copias de los documentos:

e DI: EP 1120120 publicada el 1 de agosto de 2001.

Carrera 13 N° 11995, Of. 104 Tel. (571)2131213-6205021 - Fax. (571)6 12 19 79
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6. NOTIFICACIONES

Para efectos de notificaciones que debe hacer su Despacho, informo que mi
representada y la suscrita recibiremos notificaciones en la Secretaria de su Despacho o en

mis oficinas situadas en la Carrera 13 Ne 11995, Of. 104 de esta ciudad de Bogota.

Sefior director,

ELIANA ISAURA MORENO BOHORQUEZ
C.C. 51'975.664 de Bogota
T.P.A. 83823 del C.S. de la].

Carrera 13 Ne 11995, Of. 104 Tel. (571)2 1312 13 -62050 21 - Fax. (571) 6 1219 79
E-mail: negocios@optimuin-co.com - www.optimum-co.com
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Europiisches Patentamt
European Patent Office

Office europeen des brevets
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EP 1120 120 A1

(1)

EUROPEAN PATENT APPLICATION

published in accordance with Arl. 158(3) EPC

{43) Date of publication:
01.08.2001 Bulletin 2001/31

{21) Applicaton number 99944874.9

(22) Date of fillng. 28.09.1999

(84) Designated Contracting States
ATBECHCYDEDKESFIFRGB GRIEITLILU
MC NL PT SE

(30) Priority: 05.10.1998 JP 28237898
19.10.1998 JP 298594798

(71) Applicant: Eisal Co., Ltd.
Tokyo 112-8088 (JP)

(72) Inventors:
* FURITSU, Hisao
Tsukuba-shi, |Ibaraki 305-0821 (JP)

(51) mtci”: AB1K 45/00, A61K 9/20,
AB1K 47/26, AB1K 47/36

(88) international application number
PCT/JP99/05298

(87) International puolicaticr number,

WO 00/20033 (13.04.2000 Gazette 2000/15)

Tsukuba-shi, Ibaraki 305-0035 (JP)
* OHWAKI, Takayuki
Inuyama-shi, Aichi 484-0894 (JP)
* YASUI, Masanobu
Fukaya-shi Saitama 366-0052 (JP)
(74) Represeniative: HOFFMANN - EITLE
Patent- und Rechtsanwiilte
Arabellastrasse 4
81925 Niinchen (DE)

(54) TABLETS IMMEDIATELY DISINTEGRATING IN THE ORAL CAVITY

(57)  Tne present invention provides &n ‘ntracral
quicky disintegraling tablet containing a chosphedi
esterase inhibitor having an effect of improving the eree-
tile dysfunction and a method for manu!zcluring the tan-
let. The present invention also provides an intrasral
quickly disintegrating tablet containing a shightly soluble
pharmaceulical agent having an impreved solub'lily and
a method fer manufacturing the lablet. Thal is, L is an
intracral quickly disintegrating tabiet containing & cyclic
GMP phosohodiesterase inhibitor and a saccharide,

and & methed for manufacluring the tablet. Further. it is
amethod for manufacturing an intraoral guickly disinte
grating taslet which comprises disselving a slightly sol-
uble pharmaceutical agenl in an orgaric solvent or an
acueoLs organ o solvenl logether with a sutfaclant ang/
or a waler-soluble polymer, coating the solution an A fill-
arorgranuleting - with afiller to obtain molded producls,
nixing a saccharice with them, adding an organic sol
venl, wdler or an aqueous organic solvent thereto, ‘ol-
owed by kreading ana subjecling il to a comperession-
molzging
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EP 1120120 A1
Description
Technical Fiald

[0001] The present inventien relates to ar inraoral quickly disintegrating tatlet containing a phosphadiesterase n-
hibiter naving an effecl of improving the ereclile dysfunction and lo & method for manufacturing the tabie!,

[0002] The present invenlion a'so relales to an int*acral quickly disintegrating tablet containing a slightly so'ucle
pharmaceulical agen! suct as a phosphodiesicrase inhibitor naving an improved solubilily and to a methad for man-
ufacturing the tablet

Prior Art

[0003] Itie reported In JP-B 9-503396 Lhal pyrazonopyrimidinone compaunds having an inhibliory action 1o 2 cyclic
GMP phosphodiesterase tyoe V are useful for the therapy of erectile dysfunction oy means of oral adminsiralion.
Fumher.  B-[2-etnhoxy-B-{4-methyi-1-oizerazinyisuifenyl)pheny!]-1-methyl-3-n-prepy -1, 8-dihydro-7H-gyrazolo[4,3-d)
pyrimidin 7 ene (general name: silogralil) belenging te the same classification and being represented by the fermula
(I} surely shows curation of its gharmacevical effect al least for two heurs when it is cially administered (British J
Urology, 78, 257-261. 1998 ) and. there'ore. there is a high possibility that they are used for a highly praclical drug
therapy for erectile dysfunclion as a suisiitute for an injection therapy of papaverine hydrochlaride or prostaglandin
E1 inio corpus cavernosum penis which has been carmed out in @n urolegical field. In addition, with regara to a com

pound having an inh bitory action to & cyclic GMP phosphodiesterase type V., there Is disclosed a pyrazolopyrimidinone
derivative represented oy the formula (/1) {1,3-dimelhyl 6-(2 proooxy-5-melhanesuifonamidephenyl)- 1.5-dibydrepyra

zole[3,4-d]-pyrimiain-4-one} in JP-A 7-70128 while 1n WO 97/03875, there are menticned & compound represented
by the formulz {IV) {{6R.12aR)-2 3.6 7 12 124-hexahydre-2-methyl-6-(3.4-methylenad oxyphenyl)-pyrazino[2' 1' 5,1]
pyride(2 4-b-indol-1 £-cione}} and a cormpourd represented by the formula (V) (33 6R 12aR)-2,36,7.12 12a-hexany-
dro-2,3-dimethyl-6-(3.4 melbylenedioxypnenyl) pyrazing|2',1':6,1]pyridol3,4-blindsl 1,4 cionz)

[0004] Further in WO §3/07124, there is menticred a compound represented by the formulz (I11) {2-{4-carboxypipe-
rgino)-4-(3.4-methylenegioxybenzyl)amirc-6-chioroguingzoline). Furthermore, 1ne compounds of a lused pyrigaszine
type represented oy the formula (V1) mentioned in JP-A 10-114657 have an inhibitory aclion lo a cyclic GMP phos-
phediesterase typa V ano are uselul as therapsulic agents lor arectile dys'unctien.

[0005] It has boen said that tte number of the iatent patients of erectile dysfunction are abeut 3,000 000 in Japan
ana are aboul 20,000,600 in L. 8. A. Il has been also reperted that, while the numier of the patients of ereclie dys.
function in J. 8. A are only 2-7% of tke male populaton of younger than 50 years age. the rate ncreases logother
with aging and 15% of males of filtes and « liltle over 30% of males of sixlies are suFering from this disease. Most of
them are derived from crgan ¢ disorder anae taking tne advent of an aging society in near future into consideration, |
may be concludedthal orz oreparalions of cycic GMP phosphediestorase inhibitors will play a very big role in Imaroving
the quality of life (QOL) of the patients suffering frem erectile dysfunction.

[0006] However when the conventional oral preparations containing a cyclic GMP phosphediesterase inhibiler are
administered. there 's & pessibilily 1hat, for example, auministration of tablets is difficull or that powdery or granuiar
agent adneres in tre mouth or comres inle arlifica’ lzeth whereby a part of the preparation is dropped out since agea
pecple have a low swallawing ability

[0007] When a censideration 's made on the stancooint of the aged pecnle as such there is a very high demand far
“therapeutic preparalions fcr erectle cysfunclion which can be easily taken, easily swollen and easily handled® which
is able lo be "one of the means whe-eby conl-ol of the carnal desire which is the fundamental desire of humar geing
can be embociea’. [ venir ordindry anc healthy acults, therapautic preparations for erectile dysfunction whicn can be
taken at any piace wilhoul waler greatly conl-ioute Lo their QOL.

[0008] On the other hard. irtracral quickly sisiniegraling tablets have been known as the tablots which are quickly
disintegratea in the meuth and, since they car ae easlly 1aken without water, they are recently recelving public atiention
as a vosage form which ¢ svitable for the seople having ‘nsufficient swallowing functicns such as agec pecple anc
small ¢children,

[0008] 1t has bieen knowr that [ne intraoral quickly cisintegrating tablets can ce preparec lor example, by 1he use
of wel powder. With regard to a method where wet powder is dried withoul a tableting sieo whereupon 196 Intracral
quickly digintegrating tablets are prepared, there s disclosed for example in J&-A 5511543 for “a solid preparation
which is quickly alsintegrated ir the moutn comprising an active ingredient, a saccharide selected from lactose and/ar
mannitel and agar'.

[0010] Onthe other hand, witk regard o an int-aoral quickly disinlegrating tablel prepared by a comprassion-moiding
of wet powder filled in a mo'ding machire there are aisclosed for example. "a method for tne manufecture of an
intracral quickly disintegrarng tab.et where a mxture containing a phamaceutical ingredient a saccharide and wator
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wnich is in an amount of moisturizing the parlic'e surface of the saccharide is made into a tablet” in JP-A 5-271054;
“anintraoral guickly dsintegraling laole comprising a narmaceutiosl agent, a seceharide, a sugar alcohol and a water-
soluole polymer and being propared by moisturizing anc molaing’ in J=-A 9-48726; and "a wel-process tablel where
a pharmaceutical agentis mixed wih a saccharnide, afiller, ets.. kneaded after addilion of water andfor organic solvent,
fillec in a molg and suojectec to a cempression-mo'ding and a methad for manufacturing the same" in JP-A 6-218028.
Further, with regard te a method fer the mo'ding of an intracral quickly d sintegrating laolet there is disclosed in JP-A
8-18588 for an invention concerning "a meihod far the manuacture of a tablet where wel powder ie filled in a hole for
malding Ihe tablel and al least one side of the wel powder in the hole i made into a shape of a tabiet by means of a
metal mela for melding with a fim for prevention of achesion and an apparatus for manufacturing the tablet",

[0011] However there has been no report yet for a preparation conlaining & cyclic GMP phosphediesierase inhibitor
&nc being able to greatly contibute in such & 20L improvement and for 2 method of manufacturing such a pregearatior..
[0012] Incidentally, in the case o a slighlly seluble sharmaceutical agent, it 1s nol preferred te drectly apply e
intracral quickly disintegrating laoiat using the above-merticnad known mears and the melhed ler marulaciuring tha
lablel. That 1s because the low solubilily of tne sighly selubie pharmaceutical agent delays the time for reach ng the
effective blood leve! by oral administration ano long time is required for achieving the pharmaceutical effect and also
because there is a risk thal a suflicient pharmacesutical effect is rol achieved due 1o & low bicavailanility

[0013] In general, one of the mesl important factors amerg various factors affecting the abscrplion of & pharmaceu-
lical agent via digestive lracls is its soluzility and, especia v i1 the case of a slightly soluble pharmaceutical agent, it
is quite often that its dissolving rate celermines Lhe rals of abserglion. Marious melhods have been known for promoting
the solubi'ily of a oharmaceutical agent and Iney may be roughly classifed into the following three. Thus, {1) 1o increase
the surface area of the pharmaceutical particles: (2) to use amorphoLs or metastable crystals: and (3) to utilize varioLs
types of saller te add & solubilizer. As to the specific means therefor, making the pharmaceutical egent inte fine nowder,
formation of a solvate and adsorplion or the surface of & carrier nave been known for (1) selection of crystal polymaor-
phism, mixing/pulverizalion and preparation of a solid dispersion have been known for (2): and preparalion of an acidic
salt or an alkaline salt, additicr of various pH buffers andior surfactants, etc have been known for (3) and they are
disclosed, for example in JP-A 59 14446 ard JP A 58 183615

[0014] Hcwever, there has been no report yet for an ruaoral quickly disintegrating tablet containing 2 slightly soluble
pharmaceutical agent having an impraved soluzilty as such and for a method of manufacturing the ablel. One of the
reasons thereforis thal il is difficult for satislying all of the requirements for improving the solugility of the slightly soiuzle
prnarmaceutical agent, for a quick aiainlegration in tha moutn ana for ensuring a good touch on the longue upon dis-
integrazion. Many of the pharmacautical ingredients acting as a cyclic GMP pnosphodiesterase inhibiter are the com-
pouncs having a relatively low solubilty and are wlhin & category of the slightly scluble charmeaceutical agents. Es
pecially in the weakly acidic to neutral regions whict are the pH of the stemach of the persons of anacidity and the pH
ranging from duodenum to small intestine which are |he main sites for absormplion of the pharmaceulical agent, the
solubllity significantly lowers. Solubilities at 37°C in the firsl disintegration test solution (pH 1 2) and the second cigin-
tegration test solutien (pH & B) according le the Japanese Phammacooaela are 2.52 mg/mi and 0.11 mg/m . resoectively
for sildenafil {citrate). 0.13 mg/ml and & 3083 mg/ml. respectively, for 4-(3-chlora-4-methoxybenzyliaming-6-cyano-1-
{4-hyaroxypipendino)-phthalazire hydroch'oride which is representec by lhe formula {1X) amaong the phthalazine com:
pounds of the formula (V1): and 0.028 mg/ml and 0.0012 mg/ml, respectively, for 4-(3-chlore-4-metnoxyohenethyl)-
amino-G-cyano-*-{4-hydrexypiperidinc)phthalazine hydrochloride representea by the formula (X).

[0015] It is worried about that the slignt solub lity of the eyelic GMP phosphediesterase inhibitor agenl as such may
resultin a delay of the time reack ng the cffective bloed lever. a lowering of the bioavalabllity and an expansion of the
dispersion thereof,

[0016] Accordingly. in a cyclic GMP phoschociesterase inhibitar naving such a low solubllity, it is desired that the
soluollity of the effective ingrediert in tnz intracral quickly d sintegraling tablet is improved so that the time fer reaching
the effective blood level is made shorter and Lhat the absoplion is imoroved so thal the bioavailabilty is imgroved

Disclosure of the Invertion

[0017] Wilh regard lo a preparalion conlaining & cyclic GMP phospned esterase inhibitor, there has been a brisk
demard for Ihe development ol an orzl preparalion which s ab'e fo conlribute in the QOL of the patients suffering lrorr
areclile dysfunction or, in other werds, an o-a preparalion which can be casily taken oy aged people and can be laken
withoul water even by adults naving a swallowing ability and & rethod fer manufacturing the preparation.

[0018] To be more specific, there has been a demand for the development of an intraoral guickly disintegrating taslet
containing a cyclic GMP phosphodiesterase inhibror having quick disintegraling properly and solubility in the mouth
and also having & strength for relaining its shape during preservation anc¢ a mathad of manulacluring the tablel.
[0018] There has been alsc a demand o~ 'he cevelopment of ar intraoral quickly disiniegrating tablel containing a
slightly soluble pharmaceutical agent having quick disintegrating property and soluaility in the mouth showing a good
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touch on the tongue upon disintegration in the mouth and having & strength for relaining its shape during preservalion
and & method of manufacturing the tablet. Thus, i1 is expected that the solubility of the pharmageutical ingredient in
tha intraoral quickly disintegrating tablet is improved whereby (he time for reaching the effective blooc level 's made
snort, the time until expressing Lne phamaceuticz cffect is made short and absorption 15 improved so thal the bioa
vailability is (mproved.

[0020] Heowever although there ars many aged pecple ameng the patients suffering from erectile dysfunction and
there have been so many demands or &n intraoral quick'y cisntegrating tablet containing a cyclic GMP phesphodi-
esterase inhibitor and to a method for manutaciurirg the lablel. such tablel and method have not been developed yel.
Such a situation is the same ‘or an intraoral quickly disintegrating tablet containing a slightly scluble pharmaceutical
agenl with an improved solubility and a method for manufactu-ing the tablet as well

[0021] Under such circumslances, the present nventors have caried oul an intensive sludy for invesligating «n
intracral quickly disintegrating labiet with &1 excellent disinlegrating preperiy centaining & cyclic GMP phosphedieste-
rase inhibiter and a saccharide and a methed ‘or manuacturing the tablet and also for an intraora! quickly dis nlegrating
tablet with an excellent solubility containing a siightly soluble pharmaceutical agent and a saccharide and a method
for manufacturing the tablet. As a resdlt, it has been found that the aimed object can be achieved by the constitutions
as mentioned below wheresupen the preser: invenlion has been accomplishea.

[0022] The presentinvention is an intracral cuickly disintegraling tablet containing a cyclic GMP phesphodiesterase
inhibiter and a sacchearide.

[0023] Further the present invenlion is an intraoral quickly disinlegraling lablet containing a cyclic GMP phosphodi-
esterase inhibitor, a saccharide and a binder,

[0024] Furthermore, the present inventicn is an intracral quickly disintegrating tablet where a eyelic GMP phosphodi-
esterase inhibitar and a saccharde are mixed, kreaded with an organic solvent, waler or an AgueoJus organ:c soivent
and subjected to a compression-molding ard also & method for manufactunng the tablet

[0025] Slill further, the present inventicn is an intracral quickly disintegrating tablet where a cyclic GMP phosphodi-
asterase inhibitor and a eaccharide are mixed kneaded with an organic solvent, water or an agueous organic salvent,
filled in & mold and subjected o a compression-molding with a film and also & metned for manufacturing the laklet.
[0026] The cyclic GMP phosphodiesterase nhibitar covers both tha! which (s slightly soluble and that which is net
slightly soluble.

[0027] Still furthermore the present inventior is @ method for the manulaciure of an ntraoral quickly disintegraling
tablet whara a slighily soluble pharmaceutical agent is dissalved in an organic salvent or an aqueous arganic solvent
together with a surfactant and/cr a water-soluble polymer, then a saccharide is mixed with 2 melded groduct prepared
by a coaling of a filler or by a granulaticn together with a filer an organic solvenl waler or an aqueous organic sovent
is added thereto and the mixture Is kneaced and subjected to & compressicn-molding. Here the term "molded product”
means granules. fine granules. powder or (ne like and the melded croduct may be manufactured using. for example,
& fluidized bed grarulator, a tumkling granulator, 21 extrasien granulator or 4 spray-drying granulalor

[0028] Further the present invention is a method for the manufaciure of an intraeral quickly disirtegrating laole!
where a surfactant and/or a water-so/ugle pelymer ave/ls added to a ¢l ghtly sclutle pharmaceutical agent followed by
mixing, ar crganic solvent waler or an aguecus organic solvent is added therete and the mixture s kneaded anc
supjected to & compression-molding.

[0028] The lerm "slightly scluble" meens Ikat the sucstance is sightly seluple in waler, saliva, gastric juice, nlestinal
juice, efc., and that can be measured by common lests

[0030] Here.the surfactant and/or the water-so'uble palymer play(s) a role of improving the solubility whereby watting
af the slightly soluble pharmaceutical ingredient per se with water is mpreved A method for improving the sclub!lity
of the pharmaceutical agent in accordance with tne present rventicn is nol cny able to improve 1he solupility of the
intracral quickly disintegrating tablet conta ring the slighily soluoie pharmaceutical agent and 1o ensure ils quick dis-
integration in the mouth but alse ad'e 1o ersure the gocc touch on the tangue during the disintegration in the meutk.
[0031] During the course of the compressicr-rolding in the pregent invenlien if is preferred for keeping the gooc
molding property of the table: that the powdar kneaded with an organic solvent water or an aqueous organic so'vent
is filled in a melu and subjecled te a compression-molding with & film.

[0032] Furthermore, the present invenlicn is an intracral quickly disintegrating tablet with an impreved solubility con-
taining a cyclic GMP phospnodieslerase inhbior which is & signtly soluble phamaceutical ager: and also is amethoa
for manufaciuring the tablet.

[0033] Examples of lhe slightiy soiuble gharmaceutical agent in the present inventicn are nifedicine, pheny:oin, ni
trofurantoin, benoxaprofen, griseofulvin, sul*ath/azole, tacrolimus, piroxicam, caroamazepine, phenacetin and cyclic
GMP phesphodiesterase inhibitor alihough Ihe present inventon is not limited thereto.

[0034] Examgles of the eyclic GMP phosprodieslerase inhibilor in ke nresent invention are pyrazonopyrimidinone
compouncs (JP-B 9-60396) representec by 5-[2-ethoxy-5-(4-meinyl-1-piperazinylsulfonyl)phenyl]-1-methyl-3-n-pro-
pyl-1,6-dihycro-7H-pyrazolo[4 2-alpyrimidin-7-cne {general name: sildenafil} of the formula (1); pyrazelopyrimidinone
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compounds represenled by *.3-dimethyl-6-{2-propoxy-5-methanesulfonamidophenyl)-1,5-d nydropyrazolo[3 4-d|pyri-
midin-4-one of the fomula (1) (JP-A 7-70128); (8R.124R3-2 38,7 12,12a-hexahydro-2-metnyl-6-(3 4-methyleneciox-
yphenylj-pyrazino[2' .16 1|-pyride!3 4-blindol-1,4-dione) represenied by the fermula (IV) and (35 6R 122R)-
2,3,6,7,72,12a hexahydro 2.3 dimethyl-6 (3,4-methylenedioxyohenyl)-pyrazine[2' 16 1]pyrido(2 4 b) indol-1.4-d
ane represented by the formula (V) (WC 97/03678); 2-(2-carboxypiperiding)-4-(3 4-methylenedioxyberzyl)amino-
6-chlcrogquinazelineg represenied by the formula {11) (WO 83/07124) a fused pyridazine compeound represented oy the
farmula (VI); and a pharmacoleg cally acceptable salt therect

[0035] Examples of the compourd shown by the formula (V) are 4-(3-chloro-4-methoxyoenzyljaming-6-cyano-1-
(4-hydroxypiperidinojphthalazine nyd-ochloride reoresented by the formu'a {IX) (JP-A 8-225541), 4-(3-chloro-4-meth-
oxypnenelhyllamine-6-cyanc 1-{4 nydroxyp peridino)ghthalazine hycrochionde represented by tne formula (X), 4
(3-chloro-4-methaxyoenzylarm nol-" -(2-hydroxy-7-ezaspiro[3.5]-nen-7-yl)-6-phthalazine  carbonirile  hydrochleride
represenied by the ‘ormuia (X1} 1-(2-hygroxy-7-azaspiro[3 5]non-7-yl)-4-|(4-methexy-3-methylbenzyljamino|-
6-phinalazine carbenilrila hydroch'oride represented oy the fermula (Xi1) 1-|4-lluore-4-(hydroxymethylygiper dino)-4-|
(4-methoxy-3-methylbenzyamino)-& ohthalazire carbanilrile hydrechloride shown by the formula (X111). 4 [(3 chlero:
4-methoxyphenethyljamirc)--(2-hydrexy-7-azaspirc[3 5)non-7-yl)-6-phthalazine  carbonitrile hydrochleride repre-
sented by the fermula {X'V] and 4 |(3 chloro-4 melhexybenzyliam nol-1-(5 oxe 2-oxa-&-azaspiro|4,5]dece 8- yi)
6-phlhalazine carbonitrile represented by the formala {(XV),

[0036] However ine cycle GMP phosphaouieslerase nhibiter of the present invention is nol limited (o those com-
pounds cnly

[0037] Usually, the compound ng ralo of the cyclic GMP phosphodiesterase ink bitor or the slightly seluble phamma
ceutical agentin the present inventien te 1 part oy weignt cf the tablet is 0 0001-0.4 pan by weignt, preferably 0.005-0.3
part by weight or, mere preferably, 0.01-0.25 car by weight

[0038] An average parlicle diameter of the cyclic GMP phosphediesterase inhioitor or the slightly soluble pharma-
ceutical agent per se s 1-10C pm. craferadly 5-70 |.m and more preferably, 5-50 prm

[0033] With regard to the saccnarice in the nresent invention any sacenaride may be useo so far as it is soluble in
waler and is slable and its exemples are mannitol suerose, lactose, trehalose xylitol, erythritel glucose, starch and
dextrin. In the presentinvention, each of them may be used solely or two or more thereof may be used |sinlly
[0040] The compounding ralic of lhe saccharide in the present inventicn varies depending upon the tyoe of the cyclic
GMP phasphodiesterase intibilor or the slighlly soluble phamaceulical agent but, usually it is 2-50 parls by weignt,
preferably 3-40 parts by welght or, mare prefarably 4-30 parts oy wa'ghl to 1 part by weignt of the cyclic GMP phos-
phediesterase inhibitor or the slightly soluble pharmaceutical agent.

[0041] An average particle sizc o (he saccharnde is 1-190 pm, preferably 5-70 um cr, more preferably, 550 pm.
[0042] The intracra quick'y disinlegrating taclet of the present inventicn may be compounded with a binder if rec-
essary.

[0043] Lxamples of the binder are polyvinylpynoleone Maciogol, nydroxypropy! methylcellulose methyleellu ose,
hycrexypropy! cellulose. hyd-oxypropyl methylcel ulose pnthalate, hycroxyoropyl methylcellulose aceiate succinaie,
carboxymethycellulose sodium cellulese acetate pnthalate gum arabic, geiarin, methacrylic acid copelymer, carboy-
yvinyl polymer, polyvinyl alconicl, aloha-starch and pullulan. In the present inventier, each of them may be used solely
or twe or mere thereof may e used ointly and the use of polyvinylpyriolidone is particularly preferred.

[0044] The compouncing ratic of ihe binderir the present invertion to 1 parl by weight of the taolet is usually 0. 001-0 1
part by weight or. preferaply. 0 005-0.05 parl by weignt, and thal may be appropriate'y increased or decreased €0 a¢
to give desired disintegrating cegree and hargness. ncidentally. the binder may be aaded in its powdery form to a
mixture of the cyciic GMP phosphodicsierase inb bitor and the gaccharide or may ce added after dissciving in the
organic selvent, pure waler o the aqusouds organic solvent

[0045] The intracral quickly disintegraling tablet according to the present invention is a ‘ablet which is quickly disin-
tegrated in tne moulh alier adminsiration anc is ab'e 1o be easily taken even without waler In addilen Lo he above-
mentioned saccharide and onder the intraoral quic<ly dsintegrating tablel may be compounded wiln conventianally
used filler, lubricant disintegrating agent. sweetener and/or coloring agent if necessary,

[0046] The intraoral guickly cisintegratirg tablet rmay be prepared in such a manner that a saccharide and & binger
are mixed with a cyclic GMT phosphodiesierase inhibitor tnen conventionally used filler, lubricant sweetener, coloring
agent disintegrating agent efc are added thereto if necessary. kneaded with an organic selvent water or an agueous
organic solvent, fillad in a mold and subjected to a compression-malding. The kneading and granulating coerations
carried out by adaing such auxiliary agerts for makirg the preparation and by adding such a selvent may be conducted
using the conventicnally used apparatus, For cxampe, a fluidized bec granulator, & tumbling granulater, ar extrusion
grenulaior or @ spray-drying orier may be vsed.

[0047] Examcles of the filler are crystallne cellulose elnylceluloss, dextrin, various kinds ol eyclodextrin {a-cyclo-
dexlrin, (}-cyclodexirin ard ycyclodextnr) as wel as derivalives thereol 2nd pullulan.

[0048] Examples of the lubricant are magresium swarate, caleum stearate stearc acid and tale: examples of the
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sweelener are aspartame dpolassium glycyrrhizirate, white sugar, licorice, saccharin and sodium saccharnale and
examples of the colering agent are yellow ircr sesquioxide yellow iron oxice, Yellow #4 dye for food, Yellow #5 dye
for feod, (Yellow 14 aye for loed aluminum lake) red iron oxice iron sesquicxide Red #2 dye for food, Red #3 dye for
food and Red #102 dye forfeod Inthe present invention, eacn of them may be used solely or two or more thereol may
be used jeintly

[0049] Examples of the disintegrating agent are light silicic anhycride, crystalline cellulose cross pevidene lowly
supstiuted hydroxyprepyl cellulose cress carmeloss sed um, calcium silicale magnesium metasilicale aluminate,
carboxymelhyl cellulose, carboxymethyl cellulose calcium. Pydroxypropyl starch carbaxymethyl starch sodium. par-
tially ¢-starch and sadium alginate. In the present rvention, cach of them may be used sclely or two or more thereof
may be used ointly.

[0050] Inthe present invention, an inliaoral cuickly disinlegrating lablet may be manufactured in such 2 manner that
a cyclc GMP phosphediesterase inhibiter is mixed wiln & saccharde a binger is further added therelo if necessary
the mixiure is xneaded wilh an organic solvent waler or an aguecus organic solvent and the resuling wet powder le
made into a form of a tablet follewed by drying.

[0051] Intne present invention, ar intracral cuicky disintegrating taklet may be marufactured n such & manner thar
1) a slignlly seluble phamaceutical agent s dissolved in an organic solvenl tegether with a surfactant and/or a water-
soluble polymer, coated on afiller or grarulates logether wth & 7ller a saccnaride is mixed with the resuiting granules,
fine granules or powder or thal 2) a sligntly soluble pnarmaceulica agenl s mixed with a saccharide and & surfactant
and/or & water-soluble polymer, then a binder, a disinegrating agent, a lubrlcant, a sweetener or a coloring agent is
adced thereto If necessary and the mixture is kKneaded wth an erganic soivent, water or an dagueous organic solvent
anc. after that, any of the above-mentioned mixture isfillec 1 a mold followed by subjecting to a compression molding
[0052] Examcles of the surfactant used nere are sodium lauryl sulfate, sorbitan fatty acid ester polyethylene glycol
fatty acid ester polyoxyethylene sorzitan fatly acid ester, polyoxyetnylene alkyl ether, polyoxyethylene palyoxyprepyl-
ene alkyl ether polycxyethylens polyoxyprepylene olock cooolymer oolyoxysthylene alkyl phenyl ether. polyoxyeln-
yiene castor ol polyexyethylene hydrogenated casior oil polyoxyetiaylene sorbitol fatty ac:d ester and pelyoxyethy ene
glycerol fally acid ester. In lhe oresent inventicn, each of them may be used solely or two or more thereol may be used
jointly

[0053] The compounding ratio of the surfactanl in the presenl invention te 1 part by weight of the slightly solucle
pharmaceutical agent is usually 0.0005-0.1 par! by weignl, arefesably 0 001-0.08 parts by weighl or, more preferably
0.001-0.05 parts by welght

[0054] Examples of the water-scluble polymer are hydroxypropyl methylcellulose methyleellulose. hydroxypropy!
cellulese, hydrexyprooyl methylcelulose phikalate, nydroxypropyl melnylceluleose acelate succinate carboxymethy
cellulose sodium, cellu'ose acetate phthalate gum atabic ager, gelatin, sodium alginate, polyvinylpyrrolidone ami-
noalkyl methacrylate copolymer, methacrylic acid copolymer carboxyvinyl go'ymer, pelyvinyl alcehe! and Macrogol
anc in the present invention, eacn of them may be used solely o 'wo or more thereof may be used jointly.

[0055] The compounding ratic of the slightly scluble pharmaceutical agont to the water soluble polymer in the prosent
inventien is usually 0.001-0.8 parts by weight or. preferatly 0 005-0.1 part by weight of the water-soluble palymer to
1 part by weignt of the slightly scluble chamaceutical agent.

[0056] Further the concentralion of the water solukle pelyme: nthe solution of the water soluble polymer is usually
0.1-40% by weight or. preferably. 1-20% by weignl.

[0057] The solution of the waler soluble polymar may be any of an agucaus selulion. an organic salvent solutior anc
an agueous organic solvent solution containirg the abeve-mentioned water soluble pelymer,

[0058] The solvent which is used for the kneading stage in the manulacturing process for the intraoral quickly disn-
legrating tatlel may be any of an organic sclvenl. purs waler and an agusous crganic seivent, Examgles of the o-ganic
solventor of that used for the agueous organic solvent are ethanol, methano! prepanol endiscprepanol and preferably
elhanol. In the presenl invenlicn one of them may be used sclely or lwo or more of them may be used joinlly The
preferred compounding ratio of the organic g0 vent in 'he aquecus organic solvent is usually 0.05-0.59 parts by weignl,
more preferaoly 0.2-0.98 paris by weight or. “urther praferably, 0.25-0 98 parts by welght to 1 part by weight of the
aquecus crganic solvent

[0058] In the molding of the wel cowder, a lubricent may be apolied, if necessary, on upper anc lower sides of the
kneaded mixture filled therein whereby an adhesion during lhe cempressing step can be prevented bul for the man-
ufacture in & mere efficient ang easier manrer, '\ Is ereferred to use a 1ab'at manufacturing Apparatus which is disclosed
in JP-A 8-19589. Thus, a wet powder is filled in & meld for the lablet molding of the tablet marufacturing apparalus
and at least one surface cf the wet powder 1 the mold is molded via &n adnesion-preventing film whereby an adhesion
of the wel powder o the metal mold for molding can b prevented and a quickly disintegraling labieis are azie 1o be
manufactured in an efficient manner

[006Q] The pressure applied upon the comoression-mo dirg of the wet powder after kneading the mixlure &r uson
tabletingviaan adhesion-preventing fir afterfllng in 2 mold in the presentinventionis usually 2-150 kg/em?, preferably
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2-100 kg/icm? or, more praferably, 3-50 xg/cm?

[0061] The drying temoerature after the compression-mo'ding or the tableling n the present invention is usually
15-80°C., preferably 20-75°C cr, more proferably. 30-70°C

[0062] The leblet hardness of tne intraoral quickly cisinlegrating tablet orepared oy the manufacturing method in
accordance with the present invention i usualy 1-15 kgiem?, preferably 1.5-10 kg/em? or, more preferably, 2-6 kg/
cmz. Time for disintegration in the meutn of the intrac-al guickly disintegrating tablel is usually 0.05 3 minute!s). pref-
erably 0.05-1 minute or, more preferably 0.1-0 5 minute

[0063] The waler content in the wel sowder which is kreaded in the presert invention is € £1-25% by weight prel-
erably 0.1-20% by weight or, mere oreferably, G 1-15% by weight of the kneaded mixture

[0084] The intracral quickly disintegraling leblet accorging to the present invenlion may, for example, be manulac

tured as follows Thus, 75 g of silcenafil naving the formula (1) which is a cyclic GMP phosphodieslerase inhititor ang
340 B g of mannitel were we!l mixec ir & mixer. To (ks mixture was added an agueous eihanol solution wnere 4.2 g
of polyvinylpyrrolidone K 30 were dissclved n 58 8 g of a 55% ethanal solution followed by kreadrg for abou 3
minutes. Aller thal. the kneaded mixture was subjecled lo a compression-molding using, for example, a tablet manu

facturing apparatus disclosed in JP-A B-19589 by filling in a mold via a film with a pestle having & diameter of 9 5 mm
with a compressing pressure of 35 <g/cm?, The melded product was cried in a drier of 50°C for aboul 2 hours Lo
manufacture intracral quickly disintegrating lablets where eacn Lablet (280 mg) contains 50 mg cf sildenzafil.

[0065] Altematively 1.5 g of 4-(3-chloro-4-melnaxybenzyllamine-6-cyano-1-{4-hydroxypiperazino)phihalazing hy-
drochlorlde having the famula (IX) which is 2 slightly soluble cyclic GMP phesphodiesterase inhibitor and 0.015 g of
sodium lauryl sulfate were cissolved in 100 g of a 70% ethanol selulion heated &l 70°C. After lhat, 40.08 ¢ of mannitol
were added thereto and the mixiure was well mixed in a mixer, followed by drying to give a powder. To this powder Is
added an aqueous ethanol solulion where 0.£2 g ¢f pelyvinylpyrrolidone K20 is dissolved in 5.88 g of a 55% ethanol
solution. and the mixture is «neaced for about * minute. Then the kneaded mixlure is subjected ‘o 4 compression-
melding using & compressien tester (Shimagzy Autograpn) with a compressing pressure of 35 kg/cm? using & pestle
having a diameter of @5 mm. The molded preduct is cried In a drier of 50°C for about 2 houre to manufacture the
tablets where each tablel (280 mg; contairs 16 mg of the phthalaz ne compound having the formula (1X),

[0066] In accordance with the present invention, itis possible to manufacture an ntraoral quickly cisintegrating lable:
which contains a cyclic GM® phosphediestarase inhibilor havirg an mproving effect for erectle dysfunction and has
quick disintegrating property, solugility and appropriale strength in the mouth

[0067] Inaccordance wilh the prasant invention. it '= alsc possitle (o manufacture an intracral quickly o 'sintegrating
tablet contaihing a sligntly soluble pharmaceutizal agent being characterized In a quick disselving ir the mouth anc
Paving an approsriate strength,

[0068] Examgles of the such effects will se shown as hereunder.

Brief Descriotion of the Drawings

[0069] Fig. 1 is a grapn showing the changes of the eluting rate ir the first solution as regulated by tne Japanese
Phamacopoeia cencerning the phtha azinz compound per se having the formula {IX) and the intracral quicxly disin
lagrating tablet containing the phthalazine compounc

[0070] Fig. 2 is a graph showing the changes of the elutrg rale in the secend solution as regulated by the Japanese
Phamacopoeia concerning the phthz azine compound per se baving the farmula (IX) and the intracral quickly disin-
tegrating tablet containing the nhthalazine compaund

[0071] Fig. 3is a graph showing the changes of the eluting rate in pure water concerning the phthalazine compouna
per se having the fermula (IX) and the intracra quick y disinlegrating tablet contaning the phthalzzine compound.
[0072] Fig. 4 15 & grash showing the changes of the eluting rate n pure water concerning the intraoral quickly disin-
tegrating tablel containing the pnthalasing compound ravirg the formuia (X) and the 1ablel which s preparec by the
convenlional manufacturing method,

Experimental Examples
1) Geod physical propaerty cf the fablels concernirg the present invention

[0073] In a mixer 1.5 g of a phthalazinc comaound having the fermula (1X) {4-(3 chioro 4-methoxybenzyliamino
6-cyano-1-{4-hydroxypiperidine)-phthalazine hydrochloride) and £0.08 g of mannitel were well mixed, ar aguecus eth-
anol solution where C.42 g o polyvinylpyrrehidene K 30 was dissoved in 5.88 g of a 55% elhanc! solution was dadded
and lhe mixture was kneaded for ebout ~ minute. The kneaded mixiure was molded usirg a cempression lester (Shi-
madzu Autegraph) with a compressing pressure of 50 «<g/om?2 using a peslle having a diameter of 9.5 mm which was
previously covered with a small amount of magnasium staarate. The molded product was dred in a drier of 60°C for
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about 3 hours (o manufaclure the taolels whers erch lablet (280 mg) cortained 10 mg of the phthalazine compeund
having the formula {IX).

[0074] Whon the physical property of the tablets was evaluated, tns tabet hardness was 558 kg/em? (mean value
of five tablets) and the disintegrating time o the tablet was wilhin 5 seconds and, therefere. it is apparent that the
tabiets have a good physical progerty as intracral quickly cis'ntegrating tablets.

[0075] Each one of the above tablets was sudjected Lo &1 cluting tesl in each 800 mi of tne first liguid {p™= 1.2} lne
seconc liquid (pH 8.8) anc pure water as regulated by (he Disintegration Test Methed of the Japanese Pharmacaposia
according to & puddle method (52 r.par ) of Ine Disintegration Test Metheod of the Japanese Phammacopoeia using 10
mg of the phthalazine compouncg per se having the formu a (IX) as a control. Incidentally, the eluted amount of the
phthatazine compoeund having the formula (1 X) was measured by means cf a high-perfermance liguic chromatograohy
using an ultraviclet abscrptiometer (measured wave length: 215 nm). Results of the eluting test are shown in Figs. 1-3.
[0076] From Figs. 1-3, 1t is apparent the! the intracral guic<ly disinlagrating tablel centaining a cyclic GMP ohos-
pnodieslerase inhibiter accerding lo Lne present invenlion shows quicker And beller eluting characteristic as comparad
with the sole use of the agenl per se.

2) Good solut lity of the tablet according 10 the present invention contaning a slightly soluble sharmaceut cal agent

[0077] A4-(3-Chloro-4-methoxypheneihyllam nc-6-cyanc-1-(4-hydroxypiceridino)phthalazine hydrochlorice having
the fermula {X) has a very slight solubility and i1s absorption /n vive is worriec about.

[0078] Therefore aphamaceulical oreparalion where the go ub lity of the phitalazine compound having the formula
{X) was Improved was manufactured.

[0079] Thus 16 g of the pnthalazine compeund having the fermula (X) ard 1 6 g of sedium ladryl sulfate were dis
solved in 1000 g of & 55% elhanol soiulion neated &t B0°C (step A) - Separately. a mixture of 198.4 g of mannilol and
8 g of lignt silicic anhydride was suojeclec tc a dis ntegratior mixing using a sample mill (step B} Then the mixed
powder obtaned in the step B was subjectad 10 a fuidized sed granulation using the solution obtained In the step A
to prepare granules, fine granules or pewder. Incidentally, tenperalures of the sucking and exhausting ai- during the
fluidized bed granulation were set a1 70°C ano 80°C . respeclively

[0080] Aller that, 21 g of the grarules, fine granules of powder contzining the phthalazine compound Faving the
formula (X) were/was well mixea with 206 g of manmitol in a mixer, an aqueous ethanel soluticn where 0.42 g of
polyvinylpyrrolidone X 30 was dissclved in & 88 g of 2 26% elhanol selul'en was added anc the mixlure was kreadec
for about 1 minute. The kneaded mixture was moided using a compression tester (Shimadzu Autograph) with & com-
pressing pressure of 28.5 kg/em? asing a pestle having a d ameter of 9.5 mm which was previously covered with a
small ameunt of magnesium stearale

[0081] The mo'ded product was dred in & drier of 80°C Tor abeut 3 nours le manufacture the tablets where each
tablet (280 mg) contained 10 mg of 1ne phthalazine compound having the farmula (X).

[0082] When the physical oroperty of the tablels was evalualed. the tablel hardnass was 5.53 kg/cm? (mean value
of six teble1s) and the disintegrating time of the tanlel was 18.2 seconds (mean value of six tablets) and therefore, it
is apparent that the tablets have a good physical properly as intraora’ quickly disintegrating tablets

[0083] One of the above tatlets was supjected to an eluling test i 300 ml of the first seluticn {pH 1.2) as reguiated
by the Disintegration Test Melhod of tne Japanese Pharmacopogia using a tablel containing 10 mg of the phihalazine
compound per se having the farmula (X) as a control and the eluling rate was evaluated using an ultraviole! absorpli-
ometer (measured wave length=240nm). Result of the elut ng test is showr in Fig 4

[0084] Incidentally, the preparation which was prepdred oy the conventional manufacturing method and dsed as |
contrel was prepared according (o the following methed,

[0085] Thus 10 g of the phthalazine compound having the larmula (X), 85.3 g of lactose and 20 g of corn starch
were mixad and subjected lo a grarulation by & lumaling granu'aler tegether with & gradual addition of a 7% agueous
solution of pelyvinylpyrrolidone K 30 where 7 g of polyvinylpyrrolidone K 30 were dissolved whereupon a granulaled
product was gbtained. This granulated orod.ct was dried at 60°C for 20 Fours and gieved through a sleve of 24 mesh
where 1229 of a sieved product was obtained 7 g of cross carmellose sedium and 0.7 g of magnesium stearaie were
added therete and the mixture was made 1to tablels using a pellelizer by a oestle having a dameler of 7 mm with a
compressing pressure of 600 kg/cm? to manu‘acture the conventonal lablets where each tablel (130 mg) contained
10 mg of the phthalazine compound having the lermula (X).

[0086] As shown in Fig. 4, the intraoral quckly ds nlegrating tablel cortaining the phthalazine comgound hayving the
formula (X) showed a significantly cuicker e uting characterist ¢ as comoared with the pregaration which was preparec
by the convertional manufacturing method. In genera) preparations having a goed selubility show little dispersien in
an abserbing preperty and, in adcition a higner bioavailabil ty is often achieved. Il is aApparent that the intraoral quickly
disintegraling tablet in accercance with “he presant invention shows a beller solubiity than the preparalion which was
prepared by the cenventional manufaciuring methods.

(8



a0

35

+0

50

55

EP 1120 120 A1
Examples

[0087] The oresent invention will now ce further [llustrated by way of the foliowing Examples allhough the present
invention is not limiled thereto.

Example *

[0088] Inamixer 80 gofsildena’ | which is a cyclic GMP phosphodiesterase inhibitor having a formula (Il) and 228
g of mannitol were wel mixed. To this mixture was added an aqueous ethanol soluticn where 2 g of polyvinylpyrrolicone
K 30 was cissolved in 12 g of & 5% ethanol sclution, followed by kneading for aboul 3 minutes. The resulting kneadec
wel powder was subjected lo a compression-mold ng by 4 method mentioned in JP-A B-19589 (the kneaded mixture
was flled in a mo'd for the tab'et melaing of the pelielzer and at least one surface of the wet nowdsr ir the atove-
mentienea mold was molded into a labiel ay A metal mold for the melding via an ackeslan preventing film), 1o manu-
facture tablets where each tablel contained 50 mg of silgenafil,

[0089] Harcress cf the 1ab ot was sbout 5 4giem? and the d sintegrating time thereof in pure water was witnin 15
seconcs.

Examole 2

[0080] To 280 gecfthe kneaded mixture eolained in Example 1 were added 1.4 g of a lowly-substituted nydroxypropy!
celluiose and 0 1 g of magnesium stearate followed by mixing, The mixture was subjected to tadleting by the same
method as in Example 7, to gve tablels where sach tablet contained 50 mg of sildenafil,

Example 3

[0091] Ina mxer, 1C g cf a phthalazine compound having the formula (1X) (4 (3 cnlore-4-melhexyaenzy!) amina
6-cyano-1-{4-hydroxypiper dinciphthalazine hydreenloride}, 267 g of mannito! and 3 g of polyvinylpyriolidone K 30
were well mixea. To1his mixture were acdec 40 g of 25% ethano!, followed by kneading for about 1 minuie. The resulling
kneaded mixiure was sunjected to the same coeration as in Example 1 via an adhesion preventing [im, to manuacture
lablets wnere each lablel contained 10 mg of Ihe pnitalazine compound having the formula (1X)

Example 4

[0092] Into BOOC g of A 25% ethanol solulion heated at 50°C were dissolved 100 g of the phlhalazing compounc
having the formula {X) and 13 g of polyoxyethylene hydrogenaled castor o (step A). Sepdrately, a mixture of 1240 g
of mannitol and 100 g of lighl s/licie anhydride was disintegrated and mixed using a hammer mill (step B) Next, ine
mixed powcer obtaired in the step B was subjected te a tumbling granulation using & solution orepared in the step A
lo prepare grarules, fne granules or pewder. ina mixer, 147 g of the granules. the fine granules or the powder prenared
as such and 130 g of mennitol were well mixed, a 56% etnanol solution where 3 g of hydroxypropy! methylce lulose
were dissolved therein was Aaded and the mixture was kneeded for aboul 3 minutes. The kneaded mixture was moldac
by a means mentioned in JP-A 8-18583 (the xneaced mixture was filled in a maold for the laolet melding of the pellatize

and at least one suface of the wet powder i the asove-mentioned mold was molded into a tablet by a metal mole for

the molging via ar achesion preventing fim} using & peslle having a diameter of 9.5 mm and with a compressing

pressure of 45 kgiem?.

Claims

1. Anintragizl quickly disirtegrating ablet comprising 4 cyciic GMP phosphodiesterase inhibitor and a sacchezrive

2. The taclet a5 clamed in claim 1. which futher comprises & binder,

3. Amethod formanufacturing e tablot definea inclam 1, which comprises mixing a cyclic GMP pnosphediesierase
inhibiter with a saccharide, kneading the mixture with an organic sclvent, water or an aqueous arganic solven: 210

subjecting it to a cumoression-meding

4. The method as claimed in claim 2 wh ch comprises filling Ihe kneaded mxture in a mole and subjecling it 1o a
compression-melding witn a fim
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PROCAPS

PODER ESPECIAL

Yo, WALTER TANAKA TATEKAWA, mayor de edad y vecino de la ciudad de Barranquilla
(Colombia), identificado como aparece al pie de mi firma, quien en el presente documento actia en
calidad de Representante Legal de la sociedad PROCAPS S.A. sociedad legalmente constituida y
| domiciliada en la ciudad de Barranquilla (Colombia), por el presente documento otorgo a la
| doctora ELIANA ISAURA MORENQO BOHORQUEZ, abogada en cjercicio, identificada como
aparece al pie de su firma, con tarjeta profesional No. 83823 del C.S. de la J., poder especial,
amplio y suficiente, para formular oposiciones u observaciones a la solicitud de patente No.
14.122.562, titulada “TABLETA ORODISPERSABLE DE SILDENAFIL Y METODO PARA
PREPARAR LA MISMA”, cuyo ritular es LABORATORIOS LIOMONT S.A. DE C.\V.
publicada en la gaceta No. 709 del 21 de Ocrubre de 2014.

Nuestro apoderado queda facultado, de manera expresa, para realizar todo tipo de actos
necesarios para llevar a cabo el trimite de la oposicion, incluyendo, sin limitacion, preparar y
presentar solicitudes, hacer declaraciones, pagar tasas, contribuciones e impuestos, recabar los
titulos o certificados. Asimismo quedan autorizados para impugnar administrativamente todo lo
que fuere resuelto en ¢l expediente a que se hace expresa referencia en el presente poder, con
todas las facultades generales y especificas que fuera requerido para ella.

De la misma manera, ademas 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 demas facultades conferidas por la ley.

Dado y Firmado en Barranquilla (Colombia) a los 2 dias del mes de Diciembre de 2014.

N . 1 8.C.N°16'251.923
W NIT: 890.106.527:5
N Répresentante Legal

&©
Acepto:

ELIANX ISAURA MORENO BOHORQUEZ
C.C. 51.975.664
T.P. 83823 del C.S]

Ve
\“\‘5/'

CALLE 80 No. 78B-201 - A.A. 50330 P.B.X.: (575) 3530783 - 3789000 - 3719900 - 3507900 - FAX:(575) 3730815 - 3730813 - 3730247 - 3730818
BARRANQUILLA - COLOMBIA « NIT.: 890.106.527-5




Senor Director,
DIRECCION DE NUEVAS CREACIONES
Superintendencia de Industria y Comercio

E. 8. LY

Referencia : Expediente N° 14.122562

Asunto ¢ Oposicion a la solicitud de patente de Invencion  titulada
“TABLETA ORODISPERSABLE DE SILDENAFIL Y METODO
PARA PREPARAR LA MISMA”

Solicitante : LABORATORIOS LIOMONT S.A. DE C.V.
Opositora : PROCADPS S.A.

Publicada en la Gaceta de la Propiedad Industrial

¢ 708 del 21 de octubre de 2014

Yo, ELIANA ISAURA MORIENO B()H(jR_Qf JEZ, abogada en ejercicio, identificada
como aparece al pie de su firma, con tarjeta protesional No. 83823 del Consejo Superior de
la Judicatura, en mi condicion de apoderada de la sociedad PROCAPS 8.A. conformada
bajo las leyes de la Republica de Colombia y domiciliada en la ciudad de Barranquilla,
Colombia, atentamente maniliesto que estando dentro del término de ley v por orden
expresa de mi representada, presento oposicion a la concesion del registro de la Patente de
Invencion titulada “ JABLLTA ORODISPERSABLE DE SILDENAFIL Y METODO
PARA PREPARAR LA MISMA’, cuyo titular LABORATORIOS LIOMONT S.A. DE
C.V., v pido a Usted declarar tundada esta oposicion y en consecuencia negar ¢l registro de

la patente solicitada.

1. INTERISS PARA ACTUAR

Conforme a lo dEplix".\'{U en el articulo 437 de la Decisian 480 de 2000 de la (;!\?\.-_,
estando dentro del €rmino estipulado por la ley, manifiesto el legitimo interés de nuestra
Carrera |3 N° 11995 Of 104 Tel (571)2 131213 -62050 21 - Fax 5716 1219 79

Email negovios@optimuin-co com - waww optimum-o com
Bogoti Colombia
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representada para oponerse al registro de la patente de la referencia, atendiendo a que la
| solicitud pretendida no cumple con los requisitos dispuestos en la ley como se analizara
mis adelante v de ser concedida afectaria directamente la comercializacion de aleunos
productos de mi representada, que contienen, en particular SILDENAFL Por lo tanto,
solicito respetuosamente a ese Despacho se siva tener en cuenta la presente oposicion

dentro del rramite administrative que se surte en esta Superintendencia.

2. FUNDAMENTOS DE HECHOS

2.1.  la solicitud objeto de la presente fue presentada el 6 de junio de 2014,
reivindicando prioridad bajo las solicitudes MX20110013159 del 2011-12.08, v fue
publicada en Colombia, en la Gaceta de la Propiedad Industrial N°® 709 del 21 de
octubre de 2014, cuva publicacion internacional corresponde a la WO2013084 191 del
201306-13.

| 2.2 1a solicitud colombiana 14.122562 objeto de la presente oposicion se refiere a una
tableta orodispersable que comprende ¢l agente activo sildenafil, uno o mas diluventes:
uno o mas dr-simegra nles; une o mas ag[urinzu'lt(-s, y OI_)(“iO[l?ih‘Ilt"[‘lk’:, uno o mas aditvos

farmacéuticamente aceptables, y al procedimiento para preparar la misma
2.3.Ahora bien, con base en el articulo 14 de la Decision 486 de la CAN consagra lo
siguiente: “lLos paises muiembros olorgardn patentes para las invenciones, sean de pmdmm 0
pracediniiento, en todos los campos de la tecnologia, siempre que sean nuevas, tengan nivel
mventivo v sean susceptibles de aplicacion mdustial”. Asi las cosas, las invenciones abjeto de
patente deben ser nuevas v tener nivel inventivo. Bien, pues antes de la fecha de
prioridad de esta solicitud se encuentran los siguientes documentos que afecta la

patentabilidad de la presente solicitud:

o DL EP 1120120 publicada el 1 de agosto de 2001.

24 Ahora bien, el documento D1, se reliere a una tableta de desintregracion rapida que

contiene un inhibidor de fosfodiesterasa que tiene un efecto mejorado para la

Carrera 13 Ne 11995 Of 104 Tel (57131213 1213-62050 21 - Fax (871)6 1219 79
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disfuncion eréctil, y un métado para la fabricacion de la tableta. Particularmente D1 en
los parratos (002 3); (0034); (0039)-{0049), asi como en el ejemplo 2, define una tableta
donde el inhibidor de GMP ciclico fostodiesterasa se mezela con un sacarido v un
aglutinante, en donde ¢l inhibidor de GMP ciclico fosfodiesterasa es 5] 2<¢toxi-5(4
metil- I-piperazinilsulfonibtenil} L-metil- 3n-propil- | O0-dihidro-TH-pirazoll4,3d|pirimidin-
T-ona (nombre comun: sildenafil). Seean D1 entre los sacaridos empleados en las
tabletas estin: manitol, sacarosa, lactosa, trehalosa, xilitol, eritritol, glucosa, almidon v
dextrina. D1 también define como aglutinantes empleados en la preparacion de las
tabletas de desintegracion rapida los siguientes: polivinilpirrolidona, Macrogol,
hidroxipropil  metileelulosa, metileelulosa, hidroxipropil =~ celulosa, ftalato  de
hidroxipropil ~ metil  celulosa,  acemto  succinato  hidroxipropil — metileelulosa,
carboximetileelulosa  sodica, acetato ftalato de celulosa, goma arabiga, gelatina,
copolimero de acido metacrilico, polimera de caboxivinilo, alcohol polivinilico, alfa-
almidén v pululin. Asimismo, D1 senala que la twbleta de desintegracion rapida
intraoral se puede preparar utilizando excipientes convencionales tales como agentes de
relleno, lubricantes, desintegrantes, saborizantes, colorantes, solventes organicos para la
operacion de amasado, empleando aparatos convencionales tales como un granulador
de lecho fluidizado, granulador, granulador por extrusion y secador para secado por
aspersion.  Como se evidencia, esta anterioridad define la misma materia que
comprende la presente solicitud. Por lo tanto, este documento obijeto de oposicion a la

luz del documento D1 carece evidentemente de NOVEDAD.

5. En consecuencia y de acuerdo a lo descrito anteriormente, se deriva que la solicitud

colombiana 14.122562 no puede pretender un monopolio por patente toda vez que lo
1

que pretende no cumple con une de los tres reqUisitos necesarios para su proteccion.

0.Quie por consiguiente, respecto a la solicitud pretendida se tiene que:

2.8.1 CARENCIA DE NOVEDAD. Segin la decision 486 de la Comunidad Andina

de Naciones, Articulo 16- “Una invencion se considerard nueva cuando no esti

comprendida en el estado de la técnica. El estado de la téenica comprenderd todo lo que

hava sido accesible al priblo  pov wna  descripcion  escrita uw oral, utilizacion,
. f

comercializacion o cualquier otro medio antes de la fecha de presentacion de la solicirud
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de patente o, en sie caso, de la pmondad veconocida.”. A la fecha de prioridad, ¢l 8 de

diciembre de 2011, ya era conocido, pues como se demostro, era parte del arte

anterior con base en ¢l documento DI, una wbleta orodispersable que

comprende el agente activo sildenafil, uno o mas diluyentes; uno o mas

desintegrantes; uno o nus aglutinantes, v opcionalmente, uno o mas aditivos

farmacéuticamente aceptables, v al procedimiento para preparar la misma, sobre
el cual busca proteceian en el capitulo reivindicatorio.

2.9 Dado lo anterior, es posible deducir que la solicitud v 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 otorgardn patentes pava las
mwenciones, sean de praducto o de procedimiento, en todos los campos de la tecnologia,
siempre que sean nuevas, tengan mwvel muentivo v sean susceptibles de aplicacion mdistnal.”

La salicitud pretendida no cumple con uno de los tres requisitos de patentabilidad

2.10 Por 1odo lo anterior, atentamente solicito a usted que se sirva declarar fundada

“COMPOSICIONES ENRIQUECIDAS CON DPA DE ACIDOS GRASOS
OMEGA 3 POLIINSATURADOS EN FORMA DE ACIDO LIBRE”, cuyo titular
OMTHERA PHARMACEUTICALS, INC., CHRYSALIS PHARMA AG.,
solicitud  Colombiana que aparccio publicada en la Gaceta de la Propiedad

Industrial N°® 709 del 21 de octubre de 2014.

3. PRUEBAS

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

como prue}m €N este asuntlo |u> sloulenies:

e DI:EP 1120120 publicada el 1 de agosto de 2001.
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4. FUINDAMENTO DE DERECHO

Fundamento esta observacion en las normas lewales sigulentes;

4.1 Articulo 45 de la Decision 486 de la Comision del Acuerdo de Cartagena.

4.2, Ln las demas normas concordantes

5. ANEXOS

Para [(ls etectos (‘m'r(-s[.\m:x!ic nles anexo al presentke esCTIto [Us siguientes tlm'mnc'nms:

|. Poder para actuar en ¢l presente

2. Documento que acredita al representante lecal de PROCAPS S.A.

haa

Recibo de ca J<l del respective pago de tasa.

4. Copias de los documentos:

e DIL: EP 1120120 publicada ¢l 1 de agosto de 2001,
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‘ 6. NOTIFICACIONES
Para efectos de notificaciones que debe hacer su Despacho, informo que mi
representada v la suscrita recibiremos notificaciones en la Secretaria de su Despacho o en

mis oficinas situadas en la Carrera 13 Ne 11995, Ot. 104 de esta ciudad de Bogota.

Senor director,

)

- -
ELIANA ISAURA MORENO BOHORQUEZ

C.C. 51'975.664 de Bogota

T.P.A. 83823 del C.S. dela .
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