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Comprobante de pago de la tasa.

Poderes, si fuere el caso.

Pruebas de los fundamentos de la oposicion.

Documentos que acrediten el legitimo interes, si fuere el caso.

Documento que acredita la existencia y representacion legal de las partes, cuando sean
personas jurtdicas.

LS

Fecha ,
IS

)

NOMBRE: ELIANA ISAURA MORENO BOHORQUEZ

FIRMA:

C.C. 51.975.664 TP. 83823

" i




CREACION:
ACIONAL|

|
!

O
Q
&

Sem— !
S euma U Z |
Q e DU |
O WNS4 I
N Sd

[~ I |
< 1 @5 E
Y &= 9Ts
= &S T
) O L :
o wEeS T

: Y
P e
. s -
e L
e
' i
[l
[}
e [
[
(R
.
g
[
- i
- ]
[wel}
[ &
" e
_ bt e
o " L3
Tl - =
= oy W :
kb
no
()
[
<L
Pt
[
ey
Ly
o)
o]
i
ot
e nw
<L
e
L
L.

fad
e




Sefiora Jefe,
DIVISION DE NUEVAS CREACIONES

Superintendencia de Industria y Comercio

E. S. D.

Referencia : Expediente N° 06021581

Asunto : Oposicion a la solicitud de patente de Invencion titulada
“COMBINACION DE UN INHIBIDOR DE SEROTONINA
Y AMOXAPINA”

Solicitante : HLUNDBECK A/S.

Opositora :PROCAPS S.A.

Publicada en la Gaceta de la Propiedad Industrial
N° 580 del 28 de septiembre de 2007

Yo, ELIANA ISAURA MORENQO 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 “COMBINACION DE UN INHIBIDOR
DE SEROTONINA Y AMOXAPINA”, cuyo titular es H LUNDBECK A/S, y pido a

Usted declarar fundada esta oposicién y en consecuencia negar el registro de la patente

solicitada.
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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 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 un inhibidor de Serotonina y Amoxapina. Por lo tanto, solicito
respetuosamente a ese Despacho se sirva tener en cuenta la presente oposicion dentro

del trdmite administrativo que se surte en esta Superintendencia.

2. FUNDAMENTOS DE HECHOS

2.1.La solicitud objeto de la presente fue presentada el 3 de marzo de 2006,
reivindicando prioridad bajo la solicitud DK20030001269 del 4 de septiembre de
2003 y US20030500792P del 4 de septiembre de 2003, y fue publicada en
Colombia, en la Gaceta de la Propiedad Industrial Ne 580 del 28 de septiembre de
2007 pagina 443 y Ne publicacion 429, cuya publicacion internacional corresponde
a la W02005023266 del 17/03/2005.

2.2.La solicitud colombiana 06021581 objeto de la presente oposicion, se refiere al uso
de Amoxapina o de una sal farmacéuticamente aceptable de la misma para la
preparacion de una composicion farmacéutica para ser usada en combinacion con
un inhibidor de la reabsorcion de serotonina o de cualquier otro compuesto que

cause una elevacion en el nivel de serotonina extracelular; al uso de Amoxapina o
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de una sal farmacéuticamente aceptable de la misma para la preparacion de una
composicion farmacéutica util para aumentar y/o proporcionar un inicio mas
rapido del efecto terapéutico de un inhibidor de la reabsorcion de serotonina y/o
de cualquier otro compuesto que cause una elevacion en el nivel de serotonina
extracelular; donde el inhibidor de la reabsorcion de serotonina o el compuesto
que causa una elevacion en el nivel de serotonina extracelular se usa en el
tratamiento de depresion, desordenes de ansiedad y otros desérdenes afectivos,
desordenes de la alimentacion tales como bulimia, anorexia y obesidad, fobias,
distimia, sindrome premenstrual, desérdenes cognitivos, desérdenes de control de
impulsos, desorden de hiperactividad por sindrome de atencion, psicosis,
incluyendo esquizofrenia y desordenes psicoafectivos, y abuso de drogas; donde el
inhibidor de la reabsorcién de serotonina o el compuesto que causa una elevacion
en el nivel de serotonina extracelular se usa en el tratamiento de desérdenes de
ansiedad incluyendo desorden de ansiedad general, ansiedad por panico, desorden
obsesivo compulsivo, desorden de estrés agudo, desorden de estrés post trauma o
desorden de ansiedad social; donde el inhibidor de la reabsorcion de serotonina o
el compuesto que causa una elevacion en el nivel de serotonina extracelular se usa
en el tratamiento de la depresion; donde el inhibidor de la reabsorcion de
serotonina se selecciona entre: citalopram, escitalopram, ftuoxetina, sertralina,
paroxetina, ftuvoxamina, venlafaxina, dapoxetina, nefazodona, imipramin,
femoxetina y clomipramina, o una sal farmacéuticamente aceptable de cualquiera
de estos compuestos.

2.3.En primera instancia, se debe advertir que las reivindicaciones se refieren al a un
uso y no a la composicion farmacoldgica o a un método de fabricacion mediante la
cual se obtenga un producto tangible y segun la legislacién, decisién 486 de la
Comunidad Andina de Naciones, Articulo 14.- “Los Paises Miembros otorgardn

patentes para las invenciones, sean de producto o de procedimiento (...)", los usos no estan
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contemplados como patentables; y, Articulo 20.- “No serdn patentables (...) d) los
métodos terapéuticos o quiriirgicos para el tratamiento humano o animal, asi como los
métodos de diagnéstico aplicados a los seres humanos o a animales”. Solo seran
patentables los productos o procedimientos. Por lo tanto a luz de la norma, la

presente no seria patentable.

2.4.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 DI1:US2002161016 publicada el 31 de octubre de 2002.

2.5.Ahora bien, el documento D1, particularmente en la reivindicaciones, revela un

método para tratar la eyaculacién prematura, que comprende la administracion a
un individuo masculino una cantidad terapéuticamente eficaz de un medicamento
antidepresivo seleccionado del grupo que consiste en antidepresivos triciclicos,
antidepresivos tetraciclicos, inhibidores de monoamina oxidasa, antidepresivos
azaspirona y antidepresivos atipicos no-SRI, donde dicha medicina antidepresiva es
seleccionada del grupo que consiste entre otras de amoxapina (clausula 25 de D1) y
donde el agente activo adicional es seleccionado entre otros de citalopram (cldusula
33 de D1) que es conocido como un poderoso antidepresivo inhibidor selectivo de
la recaptacion de serotonina (ISRS). Este documento D1, por lo tanto, revela con
anterioridad el uso de una combinacion de amoxapina y antidepresivo inhibidor

selectivo de la recaptacion de serotonina (ISRS) tal como el citalopram. Por lo
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tanto, dicho documento D1, afecta la novedad de la presente solicitud, puesto que

revela con anteridad la solucion de combinar un inhibidor de serotonina tal como

el citalopram y amoxapina.

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

colombiana 06021581 no puede pretender un monopolio por patente toda vez que

lo que pretende no cumple con los requisitos de novedad y de aplicacion industrial

necesarios para su proteccion.

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

2.7.1.

2.7.2.

CARECE DE NOVEDAD: Segun la decision 486 de la Comunidad Andina de

Naciones, Articulo 16.- “Una invencion 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 descripcion escrita u oral, utilizacion,
comercializacién o cualquier otro medio antes de la fecha de presentacion de la solicitud
de patente o, en su caso, de la prioridad reconocida.”. A la fecha de prioridad, 4 de
septiembre de 2003 ya era conocido, pues como se demostro, era parte del arte
anterior con base en el documento DI, el uso de amoxapina o de una sal
farmacéuticamente aceptable de la misma para la preparacion de una
composicion farmacéutica para ser usada en combinacion con un inhibidor de
la reabsorcion de serotonina o de cualquier otro compuesto que cause una
elevacién en el nivel de serotonina extracelular, sobre el cual busca proteccion
en el capitulo reivindicatorio.

CARENCIA DE APLICACION INDUSTRIAL La Decision 486 de la CAN

consagra en su articulo 14 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”. La presente solicitud carece de aplicacion Industrial ya que

como se demostré anteriormente, algunas clausulas reclaman el método
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terapéutico y estos no son aplicables industrialmente porque primero no se
obtiene un producto o proceso; y segundo no es reproducible o repetible a
escala industrial. Por lo tanto, el objeto de la presente invencion referido a los
usos y métodos terapéuticos, no cumplen con el requisito de la aplicacion
industrial.

2.8.  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 aplicacion
industrial.”. La solicitud pretendida no cumple con dos de los tres requisitos de
patentabilidad.

2.9. Por todo lo anterior, atentamente solicito a usted que se sirva declarar fundada
la presente oposicion y negar el registro Patente de invencion denominada
‘COMBINACION DE UN INHIBIDOR DE SEROTONINA Y
AMOXAPINA”, cuyo titular es H LUNDBECK A/S, solicitud Colombiana que
aparecio publicada en la Gaceta de la Propiedad Industrial N° 580.

3. PRUEBAS

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

como prueba en este asunto los siguientes:

e DI1:US2002161016 publicada el 31 de octubre de 2002.

4. FUNDAMENTO DE DERECHO
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Fundamento esta observacion en las normas legales siguientes:

4.1. Numeral 1 del articulo 586 del Codigo de Comercio.

4.2.  Articulo 42 de la Decision 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:

1. Poder para actuar en el presente.
Documento que acredita al representante legal de PROCAPS S.A.

Recibo de caja del respectivo pago de tasa.

Al

Copias de los documentos:

e DI1:US2002161016 publicada el 31 de octubre de 2002.
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6. NOTIFICACIONES

Para efectos de nonticaciones que por disposicion del articulo 50 del Decreto
01 de 1984 debe hacer «u Despacho, informo que mi representada y la suscrita
recibiremos notificaciones cr: ta Secretaria de su Despacho o en mis oficinas situadas

en la Carrera 13 Ne 110.95, O, 104 de ¢sta civdad de Bogota.

Senor Superintendeite,

‘Y N -0
b Ao ,‘5"‘\5—\@ e

R R

ELIANA ISAURA MOREN{ BOHOERQUEZ
C.C. 51’975.664 de Bogot:
T.P.A. 83823 del C.5. d> 1a .
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‘ PODER ESPECIAL

PROCAPS

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 actiia 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 MORENO BOHORQUEZ, abogada en ejercicio,
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. 06.021.581, titulada
“COMBINACION DE UN INHIBIDOR DE SEROTONINA Y
AMOXAPINA”, cuyo titular es H LUNDBECK A/S publicada en la gaceta
No. 580 del 28 de Septiembre de 2007.

Nuestro apoderado queda facultado, de manera expresa, para realizar todo tipo
de actos necesarios para llevar a cabo el traimite de la oposicion, incluyendo, sin
limitacién, preparar y presentar solicitudes, hacer declaraciones, pagar tasas,
contribuciones e impuestos, recabar los titulos o certificados. Asimismo quedan
autorizados para impugnar administrativa y judicialmente todo lo que fuere
resuelto en el 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

d o7.©

OCAPS S.A. )
WALTER TANAKA TATEKAWA
Q))( C.C. N°16.251.923 de Palmira
Representante Legal 4o

illa (Colombia) a los 6 dias del mes de Diciembre

2@@@@2@ C,Ao@
ELIANA ISAURA MORENO BOHORQUEZ .

C.C. 51’975.664 de Bogota
T.P.A. 83823 del C.S. de la J.

e
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CERTIFICADO DE EXISTENCIA Y REPRESENTACION LEGAL O DE INSCRIPCION DE

- DOCUMENTOS .
PROCAPS S.A. -~ - - - mmmm o m m o m m o m o s e e e e o m - — -
NIT: 890.106.527-5.

" EL SUSCRITO SECRETARIO DE LA CAMARA DE COMERCIO DE BARRANQUILLA, CON
¢ FUNDAMENTO EN LAS INSCRIPCIONES DEL REGISTRO MERCANTIL:

CERTTIUPFTICA

' Que por Escritura Piblica No. 1,190 del 22 de Julio de 1976,
~~ ' otorgada en 1la Notaria Tercera de Barranquilla, inscrito(as) en
- esta Camara 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 L IMITAD AN .~ — - — = — = m = m o m e e e o

CERTIVFICA

- Que por Escritura Pablica No. 1,307 del 28 de Junio de 1979,

- otorgada en la Notaria Tercera de Barranquilla, inscrito(as) en
~esta Camara de Comercio, el 23 de Julio de 1979 bajo el No. 10,039

- del libro respectivo, la sociedad antes mencionada-------------------- j
- se transformo en sociedad anonima bajo la denominacion social de |
; "PRODUCTORA DE CAPSULAS DE GELATINA S.A." PROCAPS S.A.".,--—---=—-—w-—- !

CERTTIVFICA

. Que por Escritura Pablica No. 3,810 del 31 de Dic/bre de 1980,
- otorgada en la Notaria Primera de Barrangquilla, inscrito(as) en
N esta Camara de Comercio, el 30 de Enero de 1981 bajo el No. 12,705
- del libro respectivo, la sociedad antes mencionada--------------------
se transformo en sociedad de responsabilidad limitada bajo al razon
- social de "PRODUCTORA DE CAPSULAS DE GELATINA LIMITADA "PROCAPS LI -
M I T AD AN | — - - o e ot o e m e e -

CERTIFTICA

100154505-C

' Que por Escritura Puiblica No. 3,755 del 10 de Nov/bre de 1983,

- otorgada en la Notaria Unica de Soledad, inscrito(as) en esta
Camara de Comercio, el 22 de Nov/bre de 1983 bajo el No. 17,922 del

- 1libro respectivo, la sociedad antes mencionada----------------~----=---

se transformo en sociedad anonima bajo 1la denominacion social de
"PRODUCTORA DE CAPSULAS DE GELATINA S.A. "PROCAPS S.A." ., ----------—~

CERTIFICA
Que por Escritura Pablica No. 3,615 del 06 de Dic/bre de 1996,

otorgada en la Notaria 2a. de Barranquilla, inscrito(as) en esta
Camara de Comercio, el 20 de Dic/bre de 1996 bajo el No. 67,218 del

c FESA S A NIT 8380 321 151-0  [TORMAS FRCENTFS
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. CERTIFICADO DE EXISTENCIA Y REPRESENTACION LEGAL O DE INSCRIPCION DE
! DOCUMENTOS.

PROCAPS S.A.-----—- - m - - - m - e mmm o - o oo o oS- - S C oo oo oo oo — o
. NIT: 890.106.527-5.

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

i

CERTIFICA

. DURACION: El1 término de duracidn de la sociedad se fijo 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
' ser utilizados como envases o recipientes de productos y sustancias
' quimicas, farmaceuticas vy 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 los
! procesos de fabricacion de sustancias quimicas, farmaceuticas,alimen
‘ticias y cosmeticas, asi como la comercializacion interna y externa
i de los productos terminados, d) La compra, venta, importacion, ex-
. portacion vy distribucion de toda clase de elementos instru-

N mentales y equipos medicos,quirurgicos,odontologicos,y hospitalarios

'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 o agente de personas naturales y juridicas, nacio-
| nacionales y extranjeras en la realizacion de operaciones o tran-

' sacciones relacionadas con la industria farmaceutica y en especial
'con cualquiera de las actividades descritas en los literales a),

b)), c¢). d) y e) antes descritos; g) Prestar los servicios de
- asesoria y consultoria en las areas administrativas, de mer-
' cadeo, analisis clinico, asistencia tecnica, investigacion, costos y
- produccion, exportaciones, importaciones, ventas, relacionadas con
l'iguales o similares actividades a las que constituyen el objeto de
PROCAPS S.A., asi como los de publicidad y promocion de productos
quimicos, cosmeticos y farmaceuticos para uso humano, animal o in-

dustrial; h)-Adquirir, operar, administrar vy explotar, a cualquier
titulo, empresa o establecimientos dedicados a la investigacion, de-
sarrollo, fabricacion o comercializacion de productos quimicos, far-
maceuticos, hospitalarios o cosmeticos. En desarrollo de su objeto
principal, la sociedad podra tomar interes social como accionista,
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en pesos colombianos a doscientos cincuenta mil dolares de los
Estados Unidos de 2America (US$250.000), 1liquidados a 1la tasa de

cambio representativa del mercado vigente el dia en que se surta |

la transacion o celebracion del acto. Las demas funciones que le
correspondan como Representante Legal por disposicion de la ley,

de estos estatutos o de la Junta Directiva. El Presidente tendra un ?

suplente, designado por la Junta Directiva, quien reemplazara al
Presidente en sus faltas temporales, absolutas o meramente acciden-
tales, con entidades facultades y sin que sea necesario para ello
acreditar la ausencia del principal. La sociedad tendra un Vicepre-

sidente designado por la Junta Directiva, quien tambien ejercera la
representacion legal de la sociedad, pudiendo ejercerla conjunta o |

separadamente con el Presidente. El1 vicepresidente tendra 1las
siguentes facultades entre otras. Ejecutar dentro de su competencia
las decisiones de 1la Asamblea General de Accionistas, de la Junta
Directiva y del Presidente. Ejercer 1la representacion legal de 1la
sociedad en todos 1los actos y contratos que se requieran para el
desarrollo del objeto social, de conformidad con lo previsto en las
leyes y en los presentes estatutos. Constituir apoderados judiciales
y extrajudiciales, vrecibir notificaciones, absolver interrogatorios
de parte, confesar obligaciones de la sociedad, transigir, desistir
y allanar a la sociedad en cualquier asunto judicial. Aprobar y
celebrar en nombre de la sociedad todo acto o contrato cuya cuantia

. sea 1igual o inferior al equivalente en pesos colombianos a ciento

cincuenta mil dolares de los Estados Unidos de America (US$150.000),
liquidados a la 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
i fijo de 1la sociedad, inclusive de mnaturaleza muebles, acciones,

i

cuotas o 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 1legal por disposicion de la ley, de estos estatutos
.0 de la Junta Directiva. El1 Vicepresidente tendra (1) suplente,

i
1

designado por la Junra Directiva, quien lo reemplazara conjunta o
separadamente en sus faltas temporales, absolutas o meramente

. accidentales, con 1identicas facultades y sin que sea necesario para

ello acreditar la ausencia del principal. La sociedad tendra un (1)
Gerente General, con su respectivo Suplente, designados por la Junta
Directiva. El1 Suplente reemplazara al Gerente General, en sus faltas
temporales, absolutas o meramente accidentales, quien junto con el
gerente general, 1llevaran la representacion legal de la sociedad,
con identicas facultades, pudiendolas ejercer conjunta o0 separada-
mente con el Pregidente vy Vicepresidente, con identicas facultades
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Minski Gontovnik Ruben CC.*x**x¥xx%x7 463,982
 Suplente del Presidente
; Minski Minski Abraham CC.***x*x*xkx*x%8(02,575
 Vicepresidente
* Minski Gontovnik Meyer CC.***%***%7 461,324

%Suplente del vicepresidente

Minski Gontovnik Jose CC.***xk*xx8 71 834

CERTIFICA

. Que segGn Acta No. 11 del 01 de Febrero de 2001 correspondiente a
'la Junta Directiva en Barranquilla, de 1la sociedad: PROCAPS S5.A.
cuya parte pertinente se inscribidé en esta Camara de Comercio, el
112 de Febrero de 2001 bajo el No. 91,273 del libro respectivo,
- fueron hechos los siguientes nombramientos:

Cargo/Nombre Identificacidn

%Gerente General.

Uribe Ochoa Guillermo Luis CC.****x*xx70,073,754

CERTIFICA

iQue segin 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 se inscribid en esta Camara de Comercio, el

09 de Sep/bre de 2004 bajo el No. 113,263 del libro respectivo,
fueron hechos los siguientes nombramientos:

Cargo/Nombre Identificacidn
Suplente del Gerente.
Tanaka Tatekawa Walter CC.**x*xxx76,251,923

CERTIVFICA

'Que seguin Acta No. 124 del 29 de Marzo de 1999 correspondiente a
'la Asamblea de Accionistas en Barranquilla, de la sociedad: PROCAPS
'S.A. cuya parte pertinente se inscribid en esta Camara de Comercio,
el 04 de Agosto de 1999 bajo el No. 82,226 del libro respectivo,
- fueron hechos los siguientes nombramientos:

Cargo/Nombre Identificacidn

"Revisor Fiscal Ppal.

Vargas Pertuz Ana Isabel CC.***x***32 696,645
CERTIFICA

Que segin Acta No. 127 del 22 de Marzo de 2000 correspondiente a
la Asamblea de Accionistas en Barrangquilla, de la sociedad: PROCAPS
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. compensacion de impuestos y recibir los pagos por devoluciones de
. impuestos, firmar, notificarse y realizar todo acto necesario para
- cumplir con el mandato encomendado.--------------------— - __

CERTIVFICA

- 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.1.786
del libro respectivo, consta que RUBEN MINSKI GONTOVNIK, C.C. No.
. 7.463.982 de Barranquilla, actuando como Presidente y Representante
- Legal de la 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 sociedad sus-
- criba todas declaraciones cambiarias a que este obligada PROCAPS
~S.A, en el giro normal de sus negocios y operaciones sociales.--

CERTTIUPFICA

. Que segun Documento Privado del 13 de diciembre 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.

1 982, 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.No0.72.176.874, para que en
. representacion de PROCAPS S.A., suscriba declaraciones, reportes y

l cualquier tipo de documentos relacionados con tramites o registros
- de Comercio Exterior ante el Ministerio de Comercio Exterior y/o
- cualquier entidad del Estado que haga sus veces. En consecuencia,
. el Sr. MARLON TATIS PAREDES, podra suscribir en representacion de
. PROCAPS S.A. declaraciones, reportes y cualquier tipo de documentos
- relacionados con tramites o registros de Comercio Exterior ante el
' Ministerio de Comercio Exterior y/o cualquier entidad del Estado
que haga SUS VeCeS. = ---—m- -

100154505-C

CERTIVFICA

i Que segun documento 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.

7.463.982 de Barranquilla, actuando como Presidente y Representante
Legal de 1la sociedad PROCAPS S.A, confiere poder esgspecial, amplio
y suficiente a ANTONIO VARELA DIAZ, C.C.N0.72.004.669 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 socia-
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AS-NEEDED ADMINISTRATION OF TRICYCLIC
AND OTHER NON-SRI ANTIDEPRESSANT DRUGS
TO TREAT PREMATURE EJACULATION

CROSS-REFERENCE TO RELATED
APPLICATIONS

[0001] ‘This application is a continuation-in-part of U.S.
patent application Ser. No. 09/721,412, filed Nov. 21, 2001,
the disclosure of which is hereby incorporated by reference.

TECHNICAL FIELD

[0002] This invention relates gencerally to methods and
pharmaceutical compositions for the treatment of premature
c¢jaculation. More particularly, the invention relates to the
use of tricyclic, tetracyclic, and other antidepressant drugs in
such methods and compositions.

BACKGROUND

[0003] Premature ejaculation is a debilitating yet common
sexual dysfunction, and has been estimated to affect at least
30 to 40 percent of men at some point in their lives
(Derogatis (1980) Med. Aspects Hum. Sexuality 14:1168-76;
Frank et al. (1978) New Engl. J. Med. 299:111-115; Schein
et al. (1988) Fam. Pract. Res. J. 7(3):122-134). The condi-
tion can lead to an inability to enter into or sustain relation-
ships, can cause psychological damage to sufferers, and can
also impair reproductive success.

[0004] The Diagnostics and Statistical Manual of Mental
Disorders (DSM-1V) (Washington, D.C.: American Psychi-
atric Association, 1994) delincates three criteria for a diag-
nosis of prematurc cjaculation: (1) “persistent or recurrent
ejaculation with minimal sexual stimulation before, on or
shortly after penetration and before the person wishes it,”
which is (2) associated with “marked distress or interper-
sonal difficulty,” and (3) not due exclusively to the “direct”
effects of a “substance” (with withdrawal from opioids cited
as an example). The disorder is usually primary, but can also
be secondary. “Primary” premature ejaculation refers to a
lifelong, typically congenital condition, while “secondary”
premature ecjaculation refers to a late onset condition,
acquired after a period of normal functioning. Sexual dys-
functions such as premature ejaculation may also be further
characterized as being generalized or limited to certain
situations, and with respect to degree or frequency of the
disturbance.

[0005] Premature ejaculation has historically been treated
by psychosexual counseling in combination with “behav-
ioral” therapies such as the so-called “pause” and “pause-
squeeze” techniques. See St. Lawrence et al. (1992), “Evalu-
ation and Treatment of Premature Ejaculation: A Critical
Review,”Int. J. Psychiatry in Medicine 22(1):77-97;
Semans, “Premature Ejaculation: A New Approach,”South-
ern Medical Journal 49:353-357, regarding the “pause”
technique; and Masters and Johnson, Human Sexual Inad-
equacy, Little, Brown & Company, Boston, Mass., 1970,
regarding the “pause-squeeze” technique. Any improvement
resulting from the aforementioned techniques is short-lived,
however, and the cooperation of a man’s sexual partner is
required. Typically, psychosexual counseling also requires
the cooperation of the partner. Furthermore, many men may
demand a quicker solution to the problem or are unwilling
to attend counscling sessions. In addition, psychosexual
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counscling requires specialized therapists who may not be
available to all patients, particularly in remote locations.
Finally, counseling benefits only a subset of patients, i.c.,
those for whom the condition is psychogenic. Psychological
therapies cannot alleviate premature ejaculation resulting
from non-psychological causes.

[0006] Topical anesthetic agents and intracavemosal injec-
tion of medicaments have also been employed to treat
patients suffering from premature ejaculation. However,
anesthetic agents are problematic insofar as they necessarily
decrease tissue sensitivity and thereby diminish sexual plea-
sure. Also, topical anesthetics can be transferred to sexual
partners and thereby decrease their sensitivity and pleasure
as well. Intracavernosal injection is associated with pain and
discomfort, and is not a preferred mode of drug administra-
tion. Various devices have also been proposed to delay
cjaculation; however, such devices can be awkward, incon-
venient and embarrassing to use.

[0007] Methods for treating premature ejaculation by sys-
temic administration of serotonin reuptake inhibitors (SRIs),
including selective serotonin reuptake inhibitors (SSRIs),
have been described (U.S. Pat. Nos. 4,507,323, 4,940,731,
5,151,448, and 5,276,042; PCT Publication No. W095/
13072). For example, administration of the antidepressant
fluoxetine (commercially available under the tradename
Prozac® from Eli Lilly & Company), an SSRI, has been
claimed to treat premature ejaculation; see U.S. Pat. No.
5,151,448. However, the administration of fluoxetine has
many undesired aspects. Patients with hepatic or renal
impairments may not be able o use fluoxetine due 1o its
metabolism in the liver and excretion via the kidney. Sys-
temic events during fluoxetine treatment involving the
lungs, kidneys or liver have occurred, and death has
occurred from overdoses. In addition, numerous side effects
are associated with oral fluoxetine administration include
hair loss, nausea, vomiting, dyspepsia, diarrhea, anorexia,
anxiety, nervousness, insomnia, drowsiness, fatigue, head-
ache, tremor, dizziness, convulsions, sweating, pruritis, and
skin rashes. Fluoxetine interacts with a range of drugs, often
by impairing their metabolism by the liver.

[0008] U.S. Pat. No. 4,940,731 describes the oral or
parenteral administration of another SSRI, sertraline (com-
mercially available under the tradename Zoloft® from
Pfizer), for treating premature ejaculation. It has been rec-
ognized that sertraline shares many of the same problems as
fluoxetine; see Martindale, The Extra Pharmacopoeia, 31st
cdition, at p. 333 (London: The Royal Pharmaccutical Soci-
ety, 1996). Sertraline is metabolized in the liver, and is
excreted in the urine and feces. Thus, patients with cirrhosis
must take lower doses, and caution must be exercised when
administering sertraline to patients with renal impairment.
Individuals taking monoamine oxidase inhibitors cannot
take sertraline due to the risk of toxicity. Side effects
resulting from oral sertraline administration include nausea,
diarrhea, dyspepsia, insomnia, somnolence, sweating, dry
mouth, tremor and mania. Rare instances of coma, convul-
sions, fecal incontinence and gynecomastia have occurred in
patients undergoing sertraline therapy.

[0009] U.S. Pat. No. 5,276,042 describes the administra-
tion of paroxetine (commercially available under the trade-
name Paxil® from SmithKline Beecham), an additional
SSRI, for the treatment of premature ejaculation. Paroxetine
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is predominantly cxcreted in the urine, and decreased doses
are recommended in patients with hepatic and renal impair-
ments. Like sertraline, paroxetine cannot be given to patients
undergoing treatment with a monoamine oxidase inhibitor.
Side effects from oral administration of paroxetine include
hyponatremia, asthenia, sweating, nausea, decreased appe-
tite, oropharynx disorder, somnolence, dizziness, insomnia,
tremor, anxiety, impaired micturition, weakness and pares-
thesia.

[0010] All of the known methods to treat premature ejacu-
lation are thus problematic in one or more respects. An ideal
method would not require ongoing (“chronic”) drug therapy
or use of active agents with numerous and/or serious side
effects. An ideal method would be useful in the treatment of
individuals with secondary, acquired premature ejaculation
as well as those suffering from a primary, lifelong condition.
The method would not involve application of anesthetic
agents, intracavemosal drug administration, or use of
devices, and would not require ongoing counseling sessions.

[0011] Thus there is a need for methods and dosage forms
for treating premature ejaculation that requires no special-
ized psychological therapy, can be used conveniently and
without embarrassment, and avoids the disadvantages asso-
ciated with prior therapeutic methods and dosage forms.

[0012] Accordingly, the present invention is addressed to
the limitations of the prior art, and provides a novel treat-
ment for individuals suffering from either primary or sec-
ondary premature cjaculation, wherein drug administration
may bc on an “as-nccded” basis rather than necessarily
involving chronic pharmacotherapy, and does not involve
usc of anesthetic agents, intracavemosal drug administra-
tion, or use of devices. To the best of applicants’ knowledge,
the present method of treating premature ejaculation is novel
and completely unsuggested by the prior art.

SUMMARY OF THE INVENTION

[0013] Itisa primary object of the invention to address the
above-described need in the art by providing a novel method
for the treatment of premature ejaculation by administering
an effective amount of an antidepressant drug selected from
tricyclic, tetracyclic, and other non-SRI antidepressant
agents to an individual in need of such therapy, on an
“as-needed” basis. That is, the method does not involve
chronic pharmacothcrapy; rather, administration is on an
“as-needed” basis, wherein “as-needed” administration
involves administration shortly before anticipated sexual
activity. The term “antidepressant agent” includes such
agents per se as well pharmaceutically acceptable, pharma-
cologically active salts, esters, amides, prodrugs, active
metabolites, conjugates, and other analogs thereof Admin-
istration of the drug may be carried out using any systemic
mode of administration.

[0014] It is another object of the invention to provide such
a method wherein the antidepressant drug is administered
orally.

[0015] It is another object of the invention to provide such
a method wherein the antidepressant drug is administered
parenterally, transdermally, sublingually, buccally, nasally,
transrectally, transurethrally, or via inhalation, or by other
routcs.

[0016] 1t is still another object of the invention to provide
such a method wherein the antidepressant drug is a tricyclic
antidepressant.
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[0017] It is still another object of the invention to provide
such a method wherein the antidepressant drug is a tetracy-
clic antidepressant.

[0018] It is still another object of the invention to provide
such a method wherein the antidepressant drug is a
monoamine oxidase inhibitor (MAOI).

[0019] It is still another object of the invention to provide
such a method wherein the antidepressant drug is a non-SR1
antidepressant drug not encompassed by the foregoing
groups.

[0020] It is another object of the invention to provide a
dosage form for delaying the onset of ejaculation in a male
individual, comprising a rapid-release formulation for sys-
temic absorption containing an active agent selected from
the group consisting of tricyclic, tetracyclic, and other
non-SRI antidepressants, in an amount effective to delay the
onset of ejaculation by the individual during sexual activity.

[0021] Additional objects, advantages and novel features
of the invention will be set forth in part in the description
which follows, and in part will become apparent 10 those
skilled in the art upon examination of the following, or may
be learned by practice of the invention.

[0022] In a first aspect of the invention, a method is
provided for the treatment of an individual prone to or
suffering from premature ejaculation, the method compris-
ing systemically administering to an individual in need of
such treatment a therapeutically effective amount of an
antidepressant drug selected from the group consisting ol
tricyclic antidepressants, tetracyclic antidepressants, aza-
spirone antidepressants, MAOIs, and other non-SRI antide-
pressants. In contrast to serotonin reuptake inhibitors such as
paroxetine, seriraline, and fluoxetine, the present agents do
not exhibit any significant side effects and do not require
chronic administration for effectiveness. By contrast, admin-
istration of the active agents disclosed herein is an *“as-
nccded” basis. By “as-nceded” dosing, also known as pro rc
nata dosing, is meant the administration of a single dose of
the active agent at some time prior to anticipated sexual
activity. Administration can be immediately prior to scxual
activity, or up to about 2 or 3 hours prior to anticipated
sexual activity. Drug delivery may be accomplished through
any mode of administration, including, but not limited to, the
oral route.

[0023] In a further aspect of the invention, pharmaceutical
formulations are provided for carrying out the method of the
invention. The pharmaceutical formulations comprise a
therapeutically effective amount of an active agent as pro-
vided herein, and a pharmacologically acceptable carrier or
vehicle. Other types of componcents may be incorporated
into the formulation as well, e.g., excipients, surfactants,
preservatives (e.g., antioxidants), stabilizers, chelating
agents, and the like, as will be appreciated by those skilled
in the art of pharmaceutical formulation preparation and
drug delivery. The pharmaceutical dosage form may be any
dosage form suitable for systemic absorption and may be,
but is not limited to, rapidly disintegrating tablets, effcrves-
cent tablets, sublingual tablets, buccal dosage forms, sub-
lingual sprays, gum formulations or inhalers. Preferably, the
dosage form is an immediate release oral formulation.

[0024] 1In another aspect of the invention, a packaged kit
is provided for a patient to use in the treatment of premature
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cjaculation. The kit includes a pharmaccutical formulation
of an antidepressant agent as provided herein, a container
housing the pharmaceutical formulation during storage and
prior to administration, and instructions, e.g., written
instructions on a package insert or label, for carrying out
drug administration in a manner effective to treat premature
ejaculation. The pharmaceutical formulation may be any
formulation described herein, €.g., an oral dosage form
containing a unit dosage of the active agent, the unit dosage
being a therapeutically eflective dosage for treatment of
premature ejaculation.

DETAILED DESCRIPTION OF THE
INVENTION

[0025] I. Definitions and Overview

[0026] Before describing the present invention in detail, it
is to be understood that this invention is not limited to
specific active agents, dosage forms, dosing regimens, or the
like, as such may vary. It is also to be understood that the
terminology used herein is for the purpose of describing
particular embodiments only, and is not intended to be
limiting.

[0027] 1t must be noted that as used in this specification
and the appended claims, the singular forms “a,”“an” and
“the” include plural referents unless the context clearly
dictates otherwise. Thus, for example, reference to “an
active agent” or “a pharmacologically active agent” includes
a single active agent as well a mixture or combination of two
or more different active agents, reference to “a carrier”
includes mixtures of two or more carriers as well as a single
carrier, and the like.

[0028] In describing and claiming the present invention,
the following terminology will be used in accordance with
the definitions set out below.

[0029] The terms *“active agent,”‘pharmacologically
active agent” and “drug” are used interchangeably herein to
refer to a chemical compound that induces a desired phar-
macological, physiological effect, i.e., in this case, treatment
of prematurce cjaculation. The primary active agents hercin
are antidepressant agents that do not act as serotonin
reuptake inhibitors, and are thus termed “non-SRI” antide-
pressants. The terms also encompass pharmaceutically
acceptable, pharmacologically active derivatives of those
active agents specifically mentioned herein, including, but
not limited to, salts, esters, amides, prodrugs, active metabo-
lites, conjugates, analogs, and the like. When the terms
*active agent,”*pharmacologically active agent” and “drug”
are used, then, or when an active agent such as a tricyclic or
tetracyclic antidepressant is specifically identified, it is to be
understood that applicants intend to include the active agent
per se as well as pharmaceutically acceptable, pharmaco-
logically active salts, esters, amides, prodrugs, metabolites,
conjugates, analogs, etc.

[0030] By “pharmaceutically acceptable,” such as in the
recitation of a “pharmaceutically acceptable carrier,” or a
“pharmaceutically acceptable acid addition salt,” is meant a
material that is not biologically or otherwise undesirable,
i.e., the material may be incorporated into a pharmaceutical
composition administered to a patient without causing any
undesirable biological effects or interacting in a deleterious
manner with any of the other components of the composition

Oct. 31, 2002

in which it is contained. “Pharmacologically active” (or
simply “active) as in a “pharmacologically active” deriva-
tive or metabolite, refers to a derivative or metabolite having
the same type of pharmacological activity as the parent
compound and approximately equivalent in degree. When
the term “pharmaceutically acceptable” is used to refer to a
derivative (e.g., a salt) of an active agent, it is to be
understood that the compound is pharmacologically active
as well, ie., therapeutically effective in the treatment of
premature ejaculation. “Carriers” or “vehicles™ as used
herein refer to conventional pharmaccutically acceptable
carrier materials suitable for drug administration, and
include any such materials known in the art that arc nontoxic
and do not interact with other components of a pharmaceu-

tical composition or drug delivery system in a deleterious
manner.

[0031] The terms “treating” and “treatment” as used
herein refer to the ability to increase an individual’s ejacu-
latory latency (i.c., delay cjaculation) during sexual activity,
particularly sexual intercourse, relative to that individual’s
ejaculatory latency in the absence of pharmacotherapy as
provided herein. Preferably, upon treatment according to the
present invention, an individual’s ejaculatory latency is
increased by at least a factor of two, more preferably a factor
of four and most preferably a factor of at least ten.

[0032] By an “cffective” amount or a “thcrapeutically
effective amount” of a drug or pharmacologically active
agent is meant a nontoxic but sufficient amount of the drug
or agent to provide the desired effect, i.e., of a drug or
pharmacologically active agent is meant a nontoxic but
sufficient amount of the drug or agent to provide the desired
effect, i.e., an increase in ejaculatory latency as explained
above. The amount that is “effective,” however, will vary
from subject to subject, depending on the age and general
condition of the individual, the particular active agent or
agents, and the like. Thus, it is not always possible to specity
an exact “effective amount.” However, an appropriate
“effective” amount in any individual casc may be deter-
mined by one of ordinary skill in the art using routine
experimentation.

[0033] By “as-needed” dosing, also referred to as “pro re
nata” dosing, “pm” dosing, and “on-demand” dosing or
administration, is meant the administration of an active
agent at a time just prior to the time at which drug efficacy
is wanted, e.g., just prior to anticipated sexual activity, and
within a time interval sufficient to provide for the desired
therapeutic cffect, i.c., canhancement in scxual desire and in
sexual responsiveness during sexual activity. “As-needed”
administration herein does not involve priming doses or
chronic administration, “chronic” meaning administration at
regular time intervals on an ongoing basis. As-needed
administration may involve administration immediately
prior to sexual activity, but will generally be about 0.25 to
3.5 hours, preferably about 0.5 to 3 hours, and most pref-
erably about 1 to 2.5 hours prior to anticipated scxual
activity. “As-needed” administration may or may not
involve administration of a sustained release formulation in
advance of anticipated sexual activity, with drug release
taking place throughout an extended drug delivery period
typically in the range of about 4 to 72 hours.

[0034] By the term “transdermal” drug delivery is meant
delivery by passage of a drug through the skin or mucosal
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tissuc and into the bloodstrcam. “Transdermal” delivery is
also intended to encompass passage through scrotal skin.

[0035] By “transmucosal” drug delivery is meant admin-
istration of a drug to the mucosal surface of an individual so
that the drug passes through the mucosal tissue and into the
individual’s blood stream. Transmucosal drug delivery may
be “buccal” or “transbuccal,” referring to delivery of a drug
by passage through an individual’s buccal mucosa and into
the bloodstream. Another form of transmucosal drug deliv-
ery hercin is “sublingual” drug delivery, which refers to
delivery of a drug by passage of a drug through an indi-
vidual’s sublingual mucosa and into the bloodstrcam. An
additional form of transmucosal drug delivery herein is
“rectal” or “transrectal” drug delivery, referring to delivery
of a drug by passage of a drug through an individual’s rectal
mucosa and into the bloodstream. Another form of trans-
mucosal drug delivery is “urethral” or “transurethral” deliv-
ery, referring to delivery of the drug into the urethra such
that the drug contacts and passes through the wall of the
urcthra.

[0036] *Rapidly disintegrating” as in a “rapidly disinte-
grating tablet” as used herein refers to a tablet that dissolves
or disperses in manncr that allows for the absorption of the
active agent such that “as-needed” administration of the
active agent is possible. Thus, many rapidly disintegrating
tablets often, but not necessarily, include a disintegrant in the
tablet formulation or are otherwise specially designed to
quickly disintegrate upon administration.

[0037] In order to carry out the method of the invention,
a selected non-SRI antidepressant drug is administered to a
male individual suffering from or prone to premature ejacu-
lation, either chronic, lifelong (“primary”) premature ejacu-
lation or acquired (“secondary”) premature ejaculation. The
active agent may be administered orally, transmucosally
(including buccally, sublingually, transurethrally, and rec-
tally), transdermally, by inhalation, or using any other route
of administration. Oral administration, because of its con-
venience, is preferred for those active agents that have
sufficient oral bioavailability.

[0038]

[0039] The active agent administered using the method of
the invention is a non-SRI antidepressant drug. The drug
may be a tricyclic antidepressant, a tetracyclic antidepres-
sant, an MAO inhibitor, an azaspirone antidepressant, or a
non-SRI antidepressant not encompassed by the aforemen-
tioned groups. Any non-SRI antidepressant drug may be
used so long as the drug is effective in delaying the onset of
ejaculation.

II. Active Agents

[0040] Tricyclic antidepressants are conventionally iden-
tificd by their characteristic “tricyclic,” ¢.g., iminodibenzyl,
dibenzyocycloheptadiene, and  dibenzyloxepinylidene,
cores. Tetracyclic antidepressants generally have a similar
tricyclic core wherein two central carbons are connected
through a lower alkylene bridge, thereby forming a fourth
ring. Examples of tricyclic and tetracyclic antidepressants
include, without limitation, amitryptiline, amoxapine,
butriptyline, clomipramine, demexiptiline, desipramine,
dibenzepin, dimetacrine, dothiepin, doxepin, imipramine,
iprindole, lofepramine, maprotiline, melitracen, metap-
ramine, mianserin, mirtazapine, nortryptiline, propizepine,
protriptyline, quinupramine, setiptiline, tianeptine, trimi-
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praminc, and pharmacologically acceptablc salts thercof.
Clomipramine(3-chloro-10,11-dihydro-N,N-dimethyl-5H-
dibenz[b,fJazepine-5-propanamine) and its pharmacologi-
cally acceptable acid addition salts thereof, e.g., clomi-
pramine hydrochloride, are particularly preferred herein.

N
“ CH
Vd X}
N
\
CH;
CLOMIPRAMINE

[0041] Monoamine oxidase inhibitors represent another
class of antidepressant drugs suitable for use in accordance
with the present invention. Representative monoamine oxi-
dase inhibitors include amiflamine, brofaromine, clorgyline,
a-ethyltryptamine, iproclozide, iproniazid, isocarboxazid,
mebanazine, moclobemide, nialamide, pargyline,
phenelzine, pheniprazine, pirlindole, safrazine, selegiline,
toloxatone, tranylcypromine, and pharmacologically accept-
able salts thereof.

[0042] Another class of suitable antidepressant drugs for
use in conjunction with the present method are the aza-
spironcs, including, without limitation, buspirone, gepirone,
ipsapirone, tandospirone, tiaspirone, and pharmacologically
acceptable salts thereof.

[0043] Other, “atypical,” non-SRI antidepressants suitable
for use herein include, by way of example, example, ameser-
gide, amineptine, benactyzine, bupropion, fezolamine, levo-
protiline, medifoxamine, mianserin, minaprine, oxaflozane,
oxitriptan, rolipram, teniloxazine, tofenacin, trazadone,
tryptophan, viloxazine, and pharmacologically acceptable
salts thereof.

[0044] Asingle antidepressant agent may be administered,
or a combination of antidepressants agents may be admin-
istered, in either a single formulation, or in separate formu-
lations, and in the latter case, either simultaneously or
sequentially. Additionally, one or more additional active
agents can be administered with the antidepressant agent,
cither simultancously or scquentially. The additional active
agent will generally although not necessarily be one that is
effective in treating premature ejaculation, and/or an agent
that potentiates the effect of the antidepressant agent. Such
agents include, for example, phosphodiesicrase inhibilors,
including Type 11l phosphodiesterase inhibitors (¢.g., bipy-
ridines such as milrinone, amrinone and olprinone; imida-
zolones such as piroximone and enoximone; imidazolines
such as imazodan and 5-methyl-imazodan; imidazo-qui-
noxalines; and dihydropyridazinones such as indolidan and
LY181512 (5+6-0x0-1,4,5,6-tetrahydro-pyridazin-3-yl)-1,
3-dihydro-indol-2-one); dihydroquinolinone compounds
such as cilostamide, cilostazol, and vesnarinone), Type TV
phosphodiesterase inhibitors (e.g., quinazolinediones such
as nitraquazone and nitraquazone analogs; xanthine deriva-
tives such as denbufylline and arofylline; tetrahydropyrimi-
dones such as atizoram; and oxime carbamates such as
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filaminast), and Type V phosphodicsterase inhibitors (c.g.,
sildenafil, zaprinast, dipyridamole, and the compounds
described in WO 01/19802 to Aoyama, particularly (S)-2-
(2-hydroxymethyl-1-pyrrolidinyl)-4-(3-chloro-4-methoxy-
benzylamino)-5{N-(2-pyrimidinylmethyl)carbamoy!pyri-
midine, 2-(5,6,7,8-tetrahydro- 1, 7-naphthyridin-7-y1)-4-(3-
chloro-4-methoxybenzylamino)-5-[N-(2-
morpholinoethyl)carbamoyi]-pyrimidine, and (S)-2-(2-
hydroxymethyl-1-pyrrolidinyl)-4-(3-chloro-4-methoxy-
benzylamino)-5{N-(1,3,5-trimethyl-4-
pyrazolyl)carbamoyl]-pyrimidine), and nonspecific
phosphodiesterase inhibitors such as theophylline, theobro-
minc, JBMX, pentoxifylline and papaverine.

{0045] Other additional active agents that may be co-
administcred with the antidepressant agent include vasoac-
tive agents such as: nitrates and like compounds such as
nitroglycerin, isosorbide dinitrate, erythrity! tetranitrate,
amyl nitrate, sodium nitroprusside, molsidomine, linsidom-
ine chlorhydrate (“SIN-17), S-nitroso-N-acetyl-d,1-penicil-
lamine (*SNAP”), S-nitroso-N-cysteine and S-nitroso-N-
glutathione  (“SNO-GLU™) and diazenium diolates
(“NONOates™); long and short acting a-blockers such as
phenoxybenzamine, dibenamine, doxazosin, terazosin,
phentolamine, tolazoline, prazosin, trimazosin, alfuzosin,
tamsulosin and indoramin; ergot alkaloids such as ergota-
mine and ergotamine analogs, e.g., acelergamine, brazer-
goline, bromerguride, ciancrgoline, delorgotrile, disulergine,
ergonovine maleate, ergotamine tartrate, etisulergine, lergot-
rile, lysergide, mesulergine, metergoline, metergotamine,
nicergoline, pergolide, propisergide, proterguride and tergu-
ride; antihypertensive agents such as diazoxide, hydralazine
and minoxidil; vasodilators such as nimodepine, pinacidil,
cyclandelate, dipyridamole and isoxsuprine; chlorprom-
azine; haloperidol; yohimbine; Recl15/2739; trazodone;
naturally occurring prostaglandins such as PGE, PGE,,
PGA,, PGB,, PGF,,, 19-hydroxy-PGA,, 19-hydroxy-
PGB,, PGE., PGA,, PGB.,, 19-hydroxy-PGA,, 19-hydroxy-
PGB,, PGE,, PGF,_; semisynthetic or synthetic derivatives
of natural  prostaglandins, including carboprost
tromethamine, dinoprost tromethamine, dinoprostone, lipo-
prost, gemeprost, metenoprost, sulprostone and tiaprost; and
vasoactive intestinal peptide.

[0046] Still other additional active agents that may be
co-administered with the non-SRI antidepressant drug
include: adrenergic agonists including methoxamine, meth-
pentermine, metaraminol, mitodrine, clonidine, apracloni-
dine, guanfacine, guanabenz, methyldopa, amphetamine,
methamphetamine, epinephrine, norepinephrine, ethylnore-
pinephrine, phenylephrine, ephedrine, pseudoephedrine,
methylphenidate, pemoline, naphazoline, tetrahydrozoline,
oxymetazoline, xylometazoline, phenylpropanolamine, phe-
nylethylamine, dopamine, dobutamine, colterol, isoproter-
cnol, isotharinc, mectaprotercnol, terbutaline, metaraminol,
tyramine, hydroxyamphetamine, ritodrine, prenalterol,
albuterol, isoetharine, pirbuterol, bitolterol, fenoterol, for-
moterol, procaterol, salmeterol, mephenterine and propyl-
hexedrine; adrenergic antagonists including phenoxyben-
zamine, phentolamine, tolazoline, prazosin, terazosin,
doxazosin, trimazosin, yohimbine, ergot alkaloids, labetalol,
ketanserin, urapidil, alifuzosin, bunazosin, tamsulosin, chlo-
rpromazine, haloperidol, phenothiazines, butyrophenones,
propranolol, nadolol, timolol, pindolol, metoprolol, atenolol,
esmolol, acebutolol, bopindolol, carteolol, oxprenolol, pen-
butolol, carvedilol, medroxalol, naftopidil, bucindolol,
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levobunolol, metipranolol, bisoprolol, ncbivolol, betaxolol,
carteolol, celiprolol, sotalol, propafenone and indoramin;
adrenergic neurone blockers including bethanidine, debriso-
quine, guabenxan, guanadrel, guanazodine, guanetbidine,
guanoclor and guanoxan; benzodiazepines including alpra-
zolam, brotizolam, chlordiazepoxide, clobazepam, clon-
azepam, clorazepate, demoxcpam, diazcpam, cstazolam
flurazepam, halazepam, lorazepam, midazolam, nitrazepam,
nordazapam, oxazepam, prazepam, quazepam, lemazepam
and triazolam; selective serotonin reuptake inhibitors (using
a reduced dose) such as cianopramine, citalopram, femox-
etine, fluoxetine, fluvoxamine, ifoxetine, milnacipran,
nomifensine, oxaprotiline, paroxetine, sertraline, sibutra-
mine, venlafaxine, viqualine, and zimeldine; and other
active agents such as clovoxamine, etoperidone, nefaz-
odone, and opipramol.

3

[0047] Any of the active agents may be administered in
the form of a salt, ester, amide, prodrug, active metabolite,
conjugate, derivative, or the like, provided that the salt, ester,
amide, prodrug, metabolite, conjugate or other derivative is
suitable pharmacologically, i.c., effective in the present
method. Salts, esters, amides, prodrugs, conjugates and
other derivatives of the active agents may be prepared using
standard procedures known to those skilled in the art of
synthetic organic chemistry and described, for example, by
J. March, Advanced Organic Chemistry: Reactions, Mecha-
nisms and Structure, 4th Ed. (New York: Wiley-Interscience,
1992). For example, acid addition salts may be prepared
from a free base (e.g., a compound containing a primary
amino group) using conventional methodology involving
reaction of the free base with an acid. Suitable acids for
preparing acid addition salts include both organic acids, e.g.,
acetic acid, propionic acid, glycolic acid, pyruvic acid,
oxalic acid, malic acid, malonic acid, succinic acid, maleic
acid, fumaric acid, tartaric acid, citric acid, benzoic acid,
cinnamic acid, mandelic acid, methanesulfonic acid, ethane-
sulfonic acid, p-toluenesulfonic acid, salicylic acid, and the
like, as wcll as inorganic acids, ¢.g., hydrochloric acid,
hydrobromic acid, sulfuric acid, nitric acid, phosphoric acid,
and the like. An acid addition salt may be reconverted to the
free base by treatment with a suitable base. Conversely,
preparation of basic salts of any acidic moieties that may be
present may be carried out in a similar manner using a
pharmaceutically acceptable base such as sodium hydroxide,
potassium hydroxide, ammonium hydroxide, calcium
hydroxide, trimethylamine, or the like. Preparation of esters
involves reaction of a hydroxyl group with an esterification
reagent such as an acid chloride, or esterification of a free
carboxylic acid group. Amides may be prepared from esters,
using suitable amine reactants, or they may be prepared from
an anhydride or an acid chloride by reaction with ammonia
or a lower alkyl amine. Prodrugs, conjugates, and active
metabolites may also be prepared using techniques known to
those skilled in the art or described in the pertinent literature.
Prodrugs and conjugatcs arc typically prepared by covalent
attachment of a moiety that results in a compound that is
therapeutically inactive until modified by an individual’s
metabolic system.

[0048] In addition, many of the active agents contain
chiral centers and can thus be in the form of a single isomer
or a racemic mixture of isomers. Chiral active agents may be
in isomerically pure form, or they may be administered as a
racemic mixture of isomers.
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[0049] Other derivatives and analogs of the active agents
may be prepared using standard techniques known to those
skilled in the art of synthetic organic chemistry, or may be
deduced by reference to the pertinent literature.

[0050] 11I.
Forms

Pharmaceutical Compositions and Dosage

[0051] The compounds of the invention may be adminis-
tered orally, parenterally, rectally, buccally, sublingually,
nasally, by inhalation, topically, transdermally, or via an
implanted reservoir in dosage forms containing conven-
tional non-toxic pharmaceutically acceptable carriers and
cxcipients. The term “parenteral” as used herein is intended
to include subcutancous, intravenous, and intramuscular
injection. The amount of the compound administered will, of
course, be dependent on the particular active agent, the
condition or disorder being treated, the severity of the
condition or disorder, the subject’s weight, the mode of
administration and other pertinent factors known to the
prescribing physician. Generally, however, dosage will be in
the range of approximately 0.001 mg/kg/day to 100 mg/kg/
day, more preferably in the range of about 0.1 mg/kg/day to
10 mg/kg/day.

[0052] Suitable compositions and dosage forms include
tablets, capsules, caplets, gel caps, troches, dispersions,
suspensions, solutions, syrups, transdermal patches, gels,
powders, magmas, lozenges, creams, pastes, plasters,
lotions, discs, suppositories, liquid sprays for nasal or oral
administration, dry powder or aerosolized formulations for
inhalation, and the like.

[0053] Oral dosage forms are preferred for those thera-
peutic agents that are orally active, and include tablets,
capsules, caplets, solutions, suspensions and/or syrups, and
may also comprisc a plurality of granules, beads, powders or
pellets that may or may not be encapsulated. Such dosage
forms are prepared using conventional methods known to
those in the field of pharmaceutical formulation and
described in the pertinent texts, ¢.g., in Remington: The
Science and Practice of Pharmacy, 20™ Edition, Gennaro, A.
R., Ed. (Lippincott, Williams and Wilkins, 2000). Tablets
and capsules represent the most convenient oral dosage
forms, in which case solid pharmaceutical carriers are
cmployed.

[0054] Depending on the intended mode of administration,
the pharmaceutical formulation may be a solid, semi-solid or
liquid, such as, for example, a tablet, a capsule, caplets, a
liquid, a suspension, an emulsion, a suppository, granules,
pellets, beads, a powder, or the like, preferably in unit
dosage form suitable for single administration of a precise
dosage. Suitable pharmaceutical compositions and dosage
forms may be prepared using conventional methods known
to those in the field of pharmaceutical formulation and
described in the pertinent texts and literature, e.g., in Rem-
ington: The Science and Practice of Pharmacy, 19" Ed.
(Easton, Pa.: Mack Publishing Co., 1995).

[0055] Tablets may be manufactured using standard tablet
processing procedures and equipment. Direct compression
and granulation techniques are preferred. In addition to the
active agent, tablets will generally contain inactive, phar-
maccutically acceptable carrier materials such as binders,
lubricants, disintegrants, fillers, stabilizers, surfactants, col-
oring agents, and the like. Binders are used to impart
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cohesive qualitics to a tablet, and thus cnsure that the tablet
remains intact. Suitable binder materials include, but are not
limited to, starch (including corn starch and pregelatinized
starch), gelatin, sugars (including sucrose, glucose, dextrose
and lactose), polyethylene glycol, waxes, and natural and
synthetic gums, e.g., acacia sodium alginate, polyvinylpyr-
rolidone, cellulosic polymers (including hydroxypropyl cel-
lulose, hydroxypropyl methylecllulose, methyl ccllulosc,
microcrystalline cellulose, ethyl cellulose, hydroxyethyl ccl-
lulose, and the like), and Veegum. Lubricants are used to
facilitate tablet manufacture, promoting powder flow and
preventing particle capping (i.e., particle breakage) when
pressure is relieved. Useful lubricants are magnesium stear-
ate, calcium stearate, and stearic acid. Disintegrants are used
to facilitate disintegration of the tablet, and are generally
starches, clays, celluloses, algins, gums, or crosslinked
polymers. Fillers include, for example, materials such as
silicon dioxide, titanium dioxide, alumina, talc, kaolin,
powdered cellulose, and microcrystalline cellulose, as well
as soluble materials such as mannitol, urea, sucrose, lactose,
dextrosc, sodium chloride, and sorbitol. Stabilizers, as well
known in the art, are used to inhibit or retard drug decom-
position reactions that include, by way of example, oxidative
reactions.

[0056] Capsules are also preferred oral dosage forms, in
which case the active agent-containing composition may be
encapsulated in the form of a liquid or solid (including
particulates such as granules, beads, powders or pellets).
Suitable capsules may be either hard or soft, and are
generally made of gelatin, starch, or a cellulosic material,
with gelatin capsules preferred. Two-piece hard gelatin
capsules are preferably scaled, such as with gelatin bands or
the like. See, for example, Remington: The Science and
Practice of Pharmacy, Nineteenth Edition. (1995) cited
supra, which describes materials and methods for preparing
encapsulated pharmaceuticals.

[0057] Preferred oral dosage forms arc rapid-rclcase for-
mulations, and are therefore effective to provide rapid and
systemic absorption of the active agent. Although the time
necessary for systemic absorption will depend on the par-
ticular dosage form used, it is preferred that the formulation
and dosage form provide systemically effective levels of and
the desired biological response to the active agent less than
3.5, preferably less than 3, more preferably less than 2.5, still
more preferably less than 2.0, and ideally less than 1.5 hours
following administration. It is particularly preferred that the
formulation and dosage form provide systemically effective
levels of the drug and the desired biological response less
than 1.0 hour following administration with less than 0.5
hours being most preferred.

[0058] Prcparations according to this invention for
parenteral administration include sterile nonagueous solu-
tions, suspensions, and emulsions. Examples of nonaqueous
solvents or vehicles are propylene glycol, polyethylene
glycol, vegetable oils, such as olive oil and corn oil, gelatin,
and injectable organic esters such as ethyl oleate. Parenteral
formulations may also contain adjuvants such as preserving,
wetting, emulsifying, and dispersing agents. The formula-
tions are rendered sterile by incorporation of a sterilizing
agent, filtration through a bacteria-retaining filter, irradia-
tion, or heat. They can also be manufactured using a sterile
injectable medium.
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[0059] Thc active agent may also be administered through
the skin or mucosal tissue using conventional transdermal
drug delivery systems, wherein the active agent is contained
within a laminated structure that serves as a drug delivery
device to be affixed to the skin. In such a structure, the drug
composition is contained in a layer, or “reservoir,” under-
lying an upper backing layer. The laminated structure may
contain a single reservoir, or it may contain multiple reser-
voirs. In one embodiment, the reservoir comprises a poly-
meric matrix of a pharmaceutically acceptable contact adhe-
sive material that serves to affix the system to the skin during
drug delivery. Alternatively, the drug-containing reservoir
and skin contact adhesive are present as separate and distinet
layers, with the adhesive underlying the reservoir which, in
this case, may be either a polymeric matrix as described
above, or it may be a liquid or hydrogel reservoir, or may
take some other form. Transdermal drug delivery systems
may in addition contain a skin permeation enhancer.

[0060] Other modes of administration are suitable as well,
with, again, rapid release formulations particularly pre-
ferred.

[0061] For example, transmucosal administration may be
advantageously employed. Iransmucosal administration is
carried out using any type of formulation or dosage unit
suitable for application to mucosal tissue. For example, the
selected active agent may be administered to the buccal
mucosa in an adhesive tablet or patch, sublingually admin-
istered by placing a solid dosage form under the tongue,
administered nasally as droplets or a nasal spray, adminis-
tered by inhalation of an aerosol formulation, a non-aerosol
liquid formulation, or a dry powder, placed within or near
the rectum (“transrectal” formulations), or administered to
the urethra as a suppository, ointment, or the like.

[0062] Preferred buccal dosage forms will typically com-
prise a therapeutically effective amount of the selected
active agent and a bioerodible, hydrolyzable, polymeric
carrier that may also serve to adhere the dosage form to the
buccal mucosa. The buccal dosage unit is fabricated so as to
crodc fairly quickly, so as to provide for rapid releasc of the
active agent, in turn enabling as-needed administration. The
time period is preferably in the range of approximately 0.25
hours to 3.5 hours, preferably about 0.5 to 3 hours, more
preferably about 1.0 to 2.5 hours. Buccal drug delivery, as
will be appreciated by those skilled in the art, avoids the
disadvantages encountered with oral drug administration,
¢.g., slow absorption, degradation of the active agent by
fluids present in the gastrointestinal tract and/or first-pass
inactivation in the liver. The dosage unit will generally
contain from approximately 1.0 wt. % to about 60 wt. %
active agent, preferably on the order of 1 wt. % to about 30
wt. % active agent. With regard to the biocrodible (hydro-
lyzable) polymeric carrier, it will be appreciated that virtu-
ally any such carrier can be used, so long as the desired drug
release profile is not compromised, and the carrier is com-
patible with the active agent to be administered and any
other components of the buccal dosage unit. Generally, the
polymeric carrier comprises a hydrophilic (water-soluble
and water-swellable) polymer that adheres to the wet surface
of the buccal mucosa. Examples of polymeric carriers useful
herein include acrylic acid polymers and co, e.g., those
known as “carbomers” (Carbopol®, which may be obtained
from B. F. Goodrich, is one such polymer).
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[0063] Preferred sublingual dosage forms include sublin-
gual tablets, creams, ointments and pastes. The tablet,
cream, ointment or paste for sublingual delivery comprises
a therapeutically effective amount of the selected active
agent and one or more conventional nontoxic carriers suit-
able for sublingual drug administration. The sublingual
dosage forms of the present invention can be manufactured
using conventional processes. The sublingual dosage unit is
fabricated to disintegrate rapidly. The time period for com-
plete disintegration of the dosage unit is typically in the
range of from about 10 seconds to about 30 minutes, and
optimally is less than 5 minutes. In addition to the active
agent, other components may also be incorporated into the
sublingual dosage forms described hercin. The additional
components include, but are not limited to binders, disinte-
grants, wetting agents, lubricants, and the like. Examples of
binders that may be used include water, ethanol, polyvi-
nylpyrrolidone, starch solution gelatin solution, and the like.
Suitable disintegrants include dry starch, calcium carbonate,
polyoxyethylene sorbitan fatty acid esters, sodium lauryl
sulfate, stearic monoglyceride, lactose, and the like. Wetting
agents, il used, include glycerin, starches, and the like.

[0064] In addition to sublingual tablets, other rapidly
disintegrating tablets are preferred. Examples of such tablets
are well known in the art. Another preferred rapidly disin-
tegrating tablet includes effervescent tablets. Effervescent
tablets are described in Remington, supra, and examples may
be found in the literature, and in, for example, U.S. Pat. No.
5,211,957 to Hagemann et al. Generally, effervescent tablets
contain the active agent in combination with additives such
as sodium bicarbonate and an organic acid, e.g., tartaric acid
or citric acid. In the presence of water, these additives react
to liberate carbon dioxide thereby facilitating the disinte-
gration of the tablet. Once the tablet is substantially disin-
tegrated, an individual swallows the resultant solution
thereby providing systemic adsorption of the active agent.

[0065] Another version of a rapidly disintegrating tablet
includes “open matrix network” tablets. These tablets can
disintegrate within scconds, i.c., within five to ten scconds,
after being placed on the tongue of an individual. The
contents of the tablet can then be swallowed with or without
water. An example of such a tablet is found in U.S. Pat. No.
4,371,516 1o Gregory et al. As described therein, the carrier
provides a low-density network, €.g., about 10 to about 200
mg/cm?, of water-soluble or water-dispersible material. The
tablet is produced by subliming a solution containing both
the drug and carrier that is subsequently directed to a mold
having tablet-shaped depressions. The carricr may be any
suitable material, but is preferably gelatin, with partially
hydrolyzed gelatin most preferred.

[0066] Another example of a rapidly disintegrating tablet
is described in U.S. Pat. No. 5,466,464 to Masaki ct al. As
described therein, an agar solution is prepared using con-
ventional techniques, such as adding agar powder to water
followed by gentle heating. Lactose and/or mannitol along
with the active agent are added to the agar solution and
mixed until uniform. Excipients, e.g., sweeteners, preserva-
tives, and so forth, are also added. Thercafter, aliquots of the
mixture are placed in individual molds corresponding to the
desired shape of the dosage form. Upon cooling, the mixture
solidifies into a “jelly form,” which is then dried using
conventional techniques, e.g., by reducing the pressure to
vacuum-like conditions or aerating, thereby forming a rap-
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idly disintcgrating tablct. These and other rapidly disinte-
grating tablets are available using technology available from
Yamanouchi Pharma Technologies, Inc. (Palo Alto, Calif.),
somc dosage forms of which are marketed under the
WOWTAB® trademark.

[0067] In addition to sublingual tablets, other rapidly
disintegrating tablets may also be used. For example, other
suitable rapidly disintegrating tablets are effervescent tab-
lets. Effervescent tablets are described in Remington, supra,
and examples may be found in the literature, and in, for
example, U.S. Pat. No. 5,211,957 to Hagemann et al. Gen-
crally, effervescent tablets contain the active agent in com-
bination with additives such as sodium bicarbonate and an
organic acid, e.g., tartaric acid or citric acid. In the presence
of water, these additives react to liberate carbon dioxide
thereby facilitating the disintegration of the tablet. Once the
tablet is substantially disintegrated, an individual swallows
the resultant solution thereby providing systemic adsorption
of the active agent.

[0068] Another version of a rapidly disintegrating tablet is
an “open matrix network” tablet. These tablets can disinte-
grate within seconds, i.e., within five to ten seconds, after
being placed on the tongue. The contents of the tablet can
then be swallowed with or without water. One such tablet is
described in U.S. Pat. No. 4,371,516 to Gregory et al. As
indicated therein, the carricr provides a low-density net-
work, ¢.g., about 10 to about 200 mg/cm®, of a water-soluble
or water-dispersible material. The tablet is produced by
subliming a solution containing both the drug and carrier
that is subsequently directed to a mold having tablet-shaped
depressions. The carrier may be any suitable material, but is
preferably gelatin, with partially hydrolyzed gelatin most
preferred.

[0069] Another example of a rapidly disintegrating tablet
is described in U.S. Pat. No. 5,466,464 to Masaki et al.,
which describes preparation of an agar solution using con-
ventional techniques, such as adding agar powder to water
followed by gentle heating. Lactose and/or mannitol along
with the active agent are added to the agar solution and
mixed until uniform. Excipients, e.g., sweeteners, preserva-
tives, and so forth, are also added. Thereafter, aliquots of the
mixture are placed in individual molds corresponding to the
desired shape of the dosage form. Upon cooling, the mixture
solidifies into a “jelly form,” which is then dried using
conventional techniques, ¢.g., by reducing the pressure to
vacuum-like conditions or aerating, thereby forming a rap-
idly disintcgrating tablct. These and other rapidly disinte-
grating tablets are available using technology available from
Yamanouchi Pharma Technologies, Inc. (Palo Alto, Calif.),
some dosage forms of which are marketed under the
WOWTAB® name.

{0070] 1n addition, the active agent may be administered
via a chewing gum formulation. Gum formulations contain-
ing a pharmacologically active agent and techniques for
preparing such formulations are well known in the art. For
example, a gum base (available commercially from, for
example, Cafosa, Inc., Calabria, Spain) is rolled in a suitable
roller at about 10 to 85° C. for about three minutes. There-
after, all components except for the active agent, e.g.,
plasticizers, sugars, sweeteners, fillers, polymers and waxes,
are added sequentially and rolled until a homogenous mate-
rial is obtained. Then, active agent is added and rolled until
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the entirc material is homogenous. Once homogenous, the
material is removed from the roll, cooled to room tempera-
ture and processed into the desired gum shape, e.g., cubes or
sticks.

[0071] For transurcthral administration, the formulation
comprises a urethral dosage form containing the active agent
and one or more selected carriers or excipients, such as
water, silicone, waxes, petroleum jelly, polyethylene glycol
(“PEG”), propylene glycol (“PG™), liposomes, sugars such
as mannitol and lactose, and/or a variety of other materials,
with polyethylene glycol and derivatives thereof particularly
preferred. Transurethral drug administration, as explained in
U.S. Pat. Nos. 5,242,391, 5,474,535, 5,686,093 and 5,773,
020 to Place et al., can be carried out in a number of different
ways using a variety of urethral dosage forms. For example,
the drug can be introduced into the urethra from a flexible
tube, squeeze bottle, pump or acrosol spray. The drug may
also be contained in coatings, pellets or suppositories that
are absorbed, melted or bioeroded in the urethra. In certain
embodiments, the drug is included in a coating on the
exterior surface of a penile insert. A preferred drug delivery
device for administering a drug transurcthrally is described
and illustrated in the aforementioned U.S. patents to Place et
al.

[0072] Preferred transrectal dosage forms include rectal
suppositorics, crcams, ointments, and liquid formulations
(enemas). The suppository, cream, ointment or liquid for-
mulation for transrectal delivery comprises a therapeutically
effective amount of the selected active agent and one or
more conventional nontoxic carriers suitable for transrectal
drug administration. The transrectal dosage forms of the
present invention can be manufactured using conventional
processes. The transrectal dosage unit can be fabricated to
disintegrate rapidly or over a period of several hours. The
time period for complete disintegration is preferably in the
range of from about 10 minutes to about 6 hours, and
optimally is less than 3 hours.

[0073] The active agents may also be administered intra-
nasally or by inhalation. Compositions for nasal adminis-
tration are generally liquid formulations for administration
as a spray or in the form of drops, although powder
formulations for intranasal administration, e¢.g., insuffla-
tions, are also known.

[0074] Formulations for inhalation may be prepared as an
aerosol, either a solution aerosol in which the active agent is
solubilized in a carrier (e.g., propellant) or a dispersion
aerosol in which the active agent is suspended or dispersed
throughout a carrier and an optional solvent. Non-aerosol
formulations for inhalation may take the form of a liquid,
typically an aqueous suspension, although aqueous solutions
may bc uscd as well. In such a casc, the carrier is typically
a sodium chloride solution having a concentration such that
the formulation is isotonic relative to normal body fluid. 1n
addition to the carrier, the liquid formulations may contain
water and/or excipients including an antimicrobial preser-
vative (e.g., benzalkonium chloride, benzethonium chloride,
chlorobutanol, phenylethyl alcohol, thimerosal and combi-
nations thereof), a buffering agent (e.g., citric acid, potas-
sium metaphosphate, potassium phosphate, sodium acetate,
sodium citrate, and combinations thereof), a surfactant (e.g.,
polysorbate 80, sodium lauryl sulfate, sorbitan monopalmi-
tate and combinations thereof), and/or a suspending agent
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(c.g., agar, bentonite, microcrystalline ccllulose, sodium
carboxymethylcellulose, hydroxypropyl methylcellulose,
tragacanth, veegum and combinations thereof). Non-aeroso!l
formulations for inhalation may also comprise dry powder
formulations, particularly insufflations in which the powder
has an average particle size of about 0.1 um to 50 pm,
preferably 1 um to about 25 pm.

[0075]

[0076] The present formulations are administered on an
as-needed basis, as explained previously. Such flexibility in
administration is desirable since the individual may admin-
ister the formulation at any convenicnt time within a 0.25-
hour to 3-hour window prior to anticipated sexual activity.
In addition, because they are all systemically acting, the
formulations may be discreetly administered without need
for a device.

IV. Dosage and Administration

[0077] As stated above, the amount of active agent admin-
istered, and the dosing regimen used, will, of course, be
dependent on, inter alia, the age and general condition of the
individual being treated, the degree to which the onset of
ejaculation is to be delayed, and the judgment of the
prescribing physician. The concentration of active agent in
any given dosage form can vary a great deal, and will depend
on a variety of factors, including the type of composition or
dosage form, the corresponding mode of administration, the
nature and activity of the specific active agent, and the
intended drug release profile.

[0078] As will appreciated by those skilled in the art, the
methods and dosage forms of the invention relate to sys-
temic administration. 1n order to achieve systemically effec-
tive levels of a drug, a typical as-needed dose of the active
agent is generally in the range of from about 0.1 mg to about
300 mg, preferably of from about 1 mg to about 200 mg with
a dose in the range of from about 1 mg to about 50 mg being
most preferred. Thus, unit dosage forms preferably contain
the active agent in these ranges as well, i.e., from about 0.1
mg to about 300 mg, more preferably from about 1 mg to
about 200 mg with about 1 mg to about 50 mg of active
agent in each unit dose form. The dosing regimen can be
modulated in order to achieve satisfactory control of the
onset of ¢jaculation. These amounts are particularly pre-
ferred when the active agent is clomipramine or clomi-
pramine hydrochloride.

[0079] V. Packaged Kits

[0080] In another embodiment, a packaged kit is provided
that contains the pharmaceutical formulation to be admin-
istered, i.e., a pharmaceutical formulation containing a non-
SRI antidepressant drug for the treatment of premature
ejaculation, a container, preferably sealed, for housing the
formulation during storage and prior to use, and instructions
for carrying out drug administration in a manner effective to
trcat premature cjaculation. The instructions will typically
be written instructions on a package insert and/or on a label.
Depending on the type of formulation and the intended
mode of administration, the kit may also include a device for
administering the formulation (e.g., a transurethral drug
delivery device such as shown in FIG. 1). The formulation
may be any suitable formulation as described herein. For
example, the formulation may be an oral dosage form
containing a unit dosage of the active agent. The kit may
contain multiple lormulations of different dosages of the
same agent. The kit may also contain multiple formulations
of different active agents.
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[0081] It is to be understood that whilc the invention has
been described in conjunction with the preferred specific
embodiments thereof, the foregoing description is intended
to illustrate and not limit the scope of the invention. Other
aspects, advantages and modifications will be apparent to
those skilled in the art to which the invention pertains.
Furthermore, the practice of the present invention will
employ, unless otherwise indicated, conventional techniques
of drug formulation that are within the skill of the art. Such
techniques are fully explained in the literature. See Reming-
ton: The Science and Practice of Pharmacy, cited supra, as
well as Goodman & Gilman’s The Pharmacological Basis of
Therapeutics, 9th Ed. (New York: McGraw-Hill, 1996).

[0082] All patents, patent applications, patent publica-
tions, journal articles and other references cited herein are
incorporated by reference in their entireties.

[0083] The following examples are put forth so as to
provide those of ordinary skill in the art with a complete
disclosure and description of how to make and use the
compounds of the invention, and are not intended to limit the
scope of what the inventors regard as their invention. Efforts
have been made to ensure accuracy with respect to numbers
(e.g., amounts, temperature, etc.) but some errors and devia-
tions should be accounted for. Unless indicated otherwise,
parts are parts by weight, temperature is in ° C. and pressure
is at or near atmospheric.

EXAMPLE 1

[0084] An effervescent tablet is prepared containing the
following components:

Component Amount (per tablet)
Clomipramine hydrochloride 300 mg
Sodium bicarbonate 1985 mg
Citric acid 1000 mg

[0085] The components (i.e., clomipramine hydrochlo-
ride, sodium bicarbonate and citric acid, as set forth in the
above table) are thoroughly mixed. An effervescent tablet is
produced by placing the mixture in a die followed by
compression with an appropriate punch. Relatively little
compression force is used, e.g., about 3,000 to about 20,000
pounds of force.

EXAMPLE 2

[0086] A buccal tablet is prepared containing the tollow-
ing components:

Component Amount (per tablet)
Clomipramine hydrochloride 10 mg
Gelatin 90 mg
Glycerin (concentrated) 20 mg
Lactose 10 mg
Mannitol 20 mg

[0087] Clomipramine hydrochloride (10 g) and 90 g of
gelatin are mixed and pulverized in a mill. After the mixing
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is complcte, 20 g of concentrated glycerin, 10 g of lactosc
and 20 g of mannitol are added and the components are
mixed until uniform. 150 mg aliquot portions of the mixture
are compression-molded to provide a buccal dosage unit.
Each buccal unit contains 10 mg of clomipramine hydro-
chloride.

EXAMPLE 3

[0088] A sublingual tablct is prepared containing the fol-
lowing components:

Component Amount (% by weight)
Clomipramine hydrochloride 35%

Lactose 63.67%
Polyethylene glycol 3350 1.0%
Magnesium stearate 0.33%

[0089] The components (i.c., clomipramine hydrochlo-
ride, lactose, polyethylene glycol 3350 and magnesium
stearate, as set forth in the above table) are thoroughly
mixed. A sublingual tablet is produced by placing the
mixture in a die followed by compression with an appro-
priatc punch. Rclatively little compression force is used,
e.g., about 3,000 to about 20,000 pounds of force.

EXAMPLE 4

[0090] An “open matrix network” tablet is prepared. A
solution containing the following components is prepared:

Component Amount

Clomipramine hydrochloride S0g
Partially hydrolyzed gelatin q.s. to 1,000 ml

[0091] A mctal mold containing cylindrical depressions
(each depression is about 0.5 cm in diameter and about 1.0
cm deep) is cooled to about —192° C. with liquid nitrogen.
The clomipramine is mixed with the partially hydrolyzed
gelatin solution. With continuous mixing, 0.5 ml of the
solution is transferred into each depression. After the solu-
tion freezes, the mold is placed in a vacuum chamber at
room temperature under a vacuum of 0.3 mm Hg for 12
hours. The dosage forms, each containing about 25 mg of the
active agent, are then removed from the molds. The dosage
forms disintegrate rapidly, i.e., from about five to ten sec-
onds when administered orally.

EXAMPLE 5

[0092] A solution for use in a sublingual spray or pulmo-
nary inhaler is prepared. The solution is prepared according
to the following:
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[0093] The formulation is preparcd by initially forming a
clomipramine hydrochloride solution by combining, under
aseptic conditions, 2.5 g of clomipramine hydrochloride in
50 ml of distilled water. Sodium chloride may be added such
that the final solution is isotonic. The amount of sodium
chloride necessary to provide a final isotonic solution can be
calculated based on equations provided in the literature or
can be determined experimentally by those skilled in the art.
Benzalkonium chloride is used as a preservative and is
added to the solution followed by mixing.

[0094] The solution is then placed into a spray bottle,
which typically comprises a collapsible container vessel, an
applicator and a cap. For sublingual sprays, the applicator is
shaped and sized to be received under the tongue. For
pulmonary administration, the applicator is shaped and sized
to facilitate tracheal inhalation by an individual. The appli-
cator will have an opening to release a spray or mist of the
solution.

[0095] The spray bottle is designed to deliver an indi-
vidual dose with one to three compressions of the bottle to
deliver an effective dose. For example, a single compression
of the bottle may be designed to administer approximatcly
0.33 ml of liquid as a mist or spray. In the context of the
formulation described above housed in such a bottle, one or
more compressions of the bottle will provide an effective
dose of clomipramine.

EXAMPLE 6

[0096] A gum formulation is prepared. The components of
the gum formulation are as follows:

Component Amount (% by weight)

2% 1o 30%

15% to S0%

Clomipramine hydrochloride

Gum base (Cafosa TAB-3-T, available
from Cafosa, Inc., Calabria, Spain)
Sorbitol powder 10% to 50%

[0097] Cafosa gum base TAB-3-T is rolled in a suitable
roller at about 45° C. for about three minutes. Thereafter, the
sorbitol powder is added and rolled for about four minutes
to obtain a homogenous mixture. Clomipramine hydrochlo-
ride is then added to and rolled with the material for another
threc minutes. The rolled material is removed from the
rolling equipment, cooled to room temperaturc and pro-
cessed into the small cubes. Each cube contains a therapeu-
tically effective amount of the active agent.

EXAMPLE 7

[0098] A rapidly disintegrating tablet is prepared. The
general formulation is as follows:

Preferred Amount

Componcnt Amount Component Amount (approximatcly) {approximatcly)
Clomipramine hydrochloride 25¢g Active agent (e.g., 0.001 to 50 parts 0.01 to 20 parts
Benzalkonium chloride 0.100 g clomipramine
Distilled water q.s. to 100 ml hydrochloride)

Lactosc andfor mannitol 50 to 99.999 parts 80 to 99.9 parts
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-continued
Preferred Amount
Component Amount (approximalely) (approximalely)

Agar and cxcipicnts (c.g.,
sweetener, cOloring agent,
preservative, etc.)

0.12 to 1.2 parts 0.2 to 0.4 parts

[0099] An aqueous solution containing 0.3 to 2.0%, pref-
erably 0.3 to 0.8%, of agar is prepared and the above
components are added to the solution and mixed to obtain a
suspension. The suspension is then filled in a suitable mold
at room temperature and then dried. Suitable drying proce-
dures inctude exposing the suspension for two to five hours
at reduced pressure, e.g., at or near vacuum conditions, at a
temperature of from about 25° C. to about 35° C. In addition,
the suspension may be dried via aeration drying at a tem-
peraturc of from about 3° C. to about 15° C. for one to six
days. The tablets may have a size of about 9.5 mm in
diameter and about 4.2 mm thick or about 12 mm in
diameter and about 5.2 mm thick.

EXAMPLE 8

[0100] A rapidly disintegrating tablet for as-needed
administration of clomipramine hydrochloride to treat pre-
mature ejaculation was prepared. The tablet contains a 10
mg unit dosage ol clomipramine, with the remainder of the
tablet containing the following components:

% QUANTITY QUANTITY

SOLID PER PER
COMPONENT (W/W)  TABLET (MG) BATCH (G)
Clomipramine HCl 8.333 10.00 100.00
Mannitol 84.417 101.30 1013.00
Maltose 5.000 6.00 60.00
Acesulfame Potassium 0.500 0.60 6.00
Peppermint (Beta Natural) 0.250 0.303.00
Magnesium Stearate 0.750 9.00 9.00
Stearic Acid (Micronized) 0.750 9.00 9.00
Purified Water* — — —
Tolal 100.000 120.00 1200.0

“Purificd water is removed during processing and is not part of the final
formula.

EXAMPLE 9

[0101] The patients for the study are drawn from a waiting
list for psychosexual therapy of a sexology outpatient
department and through advertisement. The inclusion crite-
ria are that the patients be heterosexual, be aged 18-75 years,
be involved in a sexual relationship with a female partner
during the previous 6 months, the partner is able to partici-
pate in the study, and the patient experiences premature
ejaculation.

[0102] Patients are excluded if they used psychoactive
medication, are receiving any therapy for sexual dysfunc-
tion, have inhibited male orgasm, are alcohol or substance
abusers, score greater than 14 on the 24-item Hamilton
Rating Scale for Depression (HAM-D) indicating clinically
significant depression, and for other clinically significant
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medical discasc or symptomology. For the duration of the
study, the patients are required to abstain from alcohol.

[0103] Patients are randomly assigned to double blind
treatment with any rapid-release formulation described in
the previous examples or a placebo. Patients who remain in
the study for at least 3 weeks are included in the statistical
analysis. Patients are provided with formulations prepared in
the preceding Examples for administration or matching
placcbo. Paticnts arc instructed to administer the formula-
tion at any time within the four-hour window leading up to
anticipated sexual activity. During the study, the patients do
not use condoms or topical anesthetics.

[0104] Patients and their partners are assessed at the end of
cach week. Efficacy measures include (1) frequency of
attempted intercourse, (2) latency to attempted ejaculation
(from penetration), (3) frequency of successful attempts at
intercourse without premature ejaculation, (4) number of
incidences of premature ejaculation, and (5) time to ejacu-
lation as reported by both the patients and their partners
based on subjective measurements. In addition, the patients
are assessed using the following psychopathological rating
instruments: Hamilton Depression Rating Scale (HDRS),
Clinical Global Impression (CGI), COVI Anxiety Scale,
Atypical Depressive Disorders Scale-Changes (ADDS-C)
and an adverse event form.

[0105] The response to treatment is scored. The mean or
median values are analyzed by using parametric tests includ-
ing Friedman two-way analysis of variance (ANOVA) and
the Wilcoxon matched-pairs signed-ranks test to assess
differences in measurements within the groups, and the
Mann-Whitney test for differences between the groups.
Differences between groups on discrete variables are tested
for statistical significance by using Fisher’s exact test. A
two-tailed p value 0.05 is considered significant for these
analyses.

[0106] Each of the formulations prepared and adminis-
tered for systemic absorption is expected to be effective in
treating premature ejaculation. The use of the formulations
results in an extension of intravaginal ejaculation latency
time in paticnts with prematurc cjaculation. The data from
patient-rated and partner-rated latency to ejaculation is com-
pared. Both of these parameters show greater improvement
with clomipramine-containing formulations as compared to
placebo. In addition, those patients who attempted to treat
their premature ejaculation with previous modalities report
greater satisfaction with on demand administration of the
formulations provided in the examples. Specifically, these
patients cited greater flexibility with the timing of the dose,
and fewer side effects (in part due (o not administering
clomipramine on a daily basis).

We claim:

1. A method for treating premature ejaculation, which
comprises administering to a male individual in need of such
treatment, on an as-needed basis, a therapeutically effective
amount of an antidepressant drug selected from the group
consisting of tricyclic antidepressants, tetracyclic antide-
pressants, monoamine oxidase inhibitors, azaspirone anti-
depressants, and atypical non-SRI antidepressants.

2. The method of claim 1, wherein the antidepressant drug
is contained within a pharmaceutical formulation.
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3. The method of claim 2, wherein the pharmaccutical
formulation is a unit dosage form.

4. The method of claim 3, wherein the antidepressant drug
is administered immediately prior to sexual activity.

5. The method of claim 4, wherein the antidepressant drug
is administered about 0.25 to about 3.5 hours prior to sexual
aclivity.

6. The method of claim 5, wherein the active agent is
administered about 0.5 to about 3.0 hours prior to sexual
activity.

7. The method of claim 6, wherein the active agent is
administered about 1 to about 2.5 hours prior to sexual
activity.

8. The method of any one of claims 4, 5, 6 and 7, wherein
the sexual activity is sexual intercourse.

9. The method of claim 2, wherein the formulation is an
immediate release dosage form.

10. The method of claim 3, wherein the formulation is an
immediate release unit dosage form.

11. The method of claim 1, wherein the active agent is
administered orally.

12. The method of claim 11, wherein the pharmaceutical
formulation is selected from the group consisting of tablets,
capsules, caplets, solutions, suspensions syrups granules,
beads, powders and pellets.

13. The method of claim 12, wherein the pharmaceutical
formulation comprises a tablet.

14. The method of claim 12, wherein the pharmaceutical
formulation comprises a capsule.

15. The method of claim 1, wherein the active agent is
administered transmucosally.

16. The method of claim 15, wherein the active agent is
administered sublingually.

17. The method of claim 15, wherein the active agent is
administered buccally.

18. The method of claim 15, wherein the active agent is
administered intranasally.

19. The method of claim 15, wherein the active agent is
administered transurethrally.

20. The method of claim 15, wherein the active agent is
administered rectally.

21. The method of claim 1, wherein the active agent is
administered by inhalation.

22. The method of claim 1, wherein the active agent is
administered transdermally.

23. The method of claim 1, wherein the active agent is
administered parenterally.

24. The method of claim 1, wherein the antidepressant
drug is sclected from the group consisting of tricyclic
antidepressants, tetracyclic antidepressant drugs, and com-
binations thereof.

25. The method of claim 24, wherein the antidepressant
drug is sclected from the group consisting of amitryptiline,
amoxapine, butriptyline, clomipramine, demexiptiline,
desipramine, dibenzepin, dimetacrine, dothiepin, doxepin,
imipramine, iprindole, lofepramine, maprotiline, melitracen,
melapramine, mianserin, mirtazapine, nortryptiline,
propizepine, protriptyline, quinupramine, setiptiline, tianep-
tine, trimipramine, and combinations thereof.

26. The method of claim 25, wherein the antidepressant
drug is clomipraminc or an acid addition salt thercof.

27. The method of claim 26, wherein the antidepressant
drug is clomipramine hydrochloride.
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28. The mcthod of claim 1, wherein the antidepressant
drug is selected from the group consisting of monoamine
oxidase inhibitors.

29. The method of claim 28, wherein the antidepressant
drug is selected from the group consisting of amifiamine,
brofaromine, clorgyline, a-ethyltryptamine, iproclozide,
iproniazid, isocarboxazid, mebanazine, moclobemide, niala-
mide, pargyline, phenelzine, pheniprazine, pirlindole, safra-
zine, selegiline, toloxatone, tranylcypromine, and combina-
tions thereof.

30. The method of claim 1, wherein the antidepressant
drug is selected from the group consisting of azaspirone
antidepressants.

31. The method of claim 30, whercin the antidepressant
drug is selected from the group consisting of buspirone,
gepirone, ipsapirone, tandospirone, tiaspirone, and combi-
nations thereof.

32. The method of claim 1, wherein the antidepressant
drug is an atypical non-SRI antidepressant selected from the
group consisting of amesergide, amineptine, benactyzine,
bupropion, fezolamine, levoprotiline, medifoxamine,
mianserin, minaprine, oxaflozane, oxitriptan, rolipram,
teniloxazine, tofenacin, trazodone, tryptophan, viloxazine,
and combinations thercof.

33. The method of claim 1, further comprising adminis-
tering at least one additional active agent with the antide-
pressant drug.

34. The method of claim 33, wherein the additional active
agent is a vasoactive agent selected from the group consist-
ing of nitroglycerin, isosorbide dinitrate, erythrityl tetrani-
trate, amyl nitrate, sodium nitroprusside, molsidomine, lin-
sidomine chlorhydrate, S-nitroso-N-acetyl-d,1-
penicillamine, S-nitroso-N-cysteine and  S-nitroso-N-
glutathione, diazenium diolates (“NONOates™),
phenoxybenzamine, dibenamine, doxazosin, terazosin,
phentolamine, tolazoline, prazosin, trimazosin, alfuzosin,
tamsulosin, indoramin, ergotamine, acetergamine, brazer-
goline, bromerguride, cianergoline, delorgotrile, disulergine,
ergonovine maleate, ergotamine tartrate, etisulergine, lergot-
rile, lysergide, mesulergine, metergoline, metergotamine,
nicergoline, pergolide, propisergide, proterguride, diazox-
ide, hydralazine, minoxidil nimodepine, pinacidil, cyclan-
delate, dipyridamole, isoxsuprine, chlorpromazine, halo-
peridol, yohimbine, prostaglandin E,, prostaglandin E,
prostaglandin A, prostaglandin B,, prostaglandin F,,
19-hydroxy-prostaglandin A,;, 19-hydroxy-prostaglandin
B,, prostaglandin E,, prostagiandin A., prostaglandin B,
19-hydroxy-prostaglandin = A, 19-hydroxy-prostaglandin
B,, prostaglandin E;, prostaglandin F,,, carboprost
tromethamine, dinoprost tromethamine, dinoprostone, lipo-
prost, gemeprost, metenoprost, sulprostone, tiaprost, vaso-
active intestinal peptide, and combinations thereof.

35. The method of claim 33, wherein the additional active
agent is a phosphodiesterase inhibitor.

36. The method of claim 35, wherein the phosphodi-
esterase inhibitor is a Type I, Type IV, Type V, or nonspe-
cific phosphodiesterase inhibitor.

37. The method of claim 33, wherein the additional active
agent is selected form the group consisting of cianopramine,
citalopram, femoxetine, fluoxetine, fluvoxamine, ifoxetinc,
milnacipran, nomifensine, oxaprotiline, paroxetine, sertra-
line, sibutramine, venlafaxine, viqualine, zimeldine, clovox-
amine, etoperidone, methylphenidate, nefazodone,
opipramol, 2-methyl serotonin, lysergic acid diethylamide,
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crgot  alkaloids, 8-hydroxy-(2-N,N-dipropylamino)-tetra-
line,  1-(4-bromo-2,5-dimethoxyphenyl)-2-aminopropane,
cisapride, sumatriptan, m-chlorophenylpiperazine,
zacopride, mezacopride, ondansetron, granisetron, metoclo-
pramide, tropisetron, dolasetron, trimethobenzamide,
methysergide, risperidone, ketanserin, ritanserin, clozapine,
R(+)~(2,3-dimethoxyphenyl)-1-[2-(4-fluorophenyl)ethyl]-4-
piperidine-methanol, azatadine, cyproheptadine, fenclonine,
dexfenfluramine, fenfluramine, chlorpromazine, methoxam-
ine, methpentermine, metaraminol, mitodrine, clonidine,
apraclonidine, guantacine, guanabenz, methyldopa, amphet-
amine, methamphetamine, epinephrine, norepinephrine, eth-
ylnorepinephrine, phenylephrine, cphedrine, pscudocphe-
drine, pemoline, naphazoline, tetrahydrozoline,
oxymetazoline, xylometazoline, phenylpropanolamine, phe-
nylethylamine, dopamine, dobutamine, colterol, isoproter-
enol, isotharine, metaproterenol, terbutaline, tyrarnine,
hydroxyamphetamine, ritodrine, prenalterol, albuterol, iso-
etharine, pirbuterol, bitolterol, fenoterol, formoterol, pro-
caterol, salmeterol, mephenterine, propylhexedrine, phe-
noxybenzamine, phentolamine, tolazoline, prazosin,
lerazosin, doxarosin, trimazosin, yohimbine, labetalol, ura-
pidil, alfuzosin, bunazosin, tamsulosin, haloperidol, phe-
nothiazines, butyrophenones, propranolol, nadolol, timolol,
pindolol, metoprolol, atenolol, esmolol, acebutolol, bopin-
dolol, carteolol, oxprenolol, penbutolol, carvedilol, medrox-
alol, naftopidil, bucindolol, levobunolol, metipranolol, biso-
prolol, nebivolol, betaxolol, carteolol, celiprolol, sotalol,
propafenone, indoramin, bethanidine, debrisoquine, gua-
benxan, guanadrel, guanazodine, guanethidine, guanoclor,
guanoxan, alprazolam, brotizolam, chlordiazepoxide, cloba-
zepam, clonazepam, clorazepate, demoxepam, diazepam,
estazolam, flurazepam, halazepam, lorazepam, midazolam,
nitrazepam, nordazapam, oxazepam, prazepam, quazepam,
temazepam, triazolam, pharmacologically acceptable salts
thereof, and combinations of any of the foregoing.

38. The method of claim 37, wherein the additional active
agent is selected from the group consisting of alprazolam,
brotizolam, chlordiazepoxide, clobazepam, clonazepam,
clorazepate, demoxepam, diazepam, estazolam, flurazepam,
halazepam, lorazepam, midazolam, nitrazepam, nordaza-
pam, oxazepam, prazepam, quazepam, lemazepam, triaz-
olam, and pharmaceutically acceptable salts thereof.

39. The method of claim 37, wherein the additional active
agent is selected from the group consisting of fluoxetine,
fluvoxamine, paroxetine, sertraline, and pharmaceutically
acceptable salts thereof.

40. A pharmaceutical formulation {or treating premature
ejaculation, comprising a rapid release formulation of a
therapeutically effective amount of an antidepressant drug
selected from the group consisting of tricyclic antidepres-
sants, tetracyclic antidepressants, MAO inhibitors, aza-
spirone antidepressants, and atypical non-SRI antidepres-
sants, and a pharmaceutically acceptable carrier.

41. The formulation of claim 40, wherein the antidepres-
sant drug is selected from the group consisting of tricyclic
antidepressants, tetracyclic antidepressant drugs, and com-
binations thereof.

42. The formulation of claim 41, wherein the antidepres-
sant drug is selected from the group consisting of amitryp-
tiline, amoxapine, butriptyline, clomipramine, demexip-
tiline, desipramine, dibenzepin, dimetacrine, dothiepin,
doxepin, imipramine, iprindole, lofepramine, maprotiline,
melitracen, metapramine, mianserin, mirtazapine, nortryp-
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tiline, propizepine, protriptylinc, quinupramine, sctiptiline,
tianeptine, trimipramine, and combinations thereof.

43. The formulation of claim 42, wherein the antidepres-
sant drug is clomipramine or an acid addition salt thereof.

44. The formulation of claim 43, wherein the antidepres-
sant drug is clomipramine hydrochloride.

45. The formulation of claim 40, wherein the antidepres-
sant drug is selected from the group consisting of monoam-
ine oxidase inhibitors,

46. The formulation of claim 45, wherein the antidepres-
sant drug is selected from the group consisting of ami-
flamine, brofaromine, clorgyline, a-ethyltryptamine, ipro-
clozide, iproniazid, isocarboxazid, mcbanazine,
moclobemide, nialamide, pargyline, phenelzine, phenipra-
zine, pirlindole, safrazine, selegiline, toloxatone, trany!-
cyprornine, and combinations thereof.

47. The formulation of claim 40, wherein the antidepres-
sant drug is selected from the group consisting of azaspirone
antidepressants.

48. The formulation of claim 47, wherein the antidepres-
sant drug is selected from the group consisting of buspirone,
gepirone, ipsapirone, tandospirone, tliaspirone, and combi-
nations thereof.

49. The formulation of claim 40, wherein the antidepres-
sant drug is an atypical non-SRI antidepressant selected
from the group consisting of amesergide, amineptine, ben-
actyzine, bupropion, fezolamine, levoprotiline, medifoxam-
ine, mianserin, minaprine, oxaflozane, oxitriptan, rolipram,
teniloxazine, tofenacin, trazodone, tryptophan, viloxazine,
and combinations thercof.

50. The formulation of claim 40, in unit dosage form.

51. The formulation of claim 50, wherein the antidepres-
sant drug is present in an amount of about 0.1 mg to about
to about 300 mg.

52. The formulation of claim 51, wherein the amount is in
the range of about 1 mg to about 100 mg.

53. The formulation of claim 52, wherein the amount is in
the range of about 1 mg to about 50 mg.

54. The formulation of claim 40, in the form of a rapidly
disintegrating tablet.

55. The formulation of claim 40, in the form of an
effervescent tablet.

56. The formulation of claim 40, in the form of an open
matrix network tablet.

57. A formulation of claim 40, adapted for transmucosal
drug administration, wherein the carrier is suitable for
transmucosal drug delivery buccally, sublingually, intrana-
sally, rectally, or by inhalation.

58. The formulation of claim 57, comprising a solid
dosage form for application to the buccal mucosa, and
wherein the carrier is suitable for buccal drug delivery.

59. The formulation of claim 58, wherein the carrier is a
hydrolyzable polymer.

60. The formulation of claim 59, wherein the dosage form
further comprises an adhesive suitable for affixing the dos-
age form to the buccal mucosa.

61. The formulation of claim 57, comprising a dosage
form for application to the sublingual mucosa, and wherein
the carrier is suitable for sublingual drug delivery.

62. The formulation of claim 57, comprising a dosagc
form for application to the rectal mucosa, and the carrier is
suitable for rectal drug delivery.

63. The formulation of claim 62, comprising a rectal
suppository.
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64. The formulation of claim 57, comprising a dosage
form suitable for inhalation.

65. The formulation of claim 64, comprising a liquid.

66. The formulation of claim 64, comprising a dry pow-
der.

67. The formulation of claim 64, comprising an aerosol
composition.

68. The pharmaceutical formulation of claim 40, com-
prising an intranasal solution.

69. The lormulation of claim 40, in the form of a gum.

70. The formulation of claim 40, in the form of a
transdermal drug delivery device adapted to be affixed to an
individual’s body surface.

71. A packaged kit for a patient to use in the treatment of
premature ejaculation, comprising: a pharmaceutical formu-
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lation of an antidepressant drug sclected from the group
consisting of tricyclic antidepressants, tetracyclic antide-
pressants, MAO inhibitors, azaspirone antidepressants, and
atypical non-SRI antidepressants; a container housing the
pharmaceutical formulation during storage and prior to
administration; and instructions for carrying out drug admin-
istration in a manner effective (o treal premature ejaculation.

72. The packaged kit of claim 71, wherein the pharma-
ceutical formulation is a rapid-release dosage form contain-
ing a unit dosage of the antidepressant drug, the unit dosage
being a therapeutically effective dosage for treatment of
premature ejaculation.
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Superintendencia de Industria y Comercio

Referencia : Expediente N° 06021581

Asunto : Oposicion a la solicitud de patente de Invencién titulada
“COMBINACION DE UN INHIBIDOR DE SEROTONINA
Y AMOXAPINA”

Solicitante : HLUNDBECK A/S.

Opositora :PROCAPS S.A.

Publicada en la Gaceta de la Propiedad Industrial
N° 580 del 28 de septiembre de 2007

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 condiciéon 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 “COMBINACION DE UN INHIBIDOR
DE SEROTONINA Y AMOXAPINA % cuyo titular es H LUNDBECK A/S, y pido a
Usted declarar fundada esta oposiciéon y en consecuencia negar el registro de la patente

solicitada.
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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 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 analizarda mas adelante y de ser concedida afectaria directamente la
comercializacion de algunos productos de mi representada, que contienen, en
particular un inhibidor de Serotonina y Amoxapina. 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 3 de marzo de 2006,
reivindicando prioridad bajo la solicitud DK20030001269 del 4 de septiembre de
2003 y US20030500792P del 4 de septiembre de 2003, y fue publicada en
Colombia, en la Gaceta de la Propiedad Industrial N° 580 del 28 de septiembre de
2007 pagina 443 y Ne publicacion 429, cuya publicacion internacional corresponde
a la W0O2005023266 del 17/03/2005.

2.2.La solicitud colombiana 06021581 objeto de la presente oposicion, se refiere al uso
de Amoxapina o de una sal farmacéuticamente aceptable de la misma para la
preparacion de una composicion farmacéutica para ser usada en combinacién con
un inhibidor de la reabsorcion de serotonina o de cualquier otro compuesto que

cause una elevacion en el nivel de serotonina extracelular; al uso de Amoxapina o
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de una sal farmacéuticamente aceptable de la misma para la preparacion de una
composicion farmacéutica util para aumentar y/o proporcionar un inicio mas
rapido del efecto terapéutico de un inhibidor de la reabsorcion de serotonina y/o
de cualquier otro compuesto que cause una elevacion en el nivel de serotonina
extracelular; donde el inhibidor de la reabsorcion de serotonina o el compuesto
que causa una elevacion en el nivel de serotonina extracelular se usa en el
tratamiento de depresion, desordenes de ansiedad y otros desérdenes afectivos,
desordenes de la alimentacion tales como bulimia, anorexia y obesidad, fobias,
distimia, sindrome premenstrual, desordenes cognitivos, desérdenes de control de
impulsos, desorden de hiperactividad por sindrome de atencion, psicosis,
incluyendo esquizofrenia y desordenes psicoafectivos, y abuso de drogas; donde el
inhibidor de la reabsorcion de serotonina o el compuesto que causa una elevacion
en el nivel de serotonina extracelular se usa en el tratamiento de desérdenes de
ansiedad incluyendo desorden de ansiedad general, ansiedad por panico, desorden
obsesivo compulsivo, desorden de estrés agudo, desorden de estrés post trauma o
desorden de ansiedad social; donde el inhibidor de la reabsorcion de serotonina o
el compuesto que causa una elevacion en el nivel de serotonina extracelular se usa
en el tratamiento de la depresion; donde el inhibidor de la reabsorcion de
serotonina se selecciona entre: citalopram, escitalopram, ftuoxetina, sertralina,
paroxetina, ftuvoxamina, venlafaxina, dapoxetina, nefazodona, imipramin,
femoxetina y clomipramina, o una sal farmacéuticamente aceptable de cualquiera

de estos compuestos.

2.3.En primera instancia, se debe advertir que las reivindicaciones se refieren al a un

uso y no a la composicion farmacoldgica o a un método de fabricacion mediante la
cual se obtenga un producto tangible y segin la legislacion, decision 486 de la
Comunidad Andina de Naciones, Articulo 14.- “Los Paises Miembros otorgardn

patentes para las invenciones, sean de producto o de procedimiento (...)”, los usos no estan

Carrera 13 Ne 119-95, Of. 104 Tel. (5712131213 -6205021 - Fax. (571) 6 12 19 79
E-mail: negocios@optimum-co.com - www.optimum-co.com
Bogota Colombia

¥ %

2y



contemplados como patentables; y, Articulo 20.- “No serdn patentables (...) d) los
métodos terapéuticos o quirirgicos para el tratamiento humano o animal, asi como los
métodos de diagnéstico aplicados a los seres humanos o a animales”. Solo seran
patentables los productos o procedimientos. Por lo tanto a luz de la norma, la

presente no seria patentable.

2.4.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:US2002161016 publicada el 31 de octubre de 2002.

2.5.Ahora bien, el documento DI, particularmente en la reivindicaciones, revela un

método para tratar la eyaculacion prematura, que comprende la administracion a
un individuo masculino una cantidad terapéuticamente eficaz de un medicamento
antidepresivo seleccionado del grupo que consiste en antidepresivos triciclicos,
antidepresivos tetraciclicos, inhibidores de monoamina oxidasa, antidepresivos
azaspirona y antidepresivos atipicos no-SRI, donde dicha medicina antidepresiva es
seleccionada del grupo que consiste entre otras de amoxapina (clausula 25 de D1) y
donde el agente activo adicional es seleccionado entre otros de citalopram (cldusula
33 de D1) que es conocido como un poderoso antidepresivo inhibidor selectivo de
la recaptaciéon de serotonina (ISRS). Este documento D1, por lo tanto, revela con
anterioridad el uso de una combinacion de amoxapina y antidepresivo inhibidor

selectivo de la recaptacion de serotonina (ISRS) tal como el citalopram. Por lo
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tanto, dicho documento D1, afecta la novedad de la presente solicitud, puesto que

revela con anteridad la soltacion de combinar un inhibidor de serotonina tal como

el citalopram y amoxapina.

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

colombiana 06021581 no puede pretender un monopolio por patente toda vez que

lo que pretende no cumple con los requisitos de novedad y de aplicacion industrial

necesarios para su proteccion.

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

2.1.1.

2.7.2.

CARECE DE NOVEDAD: Segun la decision 486 de la Comunidad Andina de

Naciones, Articulo 16.- “Una invencion 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 descripcion escrita u oral, utilizacion,
comercializacién o cualquier otro medio antes de la fecha de presentacion de la solicitud
de patente o, en su caso, de la prioridad reconocida.”. A la fecha de prioridad, 4 de
septiembre de 2003 ya era conocido, pues como se demostro, era parte del arte
anterior con base en el documento DI, el uso de amoxapina o de una sal
farmacéuticamente aceptable de la misma para la preparacion de una
composicioén farmacéutica para ser usada en combinacion con un inhibidor de
la reabsorcion de serotonina o de cualquier otro compuesto que cause una
elevacion en el nivel de serotonina extracelular, sobre el cual busca proteccion
en el capitulo reivindicatorio.

CARENCIA DE APLICACION INDUSTRIAL La Decisién 486 de la CAN

consagra en su articulo 14 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
aplicacion industrial”. La presente solicitud carece de aplicacion Industrial ya que

como se demostrd anteriormente, algunas cliausulas reclaman el método
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terapéutico y estos no son aplicables industrialmente porque primero no se
obtiene un producto o proceso; y segundo no es reproducible o repetible a
escala industrial. Por lo tanto, el objeto de la presente invencion referido a los
usos y métodos terapéuticos, no cumplen con el requisito de la aplicacion
industrial.

2.8. 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 aplicacion
industrial.”. La solicitud pretendida no cumple con dos de los tres requisitos de
patentabilidad.

2.9.  Por todo lo anterior, atentamente solicito a usted que se sirva declarar fundada
la presente oposicion y negar el registro Patente de invencion denominada
‘COMBINACION DE UN INHIBIDOR DE SEROTONINA Y
AMOXAPINA” cuyo titular es H LUNDBECK A/S, solicitud Colombiana que

aparecio publicada en la Gaceta de la Propiedad Industrial N° 580.

3. PRUEBAS

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

como prueba en este asunto los siguientes:

e D1:US2002161016 publicada el 31 de octubre de 2002.

4. FUNDAMENTO DE DERECHO
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Fundamento esta observacion en las normas legales siguientes:
4.1.  Numeral 1 del articulo 586 del Codigo de Comercio.
4.2.  Articulo 42 de la Decisién 486 de la Comision del Acuerdo de Cartagena.
4.3.  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.

Documento que acredita al representante legal de PROCAPS S.A.

Recibo de caja del respectivo pago de tasa.

B

Copias de los documentos:

e DI1:US2002161016 publicada el 31 de octubre de 2002.
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6. NOTIFICACIONES

Para efectos de notificaciones que por disposicion del articulo 50 del Decreto
01 de 1984 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 119-95, Of. 104 de esta ciudad de Bogota.

Senior Superintendente,

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