SUPERINTENDENGIA DE INDUSTRIA Y CO

IIllllllllllllllllllll(lwll!liiIlllillll!illlllllllll

Fecha: 2008-07-30 13-06:
Tra 11 PATENTEIV > 10 Dep. 2020 NUEGREACIONI

Eve: 378
Act. 400 OPOSIOBSERVTER FohosFégENAClONAU

FORMULARIO UNICO DE OPOSICION

K Patente de lnvenc:{}n

L patente de Modelo de Utiidad.

B3 Diseno Industrial..

~ OPOSICIONA: o
-3 Marca Colectiva,
[0 Marca de Certificacion,

. Bl Lema Comercial
-ﬁ_-,;'"__;;f'ﬂ Esquema de Trazado para Circuftos lntegraclos U '
'U Maﬁ;a‘s de Productos 0 Servicios. :

Niiméro de expediemé

o

_ L n7-1 04777
S Salicitantef" NV, ORGANON
~SOLICITUD
PUBLICADA Apoderado _EMILIO FERRERO .

Titulo de'la nueva creacion o denominacion del signo: “FORMA DE_
CRISTAL DE MALEATO DE ASENAPINA” .

G'](:eta

591

@ OPOSK‘:ION PRESENTADA POR:

| Nombre: GYNOPHARM SA o
S . IDENTIFICACION
_-QUC';TANTE | Direccion: CALLE 80 No. 78B -201 | | | .
Nacionalidad o Domicilio: o ] "
_Lugar de Constitucion; ~_ COLOMBIA - “E D oo [
BARRANQUILLA i
Teletono: (571)3719900 Fax: (571)3730818 o
Er (571) (571) /Numero 802.006.279-4
" IDENTIFICACION
Nombre: 1 JANA ISAURA MORENG e o w [
-C.
REPRESENTANTE | Direccion: BOHORQUEZ
O APODERADO CARRERA 13No. 119-95 104 | CE L1 0w []
Teletono: (571) 2131213 Fax: (571) 6121979 Cual
E-mail: negocios@optimum-co.com Nimero 51‘975.664T983823

@ FUNDAMENTOS DE LA OPOSICION:

Art.14, 16. 18 20 v 30 de la Decnsmn 486 de Ia CAN

Causal:
' No cumple con los. requ_mtos de patentabllldad. .

Signo opositor:
Jusnncacmn .
~ - _'La presente sohcltud no cum le con:los re uisitos de atentabilidad dado que lo
8 _revelado, ya se encontraba en ¢l éstado de 1a técnica o es. posnble derivarlo de la misma
. taly como se demostrara en el capltulo “Fundamento de Hechos” :

2000-Fo4

6%



(’

® Comprobante de pago No. o A . Fecha __

b

® ANEXOS

Comprobante de pago de la tasa.

N 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 juridicas.

B OBRGQ

NOMERE: ELIANA ISAURA MORENO BOHORQUEZ
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9 Instrucciones para el diligenciamiento del presente formulario, ver reverso de esta pagina. y




Derecho de la Competencia, Propiedad

Optlmum Industrial y Comercio Exterior

Senora Jefe,
DIVISION DE NUEVAS CREACIONES

Superintendencia de Industria y Comercio

E. S. D.
Referencia : Expediente N° 07 104.772 /
Asunto : Oposicion a la solicitud de patente de Invencion titulada
“FORMA DE CRISTAL DE'MALEATO DE ASENAPINA”
Solicitante : N.V. ORGANON. -
Opositora : GYNOPHARM S.A.
Publicada en la Gaceta de la Propiedad Indus :iél . N
N° 591 del 30 de abril de 2008 /

Yo, ELIANA ISAURA MORENO BOHORQUEZ, abogada en {;jér;cicic), identificada
como aparece al pie de su firma, con tarjeta profesional No. k83823 del Consejo
Superior de la Judi€atura, en mi condicion de apoderada ide la sociedad
GYNOPHARM S.A. conformada bajo las leyes de la Repﬂlﬂica 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 rcrfijr’e;sentada, presento
oposicion a la concesion del registro de la Patente de Invencion titulada “FORMA DE
CRISTAL DE MALEATO DE ASENAPINA”, cuyo titular es‘N;V. ORGANON, y
pido a Usted declarar fundada esta oposicion y en consecuencia negar el reg‘lisrm de la

patente solicitada.

Carrera 13 Ne 11995, Of. 104 Tel. (571)2 131213 - 6 20 50 21 - Fax. (571) 6 1219 79
‘Eanail: negocios@optimum-co.com - www.optimum-co.con
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Derecho de la Competencia, Propiedad

Optlmum Industrial y Comercio Exterior

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 v de ser concedida afectaria _directamente la
comercializacion de algunos productos de mi represcntada/](.le contienen, en
particular medicamentos que comprenden maleato de asenapim: Por lo tanto, soliciro
respetuosamente a ese Despacho se sirva tener en cuenta la presente oposicion dentro

del rramite administrativo que se surte en esta Superintendencia..

2. FUNDAMENTOS DE HECHOS

2.1.1a solmtud objeto de la presente fue presentada el 5 de octubre de 2007,
reivirki‘cAli’cando prioridad bajo las solicitudes EP20050102742 del 2005-04-07; v,
EP20050102969 del 2005-04-14; y fue publicada en Colombia, e¢n la Gaceta de la
Propiedad Industrial Ne 591 del 30 de abril de 2008, cuya publicacion
internacional corresponde a la W(O2006106135 del 2006-10-12.

2.2.1a solicitud colombiana 07 104.772 objeto de la presente oposicion, se refiere a un
compuesto Trans-5-cloro-2,3,3a, 12b-tetrahidro-2-metil-1H-dibenz [2,3:6,7] oxepino

{4,5-c] pirrol (Z)-2-butenodioato ortorémbico; donde el compuesto es una foﬁna de
-~

cristal ortorombica que contiene 10% o menos de otra forma cristalina, 5% o

menos de otra forma cristalina, o ninguna cantidad detectable de orra forma
cristalina; donde el patréon de difraccion en polvo de rayos x obtenido con

radiacion Cuka con picos en valores de 2-teta (27) de 105 © y 15.7 ° donde ¢l

Carrera 13 No'1 19—945,'014. 104 Tel (57121312 13-6205021 - Fax. (571) 6 12 19 79
E-mail: negocios@optimum-co.com - www.optimum-co.com
Bogotd Colombia
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Derecho de la Competencia, Propiedad

Optlmum Industrial y Comercio Exterior

patron de difraccion en polvo de rayos x obtenido con radiacion Cuka con picos en
valores de 2-teta (27) de 10.5°, 15.7°,18.3°,19.0°,22.2°,23.2 °y 27.5 °, donde ¢l
patron de difraccion en polvo de rayos x obtenido con radiacion Cuka con picos en
valores de 2-teta (27) de 10.5 °, 15.7 °, 18.3 °, 19.0 °, 20.3 °, 20.8 °, 22.2°, 23.2°,
25.6 °y 27.5 °; donde el patron espectroscopico Raman con picos en valores de
2888 ¢m-' y 824 cm-'; donde el patron espectroscopico Raman con picos en valores
de 3051 cm”, 3029 cm”, 3011 cm, 2888 cm™, 824 cm™ y 717 em’; y, donde patron
espectroscopico Raman con picos en valores de 3072 ¢m’', 3051 ¢m’, 3029 cm™,
3011 em™, 2909 cm’, 2888 cm”!, 1245 cm’, 824 cm', 747 e, 717 em™ y 194 env''.
2.3.En primera instancia, se debe advertir que las reivindicaciones se refieren al uso y a

un método de tratamiento y no sélo a la composicion farmacoldgica o a un método

de fabricacion mediante la cual se ol

legislacion, decision 486 de la Comunidad Andina de Naciones, Articulo 14.- “Los

Paises Miembros otorgardn patentes para las invenciones, sean de producto o de
procedimiqz}to ()% los ’kusos no estan contemplados como patenmbleg y, Articulo
20.- “No serdn patentables (...) d) los métodos terapéuticos o quinirgicos para el tratamiento
: ;}mn@;‘mo o dnimal, asi como los métodos de diagnéstico aplicados a losiseres humanos o a
; animales”. Solo seran patentables los productos o procedi,mientos.éPor lo tanto a luz
| de la norma, dicha materia referente al uso y a un método de,tra;tamiento no seria

patentable.

2.4.Ahora bien, con base en el articulo 14 de la Decision 486 de la CAN consagra lo
. . L« , . N s . . /)
siguiente: “Los paises miembros otorgardn patentes para las invenciones;.sean de producto o
procedimiento, en todos los campos de la tecnologia, siempre que sean nucwvas, tengan nivel
, . , . R . . ‘ﬁﬁl.‘.- . r e
inventivo y sean susceptibles de aplicacion industrial”. Asi las cosas, las invenciones

objeto de patente deben ser nuevas y tener nivel inventivo. Bien, pues antes de la

Carcera 13 No 11995, Of. 104 Tel. (571)2 13 12 13- 620 50 21 - Fax. (571) 6 1219 79
E-mail! negocios@optimum-co.coim - www.optimuni-co.com
Bogota Colombia
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fecha de prioridad de esta solicitud se encuentran los siguientes documentos (ue

afecta la patentabilidad de la presente solicitud:

e D1:W0O2004110437 publicada el 23 de diciembre de 2004.
e ID2:US5763476 publicada el 9 de junio de 1998.

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

para el tratamiento de esquizofrenia con un agente antipsicotico administrado a un

paciente con el sobrepeso, 0 a un paciente que tenia el beneficio de peso debido a
un agente antipsicotico, 0 a un paciente que tiene que ser pr-Qtegido contra el
aumento de peso debido a la presencia de factores dc rlesgo para una enfermedad
para la cual el sobrepeso es tambics un factor de riesgo o debido a la presencia de
otro peso factores crecientes por el uso de la asenapina. Como tal, esta anterioridad

Dl en el capitulo reivindicatorio ya define con anterioridad la asenapina y su uso

en tratamientos de la esquizofrenia. Por su parte el documento D2, revela una

composicion sublingual o bucal farmacéutica que comprende trans-5-chloro-2-

methyl-2,3,3a, 12b-tetrahydro-1H-dibenz [2,3:6,7]_oxepino-pyrrole [4,5-] o una gal

farmacéuticamente aceptable del mismo y auxiliares farmacéuticamente aceptables
convenientes para el empleo en composiciones sublinguales o bucales y el uso de
para la fabricacion de una composicion sublingual o bucal farmacéutica para ¢b
tratamiento de trastornos mentales, como la psicosis y la esquizofrenia. Asi las

cosas, dicho conocimiento en combinacion con aquel revelado en la solicitud D1

puede derivar de manera evidente el derivados de asenapina (Maleato' de trans-5-

cloro-2-metil-2,3,3a.12b-tetrahidro-| H-dibenz(2.3:6,7)oxepino(4,5-¢c)pirrol),
llegando de manera evidente a dicha composicion tal y como aquella revelada en la

presente solicitud para tratar afecciones del sistema nervioso central, en particular

Carrera 13 N°'119:95 OF. 104 Tel. (571) 2131213-6205021 - Fax. (5706 1219 79
E-mail: negocios@optimum-co.com - www.optimum-co.cont
Bogota Colombia



i
;

Derecho de la Competencia, Propiedad

Optl mum Industrial y Comercio Exterior

esquizofrenia. Como se demuestras es conocida la asenapina y mucho mas que es
util para el tratamiento de afecciones del sistema nervioso central, en particular
esquizofrenia. Por lo tanto, visto dicho documento D2 en combinacidn con el
documento D1, Ia presente solicitud carece evidentemente de altura inventiva.

2.6.Por lo tanto, este documento objeto de oposicion a la luz del documento D1 en
combinacién con el documento D2, carece de ALTURA INVENTIVA.

2.7.En consecuencia y de acuerdo a lo descrito anteriormente, se deriva que la solicitud
colombiana 07 104.772 no puede pretender un monopolio por patente toda vez
que lo que pretende no cumple con dos de los tres requisitos necesarios para su

proteccion.

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

2.8.1. CARENCIA DE ALTURA_INVENTIVA. Segun la Decision 486 de Ia

Comunidad Andina de Naciones, Articulo 18.- “Se comidemic{ que una invencion
tl(?u. nivel inventivo, si para una persona del oficio nmmalmcn:te’he'rsada. en la materia
técnica correspondiente, esa invencién no hubiese resultado obvia ni se hubiese derivado
de manera evidente del estado de la técnica.”. A la fecha de prioriaad, 7 de abril de
2005 ya era conocido, pues como se demostro, era par-té del arte anterior a
partir del documento D2 en combinacién con DI, pucde llegar de manera
evidente a un compuesto Trans-5-cloro-2,3,3a, 1 Zb—tetrahidro—lmetilfIH«dibenz
[2,3:6,7) oxepino [4,5<] pirrol (Z)-2-butenodiocato ortorombice para tatar
afecciones del sistema nervioso central, en particular esquizofrenia, sobre'el cual

busca proteccién en el capitulo reivindicatorio.

2.8.2. CARENCIA DE APLICACION INDUSTRIAL La Decision 486 de fa CAN

consagra en su articulo 14 lo siguiente: “Los paises miembros otorgardn patentes

Carrera 13 N°119-95, Of. 104 Tel. (571)2131213-6205021 - Fax. (571D 6 12 19 79
E-mail: negocios@optimum-co.com - www.optimum-co.com
Bogota Colombia

N

2



8
5

Derecho de la Competencia, Propiedad

Optl mum Industrial y Comercio Exterior

para las invenciones, sean de producto o procedimiento, en todos los campos de lu
tecnologia, siempre que sean nuevas, tengan nivel inventivo y sean susceptibles de
aplicacién industrial”. 1.a presente solicitud carece de aplicacion Industrial ya que
como se demostrd anteriormente, algunas clausulas reclaman el mérodo
terapéutico y estos no son aplicables industrialmente porque primero ne -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.

2.9.  Dado lo anterior, es posible deducir que la solicitud y lo reivindicado no es

objeto de patentabilidad pues es contrario a lo que dicta Ja Decision 486 de ta
Comunidad Andina de Naciones, Articulo 14 “Los Paises Miembros otorgardn
patentes para las invenciones, sean da producto o de procedimiento, en todos los campos de la
tecnologia, siempre ;1?4(2 sean nuevas, tengan nivel inventivo y sean susceptibles de aplicacion

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

patentabilidad.

2.10. Por todo lo anterior, atentamente solicito a usted que se sirva declarar fundada
la presente oposicidn y negar el registro Patente de im@ﬂtién denominada
“FORMA DE CRISTAL DE MALEATO DE ASENAPINA” cuyo titular es N.V. |
ORGANON, solicitud Colombiana que aparecio publicada:‘éh la Gaccta /del la
Propiedad Industrial N° 591 del 30 de abril de 2008.

3. PRUEBAS -
De conformidad con lo dispuesto por las normas vigentes, solicito a usted tener

como prueba en este asunto los siguientes:

Carrera 13 N2. 11995, Of 104 Tel. (571)2131213-6205021 - Fax. (571)6 1219 79
E-mail: negocios@optimum-co.com - www.optimum-co.com
Bogota Colombia
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e DI1: WO2004110437 publicada el 23 de diciembre de 2004.
o D2:US5763476 publicada el 9 de junio de 1998.

4. FUNDAMENTO DE DERECHO
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 Acuerd‘o{kk‘deE Cartagena.
43.  En las demds normas concordantes.
5. ANEXOS

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

I. Poder para actuar en el presente.

2. Documento que acredita al representante legal de GYNOPHARM S.A.
3. Recibo de caja del respectivo pago de tasa. -

4. Copias de los documentos:

e D1:WO2004110437 publicada el 23 de diciembre de 2004.

e DD2:1US5763476 publicada el 9 de junio de 1998.

Carrera 13 Ne- 11995, OFf 104 Tel. (571)2 131213 -62050 21 - Fax. (571} 6 1219 79
E-mail: negocios@optimum-co.cont - Www.optimun-co.com
Bogota Colombia
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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 11995, Of. 104 de esta ciudad de Bogota.

Senor Superintendente,

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

Carrem 13 Ne 11995, Oficina 104. Tel. (571) 21312 13 - Fax. (5716 12 19 79
E-mail: negocios@optimum-co.com - www.optimum-co.cont
Bogota Colombia



PODER ESPECIAL

Yo, LUIS PALACIOS ARAGON, mayor de edad y vecino de la ciudad de
Barranquilla (Colombia),Adentificado como aparece al pie de mi firma, quien en el
presente documento actiia en calidad de Representante Legal de la sociedad
GYNOPHARM S.A. sociedad legalmente constituida y'domiciliada en la ciudad
de Barranquilla (Colombia), por el presente docmﬁgnto otorgo a la doctora
ELIANA ISAURA MORENO BOHORQUEZ, abogada en ejercicio,
identificada como aparece al pie de su firma, con tarjeta profesional No. 8382
del C.S. de 1a J., poder especial, amplio y suficiente, para f6rmular oposicione
observaciones a la solicitud de patente No. 07194772, titulada “FORMA ‘DE
CRISTAL DE MALEATO DE ASENAPINA”, cuyo titular esN.V.
ORGANON., publicada en la gaceta No. 591'del 30 de abril de 2008.

Nuestro apoderado queda facultado, de manera expresa, para realizar todo tipo
de actos necesarios para llevar a cabo el tramite 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, encuentran facultados para recibir, desistir, transigir,
sustituir, y reasumjr gl presente poder, incoar acciones, interponer recursos y
demas facultades cpnferidas por la ley.

Dado y Firmfado en Barranquilla (Colombia) a los 24 dias del mes de Junio de
2008. ‘

GYNOP S

ELIANA ISAURA MORENO BOHORQUEZ
C.C. 51'975.664 de Bogota :
T P.A. 83823 deltc S. de lald.” 7~ ™y

*. E * s -
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CERTIFICADO NACIONAL

CAMARA DE COMERCIO DE BARRANQUILLA

CERTIFICADO DE EXISTENCIA Y REPRESENTACION LEGAL O DE INSCRIPCION DE
DOCUMENTOS .

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

CERTIFTICA

Que por Escritura P?blica No. 3,551 del 17 de Dic/bre de 1997,
otorgada en la Notaria 3a. de Barranquilla, inscrito(as) en esta
C?mara de Comercio, el 18 de Dic/bre/de 1997 bajo el No. 72,965 del
libro respectivo, fue constituida la
anonima denominada GYNOPHARM S.A. W-eooommmmmmm oo

CERTIVFTICA

Que dicha sociedad ha  sido reformada pgr*las siguienges escrituras
s ™ s

y/o documentos privados: .- s N .
Numero aaaa/mm/dd Notaria No. Insc o Reg aaaa/mm/dd
532 1999/03/25 ©Notaria 3a. de Barranquilla 804373 1999/04/13

. S o '\“ . P e

-

CERTIVFICA
o ) N /4 . ™ R

Que de acuerdo con-la(s) escritura(s) arriba citada(s), la sociedad
se rige por las siguientes disposiciones:
DENOMINACION O RAZON SOCIAL: 7 N Ry
GYNOPHARM S.A.--------- R e TR Rttt
DOMICILIO PRINCIPAL: Barranquilla. ’
NIT No: 802.006.279-4.

MATRICULA MERCANTIL: 245,470.
CERTIFICA

Direccion para notificaciones judiciales:

CL 80 No 78 B - 201.

De la ciudad de Barranquilla.

ERTIFICA

DURACION: El t?rmino /de duraci?n de 1la sociedad se fij? hasta el
16 de Dic/bre de 2047.

CERTIVFTICA

OBJETO SOCIAL: a) La fabricacion de capsulas y otro productos simi-
lares a partir de materiales tales como gelatinas u otros de distin-
ta naturaleza, que puedan ser utilizados como envases o recipientes
de productos vy sustancias quimicas, farmaceuticas y cosmeticas, para
uso y consumo humano y veterinario. b) La investigacion, desarrollo

**% CONTINUA ***

Fecha : 20080625 Hora Certificado 11:29:31

Operacion : 02NA40625037 PAGINA No. 1
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CERTIFICADO NACIONAL -
CAMARA DE COMERCIO DE BARRANQUILLA
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y fabricacion de toda clase de productos y sustancias quimicas, far-
maceuticas y cosmeticas para uso y consumo humano, animal y vegetal.

c) La compra y venta de meterias primas , insumos y productos inter-
medios necesarios para los procesos de fabricacion de sustancias
quimicas, farmaceuticas vy cosmeticas, asi como la comercializacion.

interna y externa de los productos terminados. d) La compra, venta,
importacion, exportacion y distribucion de toda clase de elementos
instrumentales y equipos, medicos, quirurgicos, odontologicos y hos-
pitalarios para 1la salud humana y animal. e) Actuar como represen-
tante o agente de personas naturales y juridicas nacionales vy ex-
tranjeras en 1la realizacion de operaciones o transacciones relacio-
nadas con la- industria farmaceutica y en especial con cualesquiera
de las actividades descritas en los literales a), b), c¢) y d) antes
transcritos. f) Prestar los servicios de-asesoria y consultoria en
las areas administrativa, de mercadeo, analisis clinico, asistencia
tecnica, investigacion, costos vy produccion exportaciones, importa-
ciones, ventas, relacionadas con iguales o similares actividades a
las que constituyen el objeto de GYNOPHARM S.A., asi como los de -pu-
blicidad y promocion de productos quimicos, cosmeticos y farmaceuti-
cos para uso humano, animal o industrial.’g) Adquirir, operar, admi-
nistrar y explotar, a cualquier titulo,empresas o establecimientos
dedicados a 1la investigacion, desarrollo, fabricacion o comerciali-
zacion de productos quimicos, farmaceuticos, hospitalarios o cosme-
ticos. En desarrollo de su objeto principal, la sociedad podra to-.
mar interes social como accionista, socio o fundador de empresas que
tengan igual o similar objeto; comprar, vender, importar y exportar
maguinarias, insumos y repuestos requeridos para el desarrollo de
sus actividades; tomar dinero en prestamo,financiar y garantizar las
operaciones comerciales que celebre con terceros relativas a su ob-
jeto; celebrar vy ejecutar todo tipo de actos y contratos necesarios
para desarrollar sus operacioes; girar, aceptar, otorgar y protestar
todo tipo de titulos valores e instrumentos negociables; comprar,
vender vy constituir gravamenes sobre bienes muebles e inmuebles; de-
signar representantes o apoderados en el pais y en el exterior y, en
general, realizar cualquier acto o negocio que sea necesario o cons
veniente para el desarrollo de su objeto social y para la mejor pro-
teccion de sus intereses corporativos o lo de sus socios.-----------

CERTIFICA

CAPITAL Nro Acciones Valor Acci?n

Autorizado
Skkkkkkkkkx4 000,000,000 ***kkFkkkxk*kk*%x4 000,000 ***kkkkkkkkkixk*x*x] 000

Suscrito . [
Shrkkkxkk*x2 672,646,000 **kkkxkkkkk*k%2 672,646 *kkkkkkkkkkkkkkxx1 000

Pagado
Shkkkkkkkxk*xD 672,646,000 **kkxkkkkkk¥k*D §72 646 *kFkkkkkkkkkkkkx*] 000
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CERTIFICA

ADMINISTRACION: Seran funciones de la junta directiva, entre otras:

Autorizar cualquier acto o contrato cuya cuantia sea superior al
equivalente en pesos Colombianos a cincuenta mil dolares de los Es-
tados Unidos de America (US$50.000.00), liquidados a la tasa de cam-
bio representativa del mercado vigente el dia en que se surta la
aprobacion y para enajenar o gravar bienes inmuebles y demas activos
fijos de 1la sociedad, cualquiera que sea la cuantia de la transac-
cion. Las demas que le sean propias y no esten atribuidas a otro or-
gano social y las que le correspondan en virtud de la ley. la socie-
dad tendra un Gerente General, quien ejercera la administracion y
representacion legal de la sociedad y tendra las siguientes atribu-
ciones, entre otras: Ejercer la representacion legal de la sociedad
en todos los actos y contratos que se requieran para el desarrollo
del objeto social, de conformidad ¢on lo previsto en las leyes y en
los presentes estatutos. Aprobar ygcelebrgr en nombre de la sociedad
todo acto o contrato cuya cuantia sea igual o inferior al equivalen-
te en pesos Colombianos a cincuenta mil _dolares de, los Estados Uni-
dos de America (US$50.000.00), liqﬁidados{a»la tasa de- cambio repre-
sentativa del mercado vigente el dia en que se surta la aprobacion o
celebracion del acto. .Para enajenar, a cualguier titulo, bienes in-
muebles de 1la socieddd o constituir gravamenes sobre los mismos, de-
bera obtener la aprobacion de la junta directiva, cualquiera que sea
la cuantia de 1la transaccion; o las demas funciones que le corres-
pondan como representante legal-pér.diSposicion-dé la“ley, de estos
estatutos o© de 1la junta directiva. El Gerente General tendra un su-
plente, designado por la Jjunta directiva, quien lo reemplazara con
identicas facultades en sus faltas temporales, absolutas o meramente
acciedentales, sin que sea necesario para ello acreditar la ausencia
del PrinCipal . —— - - oo oo e

CERTIFICA

Que seg?n Acta No. 15 del 18 de Febrero de 2008 correspondiente a
la Asamblea de Accionistas en Bogota, de la sociedad:

GYNOPHARM I e b
cuya parte pertinente se inscribi? en esta C?mara de Comercio, el
25 de Febrero de 2008 bajo el No. 137,919 del libro respectivo, fueron
hechos los siguientes nombramientos:

CLASE: JUNTA DIRECTIVA
Principales
© 1. Llobet Poal Manuel CC.****x%%x14 670,196
2. Zanatta Reherman Leonardo Andres CC.***x*x*xx%xD 760,271
3. Munoz Marroquin Diego CC.***x**x%x%7 688,292
4. Montealegre Gonzalez Andres Leonardo CC.*%%**x%x79, 950,262

*%% CONTINUA **%
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Suplentes
1. Agudelo Pelaez Luis Hernando CC.**%x%*x%14 , 238,997
2. Aroca Almanza Arleth Ayelina CC.***%**36 718,415
3. Penaranda Urbina Adriana Paola ) CC.*¥**x%*x%53 120,683
4. tovar Vasquez Ruth CC.****%*52 175,756

CERTIVFICA

Que seg?n Acta No. 18 del 30 de Octubre de 2003 correspondiente a
la Junta Directiva en Barranquilla, de la sociedad: GYNOPHARM S.A.
cuya parte pertinente se inscribi? en esta C?mara de Comercio, el
06 de Nov/bre de 2003 bajo el No. 107,783 del libro respectivo,
fueron hechos los siguientes nombramientos:

Cargo/Nombre : Identificaci®n
Gerente General.
Palacios Aragon Luis Albert . . CE.****%%%%%379, 788

CERTIFICA

Que seg?n Acta No. 49 del 03 de Marzo de 2008 correspondiente a la
Junta Directiva en Barranquilla, de 1la sociedad: GYNOPHARM S.A.
cuya parte pertinente se inscribi? en esta C?mara de-Comercio, el
11 de Marzo de 2008 bajo el No. 138,342 del 1libro respectivo,
fueron hechos los siguientes nombrami?ntos:

»

Cargo/Nombre ‘Identificaci?n
Suplente del Gerente.
Mollajoli Centurion Andres Fernando CE.***%%xxx*%35] 283

CERTIFICA

Que seg?n Acta No. 16 del 08 de Mayo de 2008 correspondiente a la
Asamblea de Accionistas en Barranquilla, de la sociedad: GYNOPHARM
S.A. cuya parte pertinente se inscribi? en esta C?mara de Comercio,
el 22 de Mayo de 2008 bajo el No. 140,053 del libro respectivo,
fueron hechos los siguientes nombramientos:

Cargo/Nombre Identificaci?n
Revisor Fiscal
Marroquin Sepulveda Edgar CC.**%*x*x*x]17 147,542

CERTIFICA

Que segun Documento Privado de fecha 10 de Octubre del 2.000, ins-
crito en esta Camara de Comercio el 23 de Noviembre del 2.000 bajo
el No. 1.872 del 1libro repectivo, consta que el senor RUBEN MINSKI
GONTOVNIK C.C. No. 7.463.982, actuando como Presidente y represen-
tante legal de 1la sociedad GYNOPHARM S.A., otorga Poder Especial,
Amplio vy Suficienta a KAREN JENNIFER FIGUEROA GARCIA C.C. No. 32.-

**% CONTINUA **#*
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ba todas 1las declaraciones cambiarias a que esta obligada GYNOPHARM
S.A., en el giro normal de sus negocios y operaciones sociales.-----

CERTIVFICA

Que segun Documento Privado de fecha 10 de Octubre del 2.000, ins-
crito en esta Camara de Comercio el 12 de junio del 2.002, bajo el
2.164 del 1libro respectivo,consta que el senor JORGE CASTELLANOS
MARTINEZ, identificado con C.C.N0.19.460.089,actuando como represen-
tante 1legal de la sociedad GYNOPHARM 'S.A, otorga Poder Especial Am-
plio y Suficiente a KAREN FIGUEROA GARCIA, identificada con la ce-
dula de ciudadania No.32.732.070 de Barranquilla, mediante docu-
mento privado de octubre 10/2000, inscrito en la Camara de Comer-
clo de Barranquilla bajo el No.1.872 del 1libro respectivo, para
gue en representacion de GYNOFARM S.A, suscriba las declaracio-
nes cambiarias a lo€ que esta ‘obligada GYNOFARM\S.A. en el. giro
ordinario de sus negocios Yy operaciones sociales.------------------

. A > :
CERTIFICA .

Que en esta C?mara de Comercio no aparecen -inscripciones posteriores
~ : % “q . . - . » .
de documentos referentes a reforma, /disoluci?n, liquidaci?n o
nombramientos de representantes legales de la expresada sociedad.
~ 4 v P
> CERTIFICA: S -

hS

Que su ?ltima Renovaci?n fue el: 23 de Abril de 2008.

La informaci?n sobre embargos de establecimiento se suministra en
Certificados de Matr?cula, la de contratos sujetos a registro, en
Certificados Especiales.

Fecha : 20080625 Hora Certificado 11:29:31

Operacion : 02NA40625037 PAGINA No. 5
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ASENAPINE FOR THE TREATMENT OF SCHIZOPHRENIA IN A PATIENT WITH OVERWEIGHT
OR PREDISPOSITION FOR OVERWEIGHT

The invention relates to a method for the treatment of schizophrenia with an
antipsychotic agent administered to a patient with overweight.

The average human population is afflicted with a life-time occurrence of
schizophrenia at a rate of about 0.5 - 1% (Goldber et al.; Canadian J. of Psychiatry
Vol 47; pp 833-843; 2002). The disease, if untreated, is completely debilitating with
regard to social and economic functioning of the afflicted person. Fortunately,
considerable progress has been made during the last 45 years in the treatment of the
disease, resulting in some social behaviour benefits for many patients. It is the use of
effective anti-psychotic drugs that has produced this dramatic improvement in
treatment outcome. With the classic antipsychotic agents, such as chiorpromazine,
haloperidol, spiperone etc. the importance of dopamine receptor blockade as the
mechanism of action for antipsychotic effects has been demonstrated. These drugs
nevertheless had shortcomings which were the challenge to be overcome by new

- agents. These side effects, collectively referred to as extrapyramidal side (EPS)

effects, are Parkinson-like behaviour, akathisia, dystonias and serious, sometimes
imreversible disturbances in muscle control, known as tardive dyskinesia (TD).
Clozapine, an older drug showed that antipsychotic effects could be obtained without
frequent inducement of the afore-mentioned side effects. This led to the class of
atypical antipsychotic agents, which are those that are as effective as the first
generation of antipsychotic drugs, but less prone to induce extrapyramidal side
effects and having a broader therapeutic efficacy. The latter refers to efficacy against
the negative symptoms of schizophrenia. The atypical anti-psychotic drugs can be
further subdivided into three categories based upon receptor-binding profiles and the
side effects that follow. These categories are (a) the relatively pure dopamine
antagonists (D2 antagonists, including sulpiride and amisulpiride), (b) the dopamine
(D2)-serotonin (5-HT,)-norepinephrine (alpha 1) antagonists (risperidone, ziprazidone
and sertindole) and (c) the multiréceptor antagonists (clozapine, olanzapine and
seroquel) (See Gerlach and Peacock, International Clinical Psychopharmacology 10
Suppl 3: 39-48, 1995.; Tamminga and Lahti, International Clinical
Psychopharmacology 11 Suppl 2: 73-76, 1996). These atypical antipsychotics,
however, cause substantial weight gain that is both greater than conventional
antipsychotics and of clinically meaningful magnitude. This leads in individual cases
to poor compliance and other adverse health effects. The largest weight gains are
associated with clozapine and olanzapine, and the smallest with quetiapine and
ziprasidone. Risperidone is associated with modest weight changes that are not dose
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related. Given the equivalent efficacy of atypical antipsychotics, weight-gain profile is
a legitimate factor to consider when selecting a treatment (Nasrallah,
Psychoneuroendocrinology. Vol 28, Supp! 1 pp 83-96, 2003; Homel, Casey and
Allison Schizophrenia Research Vol 55(3) pp 277-284, 2002). This is the more
relevant because obesity is commonly seen in patients with schizophrenia. According
to some surveys the mean body mass index (BM!) for individuais with schizophrenia
is significantly higher than individuals who are not schizophrenic (Homel, Casey and
Allison, Schizophrenia Research, Vol 55(3) pp 277-284, 2002; Ananth et al Expert
Review of Neurotherapeutics Val 3(1) pp 59-68, 2003). Since overweight and obesity
are risk factors for other health diseases, such as diabetes and cardiovascular
disorders, the need for an improved drug treatment for individuals having both
schizophrenia and overweight is clear.

It has now been found that treatment of such patients with asenapine is safer than
treatment with just any one of most other antipsychotic agents.

The term treatment is used here to refer to a measure or set of measures taken
and/or prescribed by a doctor in order to combat symptoms or consequences of
disease. Treatment with a drug is by administration to the patient by any means
known in the art directly to the patient or indirectly by prescription. The benefit of the
improved treatment can be observed in individual patients, for example when
switching to the new treatment from a treatment with any other antipsychotic agent
with weight increasing side effect in that particular patient. The benefit can also be
observed as a group effect, whereby it cannot be excluded that certain individuals
still gain weight, but the overall group result definitely shows less average weight
gain effect in comparison to a known treatment. In view of the favourable property of
asenapine on weight it is an aspect of the invention to treat a patient for
schizophrenia with asenapine, whereby the patient was having weight gain effect due
to another antipsychatic agent. In this aspect of the invention the patient is not
necessarily a patient with overweight. In another aspect, the need to avoid weight
gain due to drug treatment is related to the special risk effect of overweight in that
particular patient, for example due to the presence of other risk factors, for example
for diabetes or cardiovascular disease. Such risk factors may stem from genetic
disposition or behavioural habits, such as smoking. or sudden abstinence from
smoking. 1t is therefore another aspect of the invention to treat a patient for
schizophrenia with asenapine, whereby the patient needs to be protected against
weight increase due to the presence of risk factors for a disease for which overweight
is also a risk factor. Again such a patient in need of avoidance of weight increasing
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effect is not necessarily already overweight. In still a further aspect the patient is in
need of avoidance of weight increasing effect because of the presence of other
weight increasing factors per se, such as abstinence from nicotine in relation to a
decision to stop the smoking habit. ‘
Schizophrenia is defined in the field of psychiatry as a disease falling in a specific
diagnostic category with characteristic cognitive disturbances. Diagnosis can be
made in accordance with the criteria given in handbooks for psychiatry, for example
in the Diagnostic and Statistical Manual of Mental Disorders 4th edition (DSM-IV)
published by the American Psychiatric Association, Washington, D.G. (1994),
Antipsychotic agent is a drug with therapeutic activity, be it curative or preventive, on
patients with schizophrenia and other psychoses. In this description of the invention
no difference is made in meaning between an antipsychotic drug, a neuroleptic drug
and an antischizophrenia drug. In the art the terms are used interchangeably,
although the term neuraleptic is usually avoided in modern times, since it is
associated with the classic drugs having the strangest Parkinson-like side effects,
resulting from uncompensated inhibition of dopaminergic neurotransmission in the
brain.

Administration to a patient can be by any means aimed at making the drug available
near the receptors in the body mediating the therapeutic effect. Tablets and capsules
for oral intake are the most commonly known. For asenapine a sublingual formulation
is developed so that the drug can be given in the oral cavity and is made available to
the general circulation. See for example WO9523600

Obesity and overweight are used in the present context as obesity and overweight
according to a judgment by a doctor, so that this term is used here with a medical
meaning rather than with a meaning referring to (un)desirable physical appearance of
people. Quantitative measures are defined in the art in order to have more objective
criteria for overweight and obesity. A commonly used parameter is the body mass
index (BMI) defined with the formula G/L% wherein G is body weight in kg and L is
body height in meters. An acceptable BMI from the medical point of view is 25 kg/im?.
Higher values are considered overweight. Overweight as risk factor for other health
problems is proportionally operative as such, that is, the higher the overweight, the
higher the chance for emergence of other diseases, such as diabetes and
cardiovascular disease. The World Health Organisation and the NIH have defined
that the term abesity as a physical condition is characterised by a BMI of 2 30 kg/m?.
Note, for the purpose of clarity of terms that the term overweight includes the term
obese, the latter being a more serious form of overweight. Since the effect of
overweight is relative to the degree of overweight, different cut-off points than the
mentioned 25 kg/m” are used to define unhealthy overweight. One can find in expert
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literature values of 26 kg/m? and 27.3 kg/m? as starling criteria for obesity in women
and 28 and 27.8 as starting criteria for obesity in men. The present invention has as
further specific embodiments the use of asenapine for methods of treatment of
schizophrenia in individuals with overweight defined objectively as those men
selected with a BMl of 2 26, 2 26.5, 227, 227.3,2 275, 2 28,229,230,2350r2
40 and/or those women selected with a BMI of 2 26,2265 227,2275,2278,2
28,229, 2 30, 2 35 or 2 40.

Asenapine refers to the compound as registered by the WHO under that name, which
is chemically named trans-5-chloro-2-methyl-2,3,3a, 12b-tetrahydro-1H-
dibenz[2,3:6,7]oxepino[4,5-clpyrrole. It is usually made available as the 1:1 maleate
salt, so that asenapine may refer to the maleate salt specifically or to the base, or to
any salt or hydrate of the base. in the present description the latter and broad
meaning is used. The term encompasses also the separate enantiomeric forms of
trans-5-chloro-2-methyl-2,3,3a, 12b-tetrahydro-1H-dibenz[2,3:8, T]oxepino[4,5-
c]pyrrole, which can be used in pure form for the same purpose. When amounts of
asenapine are given, reference is made to the base content of the substance, unless
explicitly stated otherwise.

Asenapine is administered in an amount to the patient in a therapeutically effective
amount. By a therapeutically effective amount is meant that amount which is capable
of at least partially preventing, reversing, reducing, ameliorating or otherwise
suppressing the psychotic disease being treated. The ultimate dosage to provide
relief for the patient depends a.o. on individual characteristics, such as condition and
age. A therapeutically effective amount can be determined by one of ordinary skill in
the art using no mare than routine experimentation.

Daily dose is the amount of drug administered per 24 hours in any pharmaceutical
formulation. For extended release formulations the intended duration for effective
dose administration is divided by the number of days in order to arrive at an
indication of the daily dose of the treatment. Asenapine can effectively be used in the
category of overweight patients in a daily dose range of 0.5 — 50 mg per person,
whereby the exact amount is selected depending on route of administration, desired
intensity of effect, and individual patient needs and tolerance. In particular the body
weight can influence the daily dose, because portions of the drug may be stored in
fat tissue, where it is temporarily not available for the receptors involved in the
antischizophrenic effect. The preferred range for daily dose is 5-20 mg. Preferred is
to administer the daily dose with a sublingual or buccal formulation in one or more
dosage units (see WO 9523600) containing an amount of asenapine selected from
the range of from 1- 15 mg, with preference for 5 or 10 mg.

bo
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It is an aspect of the invention to provide for the use of asenapine in a method for the
manufacture of a medicine, which medicine comprises asenapine and is made to be
suitable for the treatment of a patient with overweight, or a patient that was having
weight gain effect due to another antipsychotic agent or a patient that needs to be
protected against weight increase due to the presence of risk factors for a disease for
which overweight is also a risk factor or due to the presence of other weight
increasing factors.

In another aspect, the invention provides for a pharmaceutical formulation comprising
asenapine suitable for the treatment of a-patient with overweight, or a patient that
was having weight gain effect due to another antipsychotic agent or a patient that
needs to be protected against weight increase due to the presence of risk factors for
a disease for which overweight is also a risk factor or due to the presence of other
weight increasing factors.

Pharmaceutical formulations are commonly prescribed to the patient in “patient
packs” containing a number dosing units or other means for administration of
metered dose units for use during a distinct treatment period in a single package,
usually a blister pack. Patient packs have an advantage over traditional prescriptions,
where a pharmacist divides a patient’s supply of a pharmaceutical from a bulk
supply, in that it can be provided that the patient has access to a package insert
contained in the patient pack. The inclusion of a package insert has been shown to
improve patient compliance with the physician’s instructions. Thus, the invention
further includes a pharmaceutical formulation, as herein before described, in
combination with packaging material suitable for said treatment. In such a patient
pack the intended use of the farmulation for the treatment according to the invention
can be inferred by instructions, facilities, provisions, adaptations and/for other means
to help using the formulation most suitably for the treatment. Such measures make a
patient pack specifically suitable for and adapted for use for treatment according to
the present invention.

Thus, the invention provides a patient pack for the treatment.of a schizophrenia
patient with overweight or at risk for overweight with asenapine. comprising means
for administration of metered dose units in combination with packaging material
suitable for said dose units, which patient pack comprises means to help a patient
using the dose units most suitably.
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Example

Assessment of the efficacy and safety of asenapine (5 mg twice a day) in subjects
with acute exacerbation of their schizophrenic illness, compared to risperidone (3 mg
twice daily and placebo in a randomized double blind, fixed-dose 6-week trial. The
treatment period of 42 days consisted of a 21-day inpatient phase and a 21-day
outpatient phase.

The study was done as a muiticenter trial. Patients in the study were recruited in 27
centers and randomly assigned to one of the three trial groups.

Screening of candidate subjects for recruitment into the trial was done immediately
after the informed consent was signed. The investigator or subinvestigator
determined whether the subject met the DSM-IV criteria for schizophrenia. On day 0,
the day before the first dose of trial medication was given, the health status of each
subject was re-assessed to ensure eligibility for randomization of the subject in the
trial. A total of 182 subjects were included into the trial, of these 180 received
treatment: 59 asenapine, 59 risperidone, 62 placebo.

To be considered for inclusion in the trial, male or non-pregnant female subjects of
18 years of age or alder and experiencing an acute exacerbation of their
schizophrenic iliness diagnosed according to DSM IV criteria with schizophrenia of
the paranoid type [295.30], disorganised type [295.10], catatonic type [295.20], or
undifferentiated type [295.90] were selected. Subjects were to have a PANSS score
of at least 60 at baseline.

Asenapine and placebo were prepared as indistinguishable sublingual tablets
according to WO9523600, example 1, with adaptation of the amount of asenapine in
order to obtain proper amounts into the dosage units.

After a washout period of 3-7 days, subjects in the trial were randomized to the three
treatment groups (asenapine, risperidone, placebo). Subjects randomized to the
asenapine group received trial medication accarding to the following schedule: 1 mg
twice daily on day 1, 2 mg twice daily on day 2, 3 mg twice daily on day 3, 4 mg twice
daily on day 4, and 5 mg twice daily on days 5 thraugh 42. Subjects randomized to
the risperidone group received trial medication according to the following schedule: 1
mg twice daily on day 1, 2 mg twice daily on day 2, and 3 mg twice daily on days 3
through 42. Subjects randomized to the placebo group received placebo twice daily
throughout the treatment period. Assessments during the freatment period were
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conducted weekly, except for vital sign assessments during the inpatient phase
which were conducted daily.

Among other tests the efficacy on disease symptoms is evaluated with the positive
5 and negative syndrome scale (PANSS). Body weight was measured at screening
and on day 42, or the subjects final day of treatment.

Demographic and other subject characterisation were performed and descriptive
statistics were obtained for age, weight, and height by treatment group and pooled
10 across treatment groups
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Baseline characteristics by treatment group: age, weight, and height

Asenapine 5 mg | Risperidone | Placebo Total
(N=59) 3 mg (N=59) | (N=62 (N=180)
Age(vears) | N 59 59 62 180
Median 39 41 415 41 n
Maximum | 70 61 68 70
Minimum | 21 22 22 21
Weight (kg) | N 57 58 58 173
Median 84.40 82.25 84.15 83.60
Maximum | 155.0 161.9 150.0 161.9
Minimum | 58.6 57.2 54.9 54.9
Height {cm) | N 57 57 59 173
Median 173 170 173 172
Maximum | 188 193 189 193
Minimum | 152 150 150 150
BMI* 28.20 28.46 28.12 28.26

* BM! was calculated with the median values of weight and height.

Resulfs

Asenapine and risperidone were both significantly more effective than placebo in
reducing the symptoms of schizophrenia. Clinically significant weight gain {i.e., an
increase from baseline of =7%) was reported in 4% (N=2) of the asenapine subjects,
17% (N=8) of the risperidone-treated subjects, and 2% (N=1) of the placebo-treated
subjects.

Table: Number of subjects with clinically significant change from baseline in body
weight by treatment group (All-Subjects-Treated Group)

Asenapine 5 mg Risperidone 3 mg Placebo

N n % N n % N n %

Increase of 2 7% 46 2 4.3 47 8 17.0 54 1 1.9

Decrease of 2 7% | 46 0 00 47 1 2.1 54 4 7.4

N is total number of subjects with data and n is number of subjects in category

Of the 147 subjects in the All-Subjects-Treated Group who had weight data recorded
at baseline and at the end of the trial, 11 had a dlinically significant increase from
baseline in body weight and 5 had a clinically significant decrease from baseline in

2%
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body weight. The percentage of subjects with clinically significant weight gain from
baseline was highest in the risperidone group (17.0%), lower in the asenapine group
(4.3%), and lowest in the placebo group (1.9%). Four subjects experienced a greater
than 10% weight gain from baseline: 1 asenapine subject, 2 risperidone subjects,

S and 1 placebo subject.
At end point the risperidone group showed 1.9% increase in body weight from
baseline, compared with a 0.5% increase of the asenapine group and a 0.3%
increase for the placebo group.

10 Overall conclusion
The low incidence of clinically significant weight gain and minimal other side effects
demonstrated that asenapine has a favorable benefit-risk profile.

25
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Claims

1. Method for the treatment of schizophrenia with an antipsychotic agent
administered to a patient with overweight wherein that the antipsychotic agent is
asenapine.

2. Method for the treatment with asenapine of schizophrenia in a patient that was
having weight gain due to another antipsychotic agent.

3. Method for the treatment with asenapine of schizophrenia in a patient that needs
to be protected against weight increase due to the presence of risk factors for a
disease for which overweight is also a risk factor or due to the presence of other
weight increasing factors.

4. The method according to claim 1 wherein the overweight is defined to be a BMI of
2 25.

5. The method according to claim 4wherein the overweight is defined to be a BMI of
2 27.8 for men and 2 27.3 for women.

6. The method according to any one of claims 1 — 5 wherein asenapine is
administered to the patient by the sublingual route.

7. Use of an antipsychotic agent in the manufacture of a medicament for the
treatment of schizophrenia in a patient with overweight wherein the antipsychotic
agent is asenapine.

8. Use of asenapine in the manufacture of a medicament for the treatment of
schizophrenia administered to a patient wherein the patient was having weight gain
due to another antipsychotic agent.

9. Use of asenapine in the manufacture of a medicament for the treatment of
schizophrenia administered to a patient wherein the patient needs to be protected
against weight increase due to the presence of risk factors for a disease for which
overweight is also a risk factor or due to the presence of other weight increasing
factors.

10. The use of claim 7 wherein the overweight is defined to be a BMi of 2 25.

2L
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11. The use of claim 9 wherein the overweight is defined to be a BMI of 2 27.8 for
men and 2 27.3 for women.

5 12. The use of claims 7-11 wherein the medicament is to be administered to the
patient by the sublingual route.

10
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composition for the treatment of mental disorders. such as
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1

SUBLINGUAL OR BUCCAL
PHARMACEUTICAL COMPOSITION

This application is a 371 of PCT/EP95/00765. filed Mar.
1, 1995.

The invention relates to a sublingual or buccal pharma-
ceutical composition. and more specifically to a sublingual
or buccal composition for the treatment of various mental
disorders.

The compound trans-5-chloro-2-methyl-2.3.3a.12b-
tetrahydro- 1H-dibenz{2 3:6.7 joxepino{4.5-c}pyrrole and the
preparation thereof are disclosed in U.S. Pat. No. 4,145.434.
The compound is described as having CNS-depressant activ-
ity and antihistamine and antiserotonin activities.

The pharmacological profile of trans-S-chloro-2-methyl-
2.3,3a.12b-tetrahydro- 1H-dibenz|2.3:6.7 Joxepino|4.5-c}
pymrole. its kinetics and metabolism. as well as the first
safety and efficacy studies in human volunteers and in
schizophrenic patients were reviewed by De Boer et al
(Drugs of the Future 1993, 18(12). 1117-1123). It has been
established that Org 5222 {5-chloro-2-methyl-2.3,3a,12b-
tetrahydro-1H-dibenz{2.3:6.7 Joxepino{4.5-c|pymrole male-
ate (1:1)] is a very potent dopamine and serotonin antagonist
with potential antipsychotic activity.

Phase I clinical studies on the effects of perorally admin-
istered trams-S-chloro-2-methyl-2.3 3a.12b-tetrahydro-1H-
dibenz{2.3:6.7)oxepino(4.5-c|pyrrole however. revealed
that serious cardiotoxic effects. e.g. postural hypotension
and/or impairment of baroreceptor functioning. occurred.

Surprisingly. it has now been found that on sublingual or
buccal administration, trans-5-chloro-2-methyl-2.3.33.12b-
tetrahydro-1H-dibenz[2.3:6.7 Joxepino[4.5-clpyrrole has
substantially less cardiovascular side effects.

The invention therefore relates to a sublingual or buccal
pharmaceutical composition comprising trans-5-chloro-2-
methyl-2.3 3a.12b-tetrahydro-1H-dibenz-{2.3:6.7Joxepino
{4.5-clpyrrole or a pharmaceutically acceptable salt thereof,
and pharmaceutically acceptable auxiliaries suitable for use
in sublingual or buccal compositions.

The compositions of the invention are useful in treating
mammals. including humans, suffering from diseases which
are susceptible to treatment by trans-5-chloro-2-methyl-2.3,
3a.12b-tetrahydro-1H-dibenz{2.3:6.7]oxepino[4.5-c]
pyrrole. Such diseases include mental disorders. such as
tension. excitation. anxiety, psychosis, and schizophrenia.
The compositions may also be used for antihistamine and for
antiserotonin related diseases.

In its simplest form the pharmaceutical composition of

the invention consists of an aqueous solution, for instance

comprising 0.9% (w/v) of sodium chloride and the active
compound S5-chloro-2-methyl-2.3.3a.12b-tetrahydro-1H-
dibenz[2.3:6.7 Joxepino|4.5-clpyrrole, or a pharmaceutically
acceptable salt thereof. The maleate salt (Org 5222) is a
preferred salt. The active compound is rapidly absorbed
from these aqueous pharmaceutical compositions. when
kept under the tongue or in the mouth of a patient.

Preferred pharmaceutical compositions are solid phar-
maceutical compositions which rapidly disintegrate in the
mouth of a subject. upon insertion into the buccal pouch or
upon placement under the tongue. Rapid disintegration
means that the pharmaceutical composition is disintegrated
within 30 seconds in water at 37° C.. and preferably within
10 seconds, as measured according to the procedure
described in Remington's Pharmaceutical Sciences. 18th
Edition (Ed. A. R. Genaro). 1990. pp 1640-1641; see also
US Pharmacopeia. Chapter <701>.

In a preferred embodiment the pharmaceutical composi-
tions of the invention are tablets or lozenges which comprise
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a rapidly disintegrating composition of a pharmaceutically
acceptable water-soluble or water-dispersable carrier mate-
rial. Tablets and lozenges comprising a rapidly disiniegrat-
ing composition of a pharmaceutically acceptable water-
soluble or water-dispersable carrier material are known in
the art, for example as disclosed in U.S. Pat. No. 4.371.516.
Such tablets may be prepared by freeze-drying of an aque-
ous solution comprising S-chloro-2-methyl-2.3.3a.12b-
tetrahydro- 1H-dibenz{2.3:6.7)oxepinol4.5-cjpyrrole. a
water-soluble or water-dispersable carrier material and.
optionally, pharmaceutically acceptable excipients. Such
excipients are known in the art. see for instance Remington’s
Pharmaceutical Sciences. 18th Edition (Ed. A. R. Genaro).
1990. pp 1635--1638. and are commonly used in pharma-
ceutical compositions. for instance surfactants. celouring
agents. flavouring agents. preservatives and the like.

The water-soluble or water-dispersable carrier materiaf is
preferably water-soluble. Suitable water-soluble carrier
materials are (poly)saccharides like hydrolysed dextram.
dextrin. mannitol. and alginates. of mixtures thereof. or
mixtures thereof with other carrier materials like
polyvinylalcohol. polyvinylpyrrolidine and water-soluble
cellulose derivatives, like hydroxypropyl cellulose.

A preferred carrier material is gelatin. especially partially
hydrolysed gelatin. The partially hydrolysed gelatin can be
prepared by heating of a solution of gelatin in water. for
example in an autoclave at about 120° C. for up to 2 hours.
The hydrolysed gelatin is used in concentrations of about 1
to 6% (w/v). and preferably in concentrations of about 2 to
4% (wiv).

The preferred dosage forms of the composition of the
invention, i.e. tablets or lozenges. can be prepared by
methods known in the art. For example. according to a
method as disclosed in British Patent 2.111.423. an aqueous
composition comprising a predetermined amount of
5-chloro-2-methyl-2.3.3a.12b-tetrahydro- 1 H-dibenz-[2.3:6.
7loxepino(4.5-c]pyrrole. a pharmaceutically acceptable
water-soluble or water-dispersable carrier material and
optionally pharmaceutically acceptable auxiliaries and
excepients, is transferred into a mould. after which the
composition is frozen and the solvent is sublimed. prefer-
ably by freeze-drying. The composition preferably contains
a surfactant, for example Tween 80 (polyoxycthylene (20)
sorbitan mono-oleate), which may help to prevent the
freeze-dried product from sticking to the surface of the
mould.

The mould may comprise a series of cylindrical or other
shape depressions. each having a size corresponding to the
desired size of the dosage form. Alternatively, the mould
may have a larger size than the desired size of the dosage
form. and after the contents are freeze-dried the product can
be cut into the desired size. Preferably the dosage form is
freeze-dried in the form of a lyosphere, which is a freeze-
dried spherical-shaped droplet containing the active ingre-
dient.

A preferred mould would correspond to a depression in
a sheet of film material, as for example disclosed in U.S. Pat.
No. 4,305.502 and U.S. Pat. No. 5.046.618. The film mate-
rial may be similar to that employed in conventional biister
packs.

Each dosage form of the pharmaceutical composition of
the present invention comprises one dosage unit of 5-chloro-
2-methyl-2.3,3a,12b-tetrahydro- LH-dibenz-[2.3:0.7!
oxepino[4.5-clpyrrole as active ingredient. A dosage unit
may contain between 0.005 mg and 15 mg of the active
ingredient. Preferably the dosage umnit contains 0.03-0.50
mg of S-chloro-2-methyl-2.33a.12b-tetrahydro- iH-dibenz
{2.3:6.7}Joxepino|4.5-clpymole.

(oY}
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The invention further relates to the use of trans-5-chloro-
2-methyl-2.3.3a.12b-tetrahydro-1H-dibenz-{2.3:6.7]
oxepino|4.5-clpyrrole for the manufacture of a sublingual or
buccal pharmaceutical composition for treating mental
disorders. such as psychosis and schizophrenia.

A method of providing therapy using the pharmaceutical
composition of the present invention comprises the insertion
of a dosage form according to this invention in the buccal
pouch or under the tongue of a subject. such as a human. The
ultimate dosage to provide relief for the patient depends.
apart from individual characteristics. on the patient’s weight.
condition and age. Usually. administration of 1-4 dosage
units of the pharmaceutical composition of the invention per
day is sufficient for obtaining a therapeutic effect. The
therapy may be continued as long as necessary or desired.

The invention is further illustrated by the following
examples.

Example 1

a: Preparation of Hydrolysed Gelatin (3% w/v)

Gelatin (30 g) was dissolved in 11 of distilled water under
heating and constant stirring. The resulting solution was
autoclaved at 121° C. (10° Pa) for one hour. upon which the
solution was allowed to cool to room temperature to give
hydrolysed gelatin (3% w/v).

b: Preparation of a Solid Pharmaceutical Dosage Form

A sheet of polyvinyl chloride (PVC) containing cylindri-
cal depressions was cooled with solid carbon dioxide. 0.2 g
of Org 5222 |S-chloro-2-methyl-2.3.3a.12b-tetrahydro- 1H-
dibenz[2.3:6.7Joxepinof4.5-clpyrrole maleate (1:1)] were
dissolved in 1 1 of hydrolysed gelatin under mixing, While
mixing was continued. in each of the depressions 0.5 ml of
the solution were placed. When the contents of the depres-
sions were frozen, the PVC sheet was placed in a freeze-
drying system. An aluminum foil was finally sealed to the
sheet so as to close off the depressions containing the
freeze-dried pharmaceutical dosage forms. Each depression
contains a pharmaceutical unit dosage comprising 0.10 mg
of S-chioro-2-methyl-2.3.3a.12b-tetrahydro- 1H-dibenz(2.
3:6.7]oxepinol4.5-c]pyrrole maleate (1:1).

Examples 2

In a manner as described in Example 1b a pharmaceutical
composition was prepared comprising:

0.2 g of S-chloro-2-methyl-2.3.3a.12b-tetrahydro-1H-
dibenz{2.3:6.7]oxepino[4.5-clpymrole maleate (1:1) (Org
5222). 0.50 g of Tween 80 (polyoxyethylene (20) sorbitan
mono-oleate. 30 g of sucrose and 1 1 of hydrolysed gelatin
(3% wiv).

Example 3

In a manner as described in Example 1b a pharmaceutical
composition was prepared comprising:

2 g of S-chloro-2-methyl-2.3.3a.12b-tetrahydro-1H-
dibenz[2.3:6.7joxepinof{4.5-c]pyrrole maleate (1:1) (Org
5222). 0.50 g of Tween 80 (polyoxyethylene (20) sorbitan
mono-oleate. 30 g of sucrose and 1 1 of hydrolysed gelatin
(3% wi/v). 1 1 of hydrolysed gelatin (3% w/v).

Example 4

A pharmaceutical composition was prepared comprising:
0.2 g of 5-chloro-2-methyl-2.3.3a.12b-tetrahydro-1H-
dibenz[2.3:6.7]oxepino{4.5-c]pyrrole maleate (1:1) (Org
5222). 17 g of sodium alginate. 35 g of dextran (MW approx.
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40.000). 17.5 g of dextrose. and distilled water to a volume
of 1 1. which composition was freeze-dried into unit dosage
forms.

Example 5

A pharmaceutical composition was prepared comprising:

0.4 g of 5-chloro-2-methyl-2.3.3a.12b-tetrahydro-1H-
dibenz[2.3:6.7}oxepino[4.5-clpyrrole maleate (1:1) (Org
5222). 50 g of dextrin. 0.20 g of Tween 80 (polyoxyethylene
(20) sorbitan mono-oleate. 30 g of polyvinylpymrolidine and
distilled water to a volume of 1 1. which composition was
frecze-dried into unit dosage forms.

Example 6

Lyospheres were prepared by dissolving 138.9 g of
sucrose, 40.8 g of sodium citrate, and 111 mg of polysorbate
20 in 300 ml of distilled water. adjusting the pH to 7 using
IN hydrochloric acid and 1IN sodium hydroxide and adding
water to 500 ml. The solution was homogenized by stirring
and filtered through a sterile (.22 pm filter. after which the
solution was freezed into droplets of 0.1 ml, which droplets
were transferred in the frozen state into a freeze dryer and
then frecze-dried to unloaded spherical lyophilized dosage
units (lyospheres).

120 mg of 5-chloro-2-mecthyl-2.33a.12b-tetrahydro-1H-
dibenz[2.3:6.7]oxepinof4.5-clpyirole maleate (1:1} (Org
5222) were dissolved in 1 ml of ethanol and 83 ut of this
solution were added to one lyospheres. after which the
ethanol was removed by gentle heating, to obtain a lyo-
sphere containing 10 mg of Org 5222. Lyospheres contain-
ing 1 and 0.1 mg of Org 5222 respectively. were prepared in
a similar manner by dissolving 60 or 6 mg of Org 5222
respectively in 1 ml of ethanol, after which 16.6 pl of this
solution were added to one lyosphere.

Example 7

A pharmaceutical composition was prepared comprising:

0.094 g of 5-chloro-2-methyl-2.33a.12b-tetrahydro-1H-
dibenz{2.3:6.7]oxepino[4.5-c]pyrrole maleate (1:1) (Org
5222). 30 g of mannitol. 40 g of gelatine. and distilled water
to a volume of 1 L. which composition was freeze-dried
according to the method of Example 1b into unit dosage
forms. each of which comprises 10 pg of Org 5222.

Example 8

Orthostatic hypotension (tilt challenge) and direct hae-
modynamic and electrophysiologic effects were determined
as follows:

Method

Beagle dogs (10-20 kg. Harlan. France) were instru-
mented under anesthesia. A micromanometer (Konigsberg
Instruments) was placed into the aorta near the aortic arch
and another in the left ventricle. A pair of segment length
piezoelectric crystals (Triton Technology) were sutured into
the endocardial left ventricular wall at a distance of approxi-
mately 1 cm from each other. All connecting wires were
tunneled subcutaneously and exteriorized at the back of the
neck. Two weeks postoperatively the dogs were placed is a
Pavlov-stand and transducers connected to an eight-channel
recorder (Gould ES3000). An electrocardiogram (standard
lead II) was also recorded using conventional bipolar limb
leads.

Org 5222 (or placebo) was administered either orally (1.
2.5. 5. 10. or 50 mg/kg) or sublingually (0.01. 0.1, or !}
mg/kg) to conscious dogs.
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Aortic arterial systolic. diastolic and mean blood pres-
surcs (mmHg). heart rates (bcats/min). ventricular systolic
segmental shortenings (mm) and the QT intervals were
continuously registered and automatically analysed every 15
minutes during the 5 hour observation period following Org
5222 administration. QTc (which reflects cardiac repolari-
sation time) was calculated according to Bazett's formula.

Dogs were tilted to the 90° upright position for periods of
30 seconds by lifting their forelimbs. Tilt responses refer to
the maximum changes observed in aortic blood pressure and
heart rate during the 30 second observation period and were
assessed both 30 minutes and just before Org 5222 admin-
istration and then 15. 30. 60. 90. 120. 180. 240. and 300
minutes after administration.

Blood samples were taken just before drug administration
and at 15. 30. 60. 90. 120, 240. 300. 360 minutes and at 21
hours after administration in each case just after tilt chal-
lenge. To plasma. prepared from the blood samples. internal
standard (cis-5-chioro-2-methyl-2.3 3a.12b-tetrahydro- 1H-
dibenz|2.3:6.7 Joxepino{4.5-c|pyrrole maleate (1:1); Org
5033) was added and Org 5222 and internal standard were
isolated by extracting the alkalinized plasma with n-hexane,
The Org 5222 concentration was determined by capillary
gas chromatography (¢GC) with NPD-detection.

Results

The hypotensive respoase to tilt was modestly and dose-
dependently augmented by Org 5222, irrespective of the
route of administration. However. for equivalent Org 5222
plasma levels, the accompanying tachycardia was always
more marked after oral administration of Org 5222 than after
sublingual administration (Table 1)

TABLE 1

Mean heart rate change due to tilt
(corrected for placebo effects), calculated per
concentration range (ng/ml) and for each of the two

administration routes, oral (po) and sublingual {sl).

Mean heart rate change

Org 5222 plasma per
concentration concentration range

(ng/mt) po sl
0-3 57 4.6
3-10 213 06
10-30 211 183
30-100 47.8 149
100-300 528 89

Conclusions

Tachycardia accompanying orthostatic hypotension was
more marked after oral than after sublingual administration
of Org 5222. Direct haemodynamic and electro-
physiological effects were also less marked after sublingual
than after oral administration with regard to negative inot-
ropy and QTc prolongation. :

Moreover. dogs treated orally showed marked side effects
such as excitation of long duration. whereas dogs treated
sublingually showed only short excitation periods followed
by long lasting sedation.

We claim:

1. A pharmaceutical composition comprising as a2 medici-
nally active compound: trans-5-chloro-2-methyl-2.3.3a.
12b-tetrahydro-1H-dibenz[ 2 3:6.7 Joxepino[4.5-c]pyrrole or
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a pharmaceutically acceptable salt thereof; wherein the
composition is a solid composition and disintegrates within
30 seconds in water at 37° C.

2. The pharmaceutical composition of claim 1. whercin
the composition further comprises a pharmaceutically
acoeptable water-soluble or water-dispersable carrier mate-
rial.

3. The pharmaceutical composition of claim 2. wherein
the carrier material is partially hydrolysed gelatin.

4. A method for treating tension. excitation. anxiety. and
psychotic and schizophrenic disorders. comprising admin-
istering sublingually or buccally an effective amouat of a
pharmaceutical composition comprising trans-S-chloro-2-
methyl-2.3.3a.12b-tetrahydro- 1H-dibenz|[2.3:6.7 loxepino
{4.5-c|pyrrole or a pharmaceutically acceptable salt thereof.

§. The pharmaceutical composition of claim 1. wherein
the composition disintegrates within 10 seconds in water at
37° C.

6. The composition of claim 1. further comprising one or
more pharmaceutically acceptable auxiliaries selected from
the group consisting of hydrolyzed dextran. dextrin.
mannitol., algenates. polyvinyl alcohol. polyvinyl pysroli-
dine and water soluble cellulose derivatives.

7. A pharmaceutical composition comprising trans-5-
chloro-2-methyl-2.3.3a.12b-tetrahydro-1H-dibenz| 2 3:6.7}
oxepinol4.5-c]pyrrole or a pharmaceutically acceptable salt
thereof; and pharmaceutically acceptable auxiliaries,
wherein the composition is made by the process of

a) providing an aqueous solution comprising said com-
pound and a water soluble or water dispersable carrier
material;

b) transferring the composition of a) into a mold;

¢) freezing the composition in the mold; and

d) subliming the solvent by freeze-drying.

8. A pharmaceutical composition comprising traps-5-
chloro-2-methyl-2.3.3a.12b-tetrahydro- 1H-dibenz[2.3:6.7}
oxepino[4.5-c]pyrrole maleate, mannitol. and gelatin.

9. The method of claim 4. wherein the composition is a
solid pharmaccutical composition which rapidly disinte-
grates in the mouth of a subject upon insertion into the
buccal pouch or upon placement under the tongue.

10. The method of claim 4. wherein the pharmaceutical
composition further comprises pharmaceutically acceptable
auxiliaries selected from the group consisting of hydrolyzed
dextran. dextrin, mannitol. algenates. polyvinyl alcohol.
polyvinyl pyrrolidine and water soluble cetlulose deriva-
tives.

11. The method of claim 10. wherein the pharmaceutically
acceptable auxiliary is partially hydrolyzed gelatin.

12. The method of claim 4 wherein the pharmaceutical
composition comprises trans-5-chloro-2-methyl-2.3 3a.12b-
tetrahydro-1H-dibenz[2.3:6.7]oxepino[4.5-c]pyrrole
maleate. mannitol. and gelatin.

13. A method for treating antihistamine and antiserotonin
related diseases comprising administering sublingually or
buccally an effective amount of a pharmaceutical composi-
tion comprising trans-5-chloro-2-methyl-2.3.3a,12b-
tetrahydro-1H-dibenz[2.3:6.7 Joxepino[4.5-c]pyrrole or a
pharmaceutically acceptable salt thereof.

* * * * *
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