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ANEXOS
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Copia de la solicitud internacional. (Resumen, descripcion, reivindicaciones, dibujos)
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Copia del examen preliminar internacional efectuado por la Autoridad Internacional de Examen
Preliminar (IPEA).
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De ser el caso copia de contrato de acceso.

De ser el caso, documento que acredite la licencia o autorizacién de uso de conocimientos tradicionales
de las comunidades indigenas
De ser el caso, certificado de deposito del material biolégico

Arte final 12 X 12..

De ser el caso, informacion sobre otras solicitudes de patente o titulos obtenidos en el extranjero por e!
mismo titular o su causante, relacionadas parcial o totalmente con la invencion de esta solicitud.
De ser el caso, modificaciones efectuadas a la solicitud internacional
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RESUMEN

Una composicién farmacéutica sélida para administracién oral
la cual comprende tegaserod en forma de base o de sal en una
cantidad de hasta el 10 por ciento en peso un agente de volumen en
una cantidad del 70 al 90 por ciento en peso un desintegrante en
una cantidad menor al 15 por ciento en peso un abrillantador y un

fubricante
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COMPOSICIONES FARMACEUTICAS DE AGONISTA PARCIAL DE

5HT,

Campo de la Invencién

La presente invencién se refilere a composicionses
farmacéuticas en particular a composiciones para administrar un
agonista parcial del receptor 5 HT, como agente activo Mas
particularmente l|a presente invencidn se refiere a composiciones
farmacéuticas para administrar tegaserod y a procedimientos para

fabricar estas composiciones

Antecedentes de ia Invencién

Se conoce el Tegaserod (3-(5 metox: 1H-indol 3 1l metilen) N
pentiicarbazimidamida) o una sal farmacéuticamente aceptable del
mismo de la Patente Europea Numero EP 505322 y bajo las marcas
comarciales ZELMAC y ZELNORM La Solicitud del TCP Publicada
Numero WO 00/10526 describe composiciones de tegaserod por
ejemplc composiciones farmacéuticas orales sdlidas y su uso en
incontinencia anal

A pesar de los méritos de las composiciones mencionadas
anteriormente sigue existiendo una necesidad de composiciones mas

econdémicas y estables que se puedan formular de manera efectiva

Compendio de la Invencién

En un aspecto esta Invencién proporciona una composicién
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farmacéutica s6lida para administracién oral la cual comprende

un agonista parcial de 5-HT, en forma de base o de sal en una
cantidad de hasta el 10 por ciento en peso

un diluyente en una cantidad del 70 al 80 por ctento en peso y

un desintegrante en una cantidad menor al 15 por ciento en
peso

en donde las cantidades en peso se basan en el peso total de
la composicién

Se entiende que el término desintegrante significa una
sustancia o mezcla de sustancias que facilita la desintegracién de la
composicién después de la administractén con objeto de que el
ingrediente activo se libere desde la composicién tan eficientemente
como sea posible para permitir su disolucidn réapida (ver por
ejemplo Remington s Pharmaceutical Science 18" edicién (1890)
The Theory and Practice of Industrial Pharmacy Lachman y
colaboradores Lea y Febiger (1970))

El agente activo utilizado en |las composiciones de acuerdo con
la presente invencién es un agente activo serotonérgico que actua
sobre el sistema gastrointestinal como agonista parcial del receptor
5-HT, Es poco soluble y sensible al acido De preferencia el
agente activo estd en forma de sal por ejemploc maleato de
hidrégeno o clorhidrato o en forma libre

Los agonistas parciales del receptor 5 HT, son utiles en la
prevencién y tratamiento de desérdenes de Ila movilidad

gastrointestinal por ejemplo Sindrome de Intestino Irritable (IBS)
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Enfermedad de Reflujo Gastro-Esofdgico (GERD) Dispepsia
Funcional (FD) lleo Post Operativo (POI) gastroporesis diabética y
estrefiimlento crénico

Un agente preferido es tegaserod un agonista parcial de 5§ HT,

de la férmula

ClK

l Cl=l-=-lcl-ll¢,..H11

o la forma de sal farmacéuticamente aceptable del mismo por
ejemploc la sal de maleato de hidrégeno (posteriormente en la
presente hm! ) El tegaserod tiene una solubihidad de
aproximadamente el 0 02 por ciento a 25°C en agua y es sensible al
acido Hemos encontrado que se puede producir composiciones del
miBmMo que proporcionan una buena absorcidén aun en el estémago

En una modalidad la composicién de la invencién comprende
menos del 15 por ciento por ejemplo menos del 14 por crento de
preferencia el 12 por ciento o menos por ejemplo aproximadamente
el 10 por ciento o menos por ejemplo del 5§ al 10 por ciento en peso
de desintegrante baséndose en el peso total de la composicidén
Hemos observado que e! uso de este contenido tan bajo de
desintegrante mejora el {ndice de disolucidn

El diluyente puedes comprender lactosa manitol sucrosa

sulfato de calcio fosfato de calicio o celulosa microcristalina (MCC
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USP (Avicel?® PH-102 FMC Corp) El diluyente puede estar
presente en una cantidad del 50 al 90 por clento de preferencia del
70 al 80 por ciento méds preferiblemente del 75 al 85 por ciento De
preferencia el diluyente es lactosa més preferiblemente como
monohidrato de 0O lactosa y/o como material amorfo (Spray dried
lactose™® Formost Corp )

Como desintegrante Ila composicidn de la presente Invencidn
puede comprender

- crospovidona (por ejemplo con un peso molecular >10°
Dditones) por ajemplo Polyplasdone XL® Kolhidon CL
Polyplasdone XL-10®

- almidén pregelatinizado (por ejemplo c¢on un Peso
Molecular de 30 000 a 120 000 Daltones) por ejempio almidén
1500® (Colorcon Reino Unido)

De preferencia el desintegrante es crospovidona que de
preferencia es insoluble en agua De manera Ildeal el desintegrante
exhibe rapidamente una alta capilaridad o una capacidad de
hidratacién pronunciada con poca tendencia a la formacién de gel

El tamafAo de particulas del desintegrante puede ser de
aproximadamente 1 a aproximadamente 500 micras Una distribucién
de tamafios de particulas preferida es de 10 a 400 por ejemplo
menos de 400 micras por ejemplo para Polyplasdone XL® menos
de 80 micras por ejemplo menos de 74 micras para por ejemplo
Polyplasdone XL 10® aproximadamente el 50 por ciento mayores de

50 micras y maximo el 1 por ciento mayores de 250 micras en los
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tamafios para por ejemplo Koilidon CL® Una crospovidona
preferida es Polyplasdone XL® por ejemplo con una densidad de
aproximadamente 0 213 gramos/centimetro cubico (a granel) ¢ de
0 273 gramos/centimetro clibico (comprimida)

El contenido de crospovidona preferido de la composicién es de
aproximadamente el 8 por ciento a aproximadamente el 14 por
ciento mds preferiblemente de aproximadamente el 9 por ciento a
aproximadamente el 12 por ciento en peso

La composicién de la presente invenc:6n puede comprender
ademas un abrillantador por ejemplo didxido de silicio coloidal
(Aerosil Degussa) Se puede utilizar de aproximadamente el 0 05
por ciento a aproximadamente el 1 por ciento en peso de
abrillantador por ejemplo aproximadamente el 0 1 por ciento de
Aerosil o similar

La composicidn ademas puede comprender uno o0 mas
lubricantes por ejemplo en una cantidad dentro del rango del 3 al 8
por ciento por ejemplio del 5 al 7 por ciento en peso de la
composicién

Los ejemplos de estos lubricantes incluyen

- Estearato de magnesio (Faci)
benzoato de sodio
mono dcido graso de gliceriio por ejemplo con un
peso molacular de 200 a 800 Déiltones por ejemplo monoestearato
de glicenlo (por ejemplo Danisco Reino Unido)

- behenato de glicerilo (por ejemplo CompritolATO888"R
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Gattefoseé Francla
éster palmitoestedrico de glicerilo {por ejemplo
Precirol™® Gattefossé Francia)
polioxietilenglicol (PEG BASF)

- aceite de semilla de algoddén hidrogenado (Lubitrab

Edward Mendell Co Inc )
aceite de semilla de ricino (Cutina HR Henkel)

En una modalidad preferida el lubricante es behenato de
ghicerilo Hemos observado que el uso de behenato de glicerilo
mejora las propiedades de Ilubricacién elimina |a adhesidn de
tabletas y ayuda a estabihizar la composicién Ademds no hay
impacto o hay un impacto nsignificante sobre el tegaserod en un
indice de disoluciébn in vitro y desintegracién de tableta de Ila
composicién De preferencia la cantidad de behenato de glicerilo
utihzada es de aproximadamente el 6 por ciento en peso

Tipicamente el behenato de glicerilo comprende mezclas de
behenato de glicerilo y dibehenato de glicerilo Para los propésitos
de la presente descripcion el término behenato de glicerilo se
utihiza para Indicar mezclas de behenato de glicerilo y dibehenato de
ghceriio y también cada componente de manera separada es decir
behenato de glicerilo o dibehenato de glicerilo por ejemplo en linea
con la nomenclatura utilizada en la monografia USP24/NF 198

La composicién de |la invencién puede comprender uno o mas
aglutinantes por ejemplo en una cantidad en el rango del 1 al 10

por ciento por ejemplo del 2 al 8 por ciento por ejemplo de
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aproximadamente el § por ciento sn peso En particular se pueden
utilizar los siguientes aglutinantes
hidroxipropiimetiicelulosa (HPMC29410 Pharma-coat603™®

Shin Etsu Chemical Co Ltd )

- copolividona (Kolhidon"® VAB4 BASF)

- almidén de papa almidén de trigo almidén de malz por
ejemplo con un peso molecular de 30 000 a 120 000
0 una mezcla de los mismos De preferencia se utiliza de
aproximadamente el 1 por ciento a aproximadamente el 10 por
ciento por ejemplo de aproximadamente el 4 por ciento a
aproximadamente el 6 por ciento en peso de
hidroxipropiimetiicelulosa como aglutinante De acuerdo con la
Invencién hemos observado que la presencia de
hidroxipropitmetilcelulosa mejora la disolucién del tegaserod aun en
la presencia de una cantidad baja de desintegrante

Otros excipientes convencionales que pueden estar presentes
de manera opcional en la composicién de {a invencidn Incluyen
conservadores estabilizantes antiadherentes o acondicionadores
de flujo o abrillantadores de sllice por ejemplo diéxido de silicio
(por ejemplo Syloid® AerosI|®) asf como los colores FD&C tales
como éxidos férricos

Otros excipientes dados a conocer en |la literatura como por
ejemplo en Lexicon der Hilftoffe de Fiedier 4* Edicién ECV
Aulendorf 1886 y Handbook of Pharmaceutical Excipients Wade vy

Weller Editores (1904) los contenidos de los cuales se incorporan a

12
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la presente como referencia se pueden utilizar en las composiciones
farmacéuticas de acuerdo con la invencién

Una composicidén preferida de la invencidn puede comprender
de aproximadamente el 0 5 al 15 por ciento en peso de tegaserod
menos del 15 por ciento en peso del desintegrante por ejemplo
crospovidona del 3 al 7 por ciento en peso de lubricante por
ejemplo behenato de glicerilo del 50 al 90 por ciento en peso de
diluyente por ejemplo lactosa del! 0 1 por ciento al 1 por ciento en
peso de abrillantador y de manera opcional del 1 al 10 por ciento
de aglutinante por ejemplo hidroxipropiimetiicelulosa (HPMC)

Las composiciones de esta invencién pueden estar libres o
sustanciailmente libres de tensoactivo

En un aspecto adicional |a presente invencién proporciona una
composiciéon oral por ejemplo una tableta que comprende el agente
activo tegaserod

Las dosificaciones diarias requeridas en |la practica del método
de la presente invencién variaran dependiendo por ejempio del modo
de administracién y de la severidad de las condiciones a tratar Una
dosis diarla Indicada estd en el rango de aproximadamente 1 a
aproximadamente 30 mlligramos por ejemplo de 2 a 24 mihgramos
del agente activo para su uso oral administrada de manera
conveniente una vez o en dosis divididas

En una modalidad la presente Invencidn proporciona una
tableta de forma redonda con un didmetro de 6 a 10 millmetros de

preferencia de 7 milimetros

13
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En un aspecto adicional la presente invencidn proporciona un
procedimiento para la produccién de las composiciones de la
invencién Las composiciones de !a invencién se pueden preparar
procesando el agente activo con excipientes La composicién de la
Invencién se puede formar en tabletas mediante procedimientos que
involucran granulacién en especial bajo condiciones secas De
manera ventajosa |la composicion de la invancitén se puede formar en
tabletas mediante compresidén directa Se contemplan los siguientes

procedimientos A By C

Procedimiento A

La composiciéon de |la invencidn se puede obtener mediante
(1) preparar una mezclia de tegaserod diluyente vy
lubricante
(li) tamizar la mezcla
(1) agregar ol desintegrante abrillantador lubricante y
de manera opcional aglutinante y mezclar la mezcla tamizada del
paso (1l) y
(v} formar tabletas mediante compresion directa
Se puede agregar parte del lubricante en la mezcla del paso (1)
el resto en |la mezcla final del paso (1l) o se puede agregar la
cantidad total del lubricante en la mezcla final del paso (1)
Las mezclas en polvo del paso 111) se comprimen ya sea en una
prensa de una sola perforadora (Koersh EKO) en una prensa giratoria

de 6 estaciones (Korsh PH106) en una prensa giratoria de 17

Iy
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estaciones (Korsh PH 230) ¢ en una prensa giratoria de 43
estaclones (Fette PT2080)

Todos los componentes se pueden mezclar entre sl tamizarse
y mezclarse de nuevo Luego se forman las tabietas mediante

compresidn directa

Procedimiento B
Las composiciones de Ia Invencién se pueden obtener
mediante
(1) preparar una mezcla de Tegaserod y diluyente
(li) tamizar |la mezcla
() agregar el desintegrante abrillantador y de manera
opcional aglutinante y mezclar la mezcla tamizada del paso (11) y
{(iv) agregar el Ilubricante mediante Ilubricacién por
rociado cuando se forman las tabletas mediante compresién directa
De manera conveniente se puede utilizar una prensa giratona
de 43 estaciones (Fette PT 2090) con un sistema de rociado de
estearato de magnesio para llevar a cabo el paso (1v)
Los componentes se pueden mezclar entre si tamizarse vy
mezclarse de nuevo Se agrega el |lubricante mediante lubricacibon
por rociado cuando se forman l|las tabletas mediante compresién

directa

Procedimliento C

En otra modalidad las composiciones de la invencién se pueden

15
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obtener mediante
() preparar una mezcla de Tegaserod diluyente
desintegrante abrillantador y de manera opcional aglutinante
(1) compactar |la mezcla del paso (1) mediante
compactacién con rodlllo
(i) moler la mezcla del paso (li) y
(iv) formar las tabletas mediante compresién o agregar
el lubricante medlante {fubricacién por rociado cuando se forman las
tabletas mediante compresién directa
Las tabletas se pueden formar comprimiendo el polvo resultante
en una prensa de una sola perforadora (Korsh EKQO) en una prensa
giratoria de 8 estaciones (Korsh PH108) en una prensa giratoria de
17 estaciones (Korsh PH 230) o en una prensa giratoria de 43
estaciones (Fette PT2080) con el slstema de rociado de estearato
de magnestio
La siguiente es una descripcién a manera de ejemplo

solamente de las composiciones y procedimientos de la invencién

Ejemplo 1
Se prepara una tableta de 8 miligramos utilizando el método de

compresién directa

/6
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Componente Cantidad (tableta de 125
miligramos)
porcentaje peso/peso

Maleato de 6 65

tegaserod

Lactosa secada 82 B85

por

pulverizacién

Crospovidona 6 00

Aérosil 0 50

behenato de 4 00

| glicerilo

Se forma una mezcla mezclando maleato de tegaserod lactosa
crospovidona aérosil y behenato de glicerilo Esta mezcla se tamiza
y la mezcla de nuevo se mezcla Las mezclas en polvo resultantes
se comprimen utilizando una prensa giratoria de 17 estaciones
(Korsh PH 230) equipada con perforadoras superiores redondas de 7

milimetros

Ejempilo 2
Se prepara una tableta de 8 miligramos utiizando el método de

compresién directa

Componente Cantidad (tableta de
125 miligramos)
porcentaje peso/peso

Maleato de tegaserod 6 65
Lactosa secada por 72 25
pulverizacidn
Hidroxipropilmetilcelulosa | 5
Crospovidona 10 00
Rérosil 0 10

behenato de glicerilo 6 00

7
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Se forma una premezcla mezclando malsato de tegaserod
hidroxipropiimetilicelulosa una parte de behenato de glicerilo y una
parte de lactosa Esta premezclia se mezcla con los excipientes
restantes excepto el behenato de glicerilo Esta mezcla se lubrica
con la parte restante de behenato de glicerilo

La mezcla final se comprime utilizando una prensa giratoria
(Korsh PH 343 o6 Fette PT2090) equipada con perforadoras

superiores redondas de 7 milimetros

Ejemplo 3
Se prepara una tableta de 8 miligramos utilizando el método de

compresion directa con lubricacién por rociade /n situ

Componente Cantidad (tableta de
125 miligramos)
porcentaje peso/peso

Maleato de tegaserod 6 63

Lactosa secada por B4 85

pulverizacién

HPMC 3 00

Crospovidona 5 00

Aérosil 0 50

Estearato de magnesio <03

Se forma una mezcla mezclando maleato de tegaserod lactosa
crospovidona aérosil y compritol Esta mezcla y la mezcla se
vuelven a mezclar Se agrega el lubricante de estearato de
magnesio mediante lubricacién por rociado Se comprimen las

mezclas en polvo resultantes utilizando una prensa giratoria de 43

/%
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estaciones (Fette PT 2090) equipada con perforadoras superiores

redondas de 7 milimetros

Ejemplo 4
Se prepara una tableta de 6 miligramos utilizando compactaci6n

con rodillo

Componente Cantidad (tableta de 125
miligramos)
porcentaje peso/peso

Maleato de 6 65

tegaserod

Lactosa secada por 76 85

ulverizaciédn

Crospovidona 10 00

Aérosil 0 50

Behenato de 6 00

| glicerilo

Las composicilones s8se preparan mezclando maleato de
tegaserod lactosa crospovidona aérosll y behenato de glicerilo
Esta mezcla se compacta por compactacidén con rodillo y se muesle
Se forman las tabletas por compresién

La presente invencién proporciona de esta manera una
composicién farmacéutica oral sdélida que comprende un agonista
parcial del receptor 5-HT, y una cantidad de desintegrante mas baja

que la utilizada hasta ahora

Ejempio Comparativo

Las composiciones de la presente Invencién normalmente
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tienen las siguientes ventajas comparadas a las composiciones
descritas en la Publicacién Internacional Numero WO 00/10526

A Las tabletas fabricadas de acuerdo con ia presente
invencién son menos higroscépicas que las tabletas fabricadas de
acuerdo con la Pubiicacidén Internacional Numero WO 00/10526
(procedimiento de granulacién humeda)

Las tabletas (6 miligramos de tegasarod) se fabrican como se
describe en el Ejemplo 2 anterior y también como se describe en el
Ejemplo 3 de la Publicaclién Internacional Numero WO 00/10528 Las
tabletas de ambos lotes se exponen a una atmdsfera con humedad
relativa al 60 por ciento a 25 C durante un perfodo de 72 horas Se
mide el incremento de peso de las tabletas y se calcula el
incremento del porcentaje en peso debido a la absorcidn de vapor de

agua Los resultados obtenidos se presentan a continuacién

Tipo de Tableta Recuperacién de agua en
porcentaje en peso después
de la exposiciédn de tabletas
de 6 miligramos no
protegidas a 25°C/60% de
humedad relativa durante 72
horas

Ejemplo 2 de la presente aproximadamente 2 por ciento
invencidén compresién
directa

Ejemplo 3 de WO 00/10526 aproximadamente 5 por ciento
| (granulacién hiimeda)

B - Las tabletas fabricadas de acuerdo con la presente
invencidn (por ejemplo el Ejemplo 2 compresién directa) tienen

perfiles de disolucién de tegaserod similares a los de las tabletas
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fabricadas de acuerdo con la Publicacidn Internacionai Numero WO
00/10526 (procedimiento de granulacidén hiimeda)

Las tabletas (6 miligramos de tegaserod) preparadas de
acuerdo con el Ejemplo 2 de la presente solicltud y de acuerdo con
el Ejemplo 3 de la Publicacién Internacional Numero WO 00/10528 se
suspenden en allcuotas de 800 mililitros de reguladores acuosos a
diferentes pHs y en agua del grifo con agitacidon mediante aspas
giratorias (50 rpm)

Se calcula el porcentaje de disolucidn de

tegaserod después del tratamiento de suspensién durante 30
minutos para cada tipo de tabieta para cada régimen de tratamiento
Los resultados obtenidos se dan més adelante

Tableta de 8 miligramos porcentaje de tegaserod disuelto después

de 30 minutos (aspas giratorias 50 rpm)

Tipo de Tableta Requlador | Regulador |Regulador | Agua
USP, pH USP, pH de |USP, pH
de 4 5 65 de 7 5 (500 ml)
{9500 ml) (900 ml) (900 ml)

Ejemplo 2 de la 19 4 94 8 91 6 96 4

presente

invencidn

compresién

directa

Ejemplo 3 de WO 19 9 98 1 95 7 99 0

00/10526

C El procedimiento de fabricacién descrito en la presente

Invencion es mas simple

corto y barato que el

procedimiento

descrito en la Publicacidn Internacional Numero WO 00/10526

(granulacién humeda)

Esta invencién proporciona composiclones de tegaserod con

21
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menos componsentes que los conocidos hasta ahora y un
procedimiento de secado simple sin granulacién Las formulaciones
de |a presente i1nvencién son menos higroscépicas superan los
problemas de adhesidn y proporcionan una disolucién completa o

sustancialmente completa dentro de 30 minutos
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REIVINDICACIONES

1 Una composicién farmacéutica sélida para administracién
oral la cual comprende
un agonista parcial de 5-HT, en forma de base o de sal
en una cantidad de hasta el 10 por ciento en peso
un diluyente en una cantidad del 70 al 90 por ciento en
peso
un desintegrante en una cantidad menor al 15 por ciento
en peso y
en donde las cantidades en peso se basan en el peso
total de la composicién
2 Una composicion de acuerdo con la reivindicacién 1 en
donde el agonista parcial de 5-HT, es tegaserod
3 Una composicidén de acuerdo con la reivindicacién 1 6 2
la cual ademias comprende un abrillantador
4 Una composicién de acuerdo con cualquiera de las
reivindicaciones precedentes |a cual ademés comprende un
lubricante
5 Una composicién de acuerdo con cualquiera de las
reivindicaciones precedentes Ila cual adem#as comprende un
aglutinante
6 Una composicion de acuerdo con cualquiera de Ilas
reivindicaciones 2 5 en donde el tegaserod estad en la forma de la

sal de maleato
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7 Una composicién de acuerdo con cualquiera de las
reivindicaciones precedentes en donde se selecciona el diluyente a
partir del grupo que consiste en lactosa manitol sacarosa fosfato
de calcio o celulosa microcristalina

8 Una composicién de acuerdo con cualquiera de las
reivindicaciones precedentes en donde el diluyente es lactosa

9 Una composicién de acuerdo con cualquiera de las
reivindicaciones precedentes en donde el desintegrante esta
presente en una cantidad del 12 por ciento 0 menos en peso
basdandose en el peso total de la composicidn

10 Una composicidn de acuerdo con cualquiara de las
reivindicaclones precedentes en donde el desintegrante es
crospovidona

1 Una composicién farmacéutica de acuerdo con cualquiera
de las reivindicaciones 4 a 10 en donde el lubricante esta presente
en una cantidad del 3 al 7 por ciento baséndose en el peso total de
la composicién

12 Una composicién farmacéutica de acuerdo con cualquiera
de las reivindicaciones 4 a 11 en donde el Ilubricante es
monoestearato de glicerol o behenato de glicerol

13 Una composicléon farmacéutica de acuerdo con cualquiera
de las reivindicaclones 3 a 12 en donde el abrillantador es di6xido
de sllice coloidal

14 Una composiclén farmacéutica de acuerdo con cualquiera

de las reivindicaciones 3 a 13 en donde el aglutinante es celulosa
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de hidroxipropiimetilo

15 Un procedimiento para la produccidn de una composicién
de acuerdo con cualquiera de las reivindicaciones precedeantes cuyo
procedimiento se lleva a cabo bajo condiciones sustanciaimente
secas utilizando granulacién

18 Un procedimiento para la produccién de una composicién
de acuerdo con cualquiera de las reivindicaciones precedentes cuyo
procedimiento comprende

(1) preparar una mezcla de agonista parcial de 5 HT, por
ejemplo tegaserod diluyente y lubricante

()} tamizar la mezcla

(nl) agregar el desintegrante abrillantador y opcionalmente
aglutinante y mezclar la mezcla tamizada del paso (1) y

(wv) formar tabletas mediante compresién directa

17 Un procedimiento para la producclén de una composicién
de acuerdo con la reivindicacidn 16 en donde los componentes se
mezclan con tegaserod se tamizan y se mezclan de nuevo antes de
formar las tabletas

18 Un procedimiento para |la produccién de una composicion
de acuerdo con cualquiera de las reivindicaciones 1 a 14 cuyo
procedimiento comprende

(i) preparar una mezclia de agonista parcial de 5-TH, por
ejemplo tegaserod y diluyente

() tamizar la mezcla

(m) agregar el desintegrante abrillantador y de manera

25
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opciocnal aglutinante y mezclar la mezcla tamizada del paso {1)

(iv) agregar el lubricante mediante lubricacién por rociado
cuando se forman tabletas medlante compresién directa

18  Un procedimiento para la produccién de una composicidn
de acuerdo con la reivindicacién 18 en donde todos los componentes
se mezclan con tegaserod se tamizan y se mezclan de nuevo antes
de formar tabletas

20 Un procedimiento para la produccién de una composicién
de acuerdo con cualquiera de las reivindicaciones 1 a 14 cuyo
procedimiento comprende

(1) preparar una mezcla de agonista parcial de 5 HT, por
s)jemplo tegaserod diluyente desintegrante abrillantador y de
manera opcional aglutinante

(1) compactar Ila premezcla del paso (i) mediante
compactacién con rodillo

(111) moler la mezcla del paso (1) y

(iv) formar tabletas medlante compresién

21 Una composicién farmacéutica sélida para administracién
oral la cual consiste en o consiste esencialmente en

tegaserod en forma de base o de sal en una cantidad de hasta
e! 10 por clento en peso

un diluyente en una cantidad del 70 al 80 por ciento en peso

un desintegrante en una cantidad menor al 15 por ciento en
peso

un abrillantador y un lubricante
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en donde las cantidades son en peso basandose en el peso
total de la composicién

22 Una composicién farmacéutica sélida para administracién
oral la cual consiste en o consiste esencialmente en

tegaserod en forma de base o de sal en una cantidad de hasta
el 10 por ciento en peso

un diluyente en una cantidad del 70 al 80 por clento en peso

un desintegrante en una cantidad menor al 15 por ciento en
peso

un aglutinante un abrillantador y un lubricante

en donde las cantidades son en peso basédndose en el peso

total de 1a composicién

AL
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From the INTERNATIONAL SEARCHING AUTHORITY

Te:
NOVARTIS A6 NO'HFICA;fN OF TRANSBMITTAL OF
Corporate Intellectual Property THE INTERNATIONAL SEARCH REPORT
Attn Gros, Florent OR THE DECLARATION
Patent & Trademark Department
CH-4002 Basel (PCT Rule 44.1)
SWITZERLAND

Date of malling

(depmonthiyeer)  23/04/2003

Applcant's or agents flle roference

4-32293A FOR FURTHER ACTION  B8ee paragraphs 1 and 4 below
inmmaiional appication No. internatonal filng date

PCT/EP 02/ 14674 {deymontvyesr)  20/12/2002

Appicant

NOVARTIS AG Y

1 [Y] The applicant is heraby notified that the inamasionat Sesrch Repart has besn estshiished and Is tranamitind herewith.

Flling of amendments and statemant under Article 18
The appicant ls sniitied, ¥ he 50 wishes, o amend the cisima of the Intemationa? AppEcation {ses Ruls 48)

When? The time imit for fling such emendments is nonmally 2 months from the date of tmnsmitiel of the
intamational Search Repart; however for more detalis, 89e the notes on the accompanying sheet.

Where? Dimctly ipthe Inemational Buresu of WIPO
34, chamin des Colombeties
1211 Genova 20 Switzerland
Fascimis No.. (41-22) 740.14.38

For more detalled Instructions, 808 the notos on the accompanying sheet.

2 The appicant s hareby notifiad that no inamational Bearch Report will be established and that the deciaration under
mmzmnumnm-:‘:u henswith !

3 [[] with regard © the protest aguinst payment of (an) akitional fee(s) undar Fule 40.2 the eppiicant fe notfied thet

protest lopather cacision tharean has besn tranemitied © the | Bureau ogather with e
D :Mlmmuhﬂdhhhmmh;ﬁmmmbhm

- 'E]Tmmmwm &57s00r RS declaloh’ts AN

4. Further sotion{s): The appiicant s reminded of the following:
Mmummummhmmﬂumwhmm

ths applicant wishes 10 avoid or posipona a nolios of withdrawal of the Inemational applicalion or of the
m‘;:m must reach the inlsmational as provided in Rulse §0bie.1 and 804i5.3, respectively belore the
of the achnical preparationa for inemational publcation

Within 19 months from s priorty dale, & damand for immational preiminary sxamination must be fied If the applicant
wishes to postpong tha entry inio the national phase Uil 30 months from the priority date (In some Ofices even later).

Wit meanths priodty applicant pariom prescribed antry into the naional phass
hl:n”uum'::&'humm;‘num&humwhnrﬁrﬁdm%wm-mu‘
pricrity date or coulki not be slected bacuuse they are not bound by Chapter ||

Name and maling address of e inlemational Gearching Autharty | Authorized officer
European Patant Office PB 8510 Palentiasn 2
NL-2280 HV Rijowik Jaap Hurenkamg
Tel (+31-70) 340-2040, T. 31 651 spo ni
Fax (+31-70) 340-2018

Form PCTASA/220 (July 1868)




inthess Notes Astida” "Fule® and "SBection® refer to the provisions of he PCT tha PCT Reguistions and the PCT
Adminkiralive rstrustions respectively

The applosnt has, afier having recalved the intemalianal ssarch repart, ane oppartunlly (o amend the claims of the
MMMIMMhWM“‘Mdhw

un-lh:-m, I.:*h-nnh' ll-ld-l.l... qﬁ.lwﬂh*b&
far the purposes of provislonal protection or has analihwr' raman oy slaims befere inlemational
Furtharmore | should be emphasisad thet provisional prolection s evellable in some Stetes only

What parts of the inlermationsl application may be amended?
Under Ariisle 19, only the claims may be amandad,

During the inlemational pheaa the delme alieo be smanded (or furiher amandad) under Arthde 34 belore
uwmmu‘h ﬂuhﬂﬁhs‘:!dm“ﬂh-ﬂuﬁ

Articls 34 belore the Intemational
mmmnmm-mduwwmuwmmu
of whan sppliasble, Arlicle T_
Whan? mammnmum‘uhmm or 18 manihs frem the priarly
date, whishever lime it sapires leler R should be neled, hawever that the amendmania will be considered
nudnll-llinllllqnndvdlq International Buresu afier the exgirsiion of the
ﬁhlﬂuhh-ﬂ the Wecihningl preparsiions for intamational publination
Wham st to file the ameubeenis?
The amencivenis may only be Sled with the intemalisnal Bureay and nol with the recsiving Ofios or the
intemnationsl Bearching Authorlly (Rule 48.2).

Whare a shnand lor internetional preliminary sxamingiion has baan da Fled, ses below

How? Ether by canssling ane or more antire claims, by adding one or mamn new claims or by smending the tat of
one ar mory of the dalms s fled,

AMM“hwhnﬂMdh alaime whish on ssoound of an amandmant er
amandmants, differs from the shest orginally Sled.

All the cisims mnMMMthWh
- -~ —earmalied e o the-clher-slaine s reguired - in-all-smes-where Ly must
be rerumbgred conesoutivaly (Adminisiralive insiruciions, Ssction 20803}, |

Latizr (Saolien 300(b}):
The amendmarnis must be submitied with o latiar

The lstier will nol be published with the internalional sppliestion and the amended alsime. R ehould nol be
confusad with the “Ststement under Article 15(1)" (ses beiow under "Statement uncer Artisie 19{1)%).

The lelder sst be in English or Franch, at the cholee of the spplissst. However, I Ihe language of the
Inturnations) s the lstter must be In sh Hthe of the infernational
-mnrmu?-"m Enet o

Noles to Forrn PCTABA/220 (it sheel) (ianuasy 1004) T’

A S e -
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NOTES TO FOH'I PCTABA/220 (continued)

the olaim repiscss one or more deims as Hed,
the claim Is the result of the divisien of a elaim == Sed. T

™ Husirale the In which emendinents st be In e
following examples ——— axplained

1 m:mmnmuumnnu-mldmmm-m
11039 31 32,34, 38, 37 v 40 ropiasad by amemisd claims bearing the sams numbers,
slabme 30 33 and 36 uchanged, new elsima 40 i §1 added.

wriginally hhere 5 olaime snd slier ssmandmens of afl alalms there we 11
* m1b1'lw=—h.l1l-ﬂﬂn|h" o ==F

1 [Where eriginally hers ware 14 slsims and tha amendments cerwist in sanceling seme dlaime and in adding

olalme
%1 JGﬂiduﬂ-ﬂdﬁ-?hﬂmmﬂmil 18 arcd 17 added. or
“Clairrs 7 to 13 canoelad; new olaima 16, 16 el 17 axkied; afl other alaims unchanged.

4 various kinds of amendmaenis are mads}
1 10 unchanged: dlaims 11 o 13, 18 and 19 cansalied, claims 14, 15 and 18 replased by amanded
claim 14, claist 17 subtiviing inio amencied elsime 18, 18 and 17 now clsima 20 and 21 added.

"Stalement Under arficls 18{1)" (Fade 40.4)

The smendmanis inay be accompenied by a slabsment explaining the and inclogling any impact
H%ﬂrﬂmwhnhmﬂhmm | oo smended under

The sislsment will be published with the inlemalional application and the smended clelve.
& must be in the langusge in whish the inienslicasl appplicalion Is io be published.
R onst be brist not exmesding 500 words I in English or I iransisind info English

& shasild not be confused with and dess nel mplace the lstiar indisaling the diffsrences batwean the clales
a8 led and =8 smandsd. k must be Sied an 2 separsie shest and must be ideniliad as sush by a heading,
profersbly by uning the words “Stalemant under Astisle 19(1).

lﬂﬁﬂw“mﬂmh“““wh“d“
In that report. Raferanss (o eitalions, elovant is & glven olsim, sontained in the intsmationsl ssamh
report may be made only in connection with an amendment of that olalm

Cansaguense i a desand for intarnationsl prefiminary synminatten has slresdy boen fled
X, at the tima of Sing arwy amendmants uncler Artisla 19, & demand for international preliminary saainalion
has siready been submilted, the sppbeant must prefarsbly st the same lims of Sling the amendments with the
intemnalional Buresy also Ds a copy of such amendments with the intemational Preliminery Examining
Authority (see Pule 82.2{s), firsl ssntencs).

Consaceence with regard to transiafion of the international applioation for entry into the nations] phass

The apgplicents siteniion is dram to the fat that whae inio the national phese & tursiation of the
sldims ss smended undar Ariicle 16 may have e be to the designated/slecind Offloms, inatead of or
in addiion 1o, the renslstion of the dabms s fied.

For furthar datalls on the mquinmants of asch deaignetedisiscied Ofice sse Volums || of e PCT Appllaants

Notes to Form PCTABA220 (sscond shesl) {aruary 1984)

- g ey
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PATENT CO PERATION TREATY ?"

PCT

)
INTERNATIONAL SEARCH REPORT
(PCT Article 16 and Fules 43 and 44)

[Aopicants or agenta e relorence | FOR FURTHER e Notilceilon of Tranamitial of inlemational Gearch Report |
PCTASA/220) as weall &8, where lml:ll.. Ram 5 below
| a-32293a acmion ™™ - :
inemalional appiication No. intarmational fllng dale (dmeinonth/jtr) (Enrfiest) Priority Dais (dawimonthAear}
PCT/EP 02/ 14674 20/12/2002 21/12/2001
Apploant

NOVARTIS Ag T

This intsmational Gearch Report hos bunmwummmnm-ﬁhmhﬂbh applicant
accordng 1o Articls 18 Awhmmunm

This intemationsf Ssarch Report consistsofa ol of ___ 5 shesta.
m It s alse accompanied by a copy of sach prior art dooument clted in this report.

1 Basls of the report
& With regard 1o the umm-nmmmuhtun‘nmmmn
lsnguags in which & was uniess ctherwiss indicaiad uncer this Rem
the imemationsl search waa ciuried out on the basts of a transiation of the Intlemafional eppiication fumishad 1 this
D Authority (Rule 23.1(b))
b. With regard to any nucisotide and/or amine acld ssquence disciosed In the imlemsational appiication the intsmational search

%
f

coniained in the iremational sppiication in written form

flad topether with the Intemationsl applcation In compuler readabie form.
fumishad subsecuently to this Authority n writken form. T
furnished subsacuently to this Authority in compiter readble form

the etxiamant that the subsequenty furnishad writien sequencs listing doss not go beyond the dsciosure in the
inemational appiication as fled has been fumished. o oo

the siatement that the information recarded i computer reaciabie form [s identical to the written sequence listing has bean

[

08 O 00000

Cartain cinims wers found unsaarchabils (Bee Bax )
Unity of iInvention Is incking (sae Box 1)

@

4. With regard i the Otle, !
[X] thetext s approved as submitied by the sppiicant.
[[] e text has bean estabiished by this Authortty 1o read ss follows:

§ Whh regand ©© the shetrent, T
the teutt Is approved as submitted by the applicant,
the 9t hae ostablished, according %0 Fule 38.2(b), by this Authority as it appears in Box i The applicant
D m#m#mnuum%uw& .mnlmn Mm
8 The figure of the drewings 10 be publiahed with the absiract ls Figurs No I
] s sugoested by the eppicant ]  Noneotthe sigures.

[[] becsuse the appicant talled © suggest a figure.
[0  becauss this igurs better characierizas the invention.

Form PCTABA/210 (first shaet) (July 1898)



INTERNATIONAL SEARCH REPORT

international Applioation No
PCT/EP 02/14674

tre T ACIK317404 AG1K9/20

According fo xiemationsl Palent Classification (1PC) or to bath nations! ciasaificaion and IPC

Minkmum documentstion sewthed (Caselfication eyster folowsd by classiicelion syabols)
IPC 7 A6)K

[ Elctronic data bese consiitied during the BemAtional Search (neme of dals base and, Whers pmctical, satroh nTs ted)
EPO-Internal, BIOSIS, PAJ, WPI Data, CHEM ABS Data

C. DOCUMENTS CONBDERED TO BE RELEVANT

cited in the application
page 2, paragraph 4

GMBH ,NOVARTIS A6 (CH), ZUEGER OTHMAR
(CH)) 2 March 2000 (2000-03-02)

page 18 -page 20, examples 1,2
page 25 —page 26, claims 1,2,6-11 T,

Calsgy | Ciation of decumeni, with indicalion, whem appreprisis, of the relsvant paseiges ! Palsvant to cisim No.
¢ WO 00 57857 A (YUHAN CORP) . 1,3-5,

5 October 2000 (2000-10-05) 7-11,

13-16

page 6, 1ine 5 — 1ine 9

page 6 -page 7, example &

page 15, claims 1-3
X WO 00 10526 A (NOVARTIS ERFIND VERWALT 1-13,20

D Fuser docunants sre lsied I the contimustion of box C.

E Patont lamily mawbers are Retad In s

Special calegories of dhed documants

the which s
A mﬂd gangral gists of the e [ -]
E -;rl-lhlnﬂﬂmcl-rﬂ Inlamations)

RT3 A
cltafion of other Spacisl resson (a8 speolited)

0" documant referving to in orel disclosums, une, exhidlion or
olher Mmasns
documant published Intamational dmte byl

il wmnmw:hu o

Te 1851 sponl,
Fax [+31-70) M0-3019

Dats of the actual corvpintion of the iIntamational ssarch Daie of mailing of the search report
9 April 2003 23/04/2003
Nams and maling address of ths (A Aulhorie alficer
Ewopsan Pulent Offics, P.B. 5818 Pataniiaan 3
NL = 980 HV
Ta ¢a-m YON EGGELKRAUT, S

Fasn FCTABAZ1O jsecond shaal) Uuly 1988



intemutional Application No. PCTEP 02 44674

FURTHER INFORMATION CONTINUED FROM PCTABA/ 210 T

{
Continuation of Box I 2

Claims searched completely
2,6,17,19,21,22

Claims searched incompletely
1,3-5,7-16,18,20

Reasoning

Present claims 1,3-5,7~16,18,20 relate to a product defined by reference
to a property, namely the activity as 5-HT4 partial agonist The claims
cover all products having this property, whereas the application provides
support within the meaning of Article 84 EPC and disclqsure within the
meaning of Artfcie 83 EPC for only a very limited numbdr of such
products In the present case, the claims so lack support, and the
application so lacks disclosire, that a meaningful search over the whole
of the claimed scope 15 impossible Independent of the above reasoning,
the claims also Tack clarity (Article 84 EPC) An attempt 1s made to
define the product by refernce to a result to be achieved Again, this
lack of clarity 1n the present case 1s such as to render a meaningful
seach over the whole of the claimed scope impossible, Consequently, th
search has been carried out for those parts of the claims which appear to
be clear, supported and disclosed, namely those parts relating to the
5-HT4 partial agonist tegaserod claimed in claims 2,6,17,19,21,22 and to
the concept of "5-HT4 agonists”

The applicant’s attention is drawn to the fact that claims, or parts of
claims, relating to inventions 1n respect of which no international
search report has been established need not be the subject of an
international preliminary examination (Rule 66 1(e) PCT) The applicant
is advised that the EPO policy when acting as an Interpational
Preliminary Examining Authority is normally not to carny out a
preliminary examination on matter which has not been searched This 1s
the case irrespective of whether or not the claims are 'amended following
receipt of the search report or during any Chapter II procedure
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imamational appiication No
INTERNATIONAL SEARCH REPORT ' PCT/EP 02/14674

Box! Observations where ceriain ciaims were found unssarchable (Continusiion of item 1 of first shest)

This intamational Search Raport has not been satabished In respact of cartaln claims under Article 17{2)(a) for the following masons:

1 [} craime Nos. ¥

becatse they relale to subject matier not requined 1o bs searched by this Authorlty namaly-

2. E] Claims Nos.. -
bacause they relate to parts of tha intemnational Applcation that do not comply with the preecribed requiremants to such
an axtent that no meaningiu! inemational Gearch can be carried out, specifically”

see FURTHER INFORMATION sheet PCT/ISA/210

8 D Ciumas Nog.
becauss they e dapendant Ciaims and any not drafied In ooordancs with the sscond and third ssntances of Ruls 8.4(n)

Box il wmmumum(mmumeunm

1
This intemational Searching Authority found mutiiple inventions in this intlsmetional application, as follows.

1 D As dll required additionsl esarch fees were timaly paid by the applicent, this i"smations! Search Repart covers all
esarchabie claims.

2 D As ol sastrchable caims could be ssarched without sffort justifying an edditonal fee this Authority did not invito paymant
of any additional fes

Remark on Protest Dmmmummwuw-m

D No proest accompanied the payment of additional asarch fees.

T

Form PCTABA/210 (continualion of first sheat (1)) (Juy 1698)
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INTERNAT] NALSFAHGH REPORT o
AT o putnt tanly fmmbee PCT/EP 02/14674
Patant document Publication Paiont tamily Publication

alied In senrch eport date mamban(s) dale
W0 0057857 A 05-10-2000 AU 3574500 A 16~-10-2000
WO 0057857 Al 05-10-2000
KR 2001006835 A 26—-01-2001
Us 2002071864 Al 13-06-2002
W0 0010526 A 02-03-2000 AU 5623299 A 14-03-2000
BG 105257 30-11-2001
BR 9913135 08-05-2001
CA 2338794 02-03-2000
CN 1323200 T 21-11-2001
EE 200100104 A 17-06-2002
WO 0010526 A2 02-03-2000
EP 1104289 A2 06~06-2001
FR 2799123 Al 06—-04~-2001
FR 2782454 Al 25-02-2000
FR 2784899 Al 28-04-2000
HR 20010123 Al 28-02-2002
HU 0103431 A2 28-01-2002
IT MI991826 Al 19-02-2001
JP 2002523351 T 30~-07-2002
NO 20010863 A 26—03-2001
PL 346764 Al 25-02-2002
5K 2432001 A3 11-09-2001
TR 200100361 T2 21-06-2001
TR 200102259 21-06-2002
ZA 200101095 08-05-2002

Fawn PCT/ARAAND jpatant fornilly srv) Lhuly 1988)



l Aktenexemplar

FCT |ixlicio]

The demand sunt be fied directly with the competont Juwrnationsd Prefivinery Excdning Aubarlly or if two or mors Authoriies ore
with the one chon iy e qppiicowt.  The Al name or two-lstier codh of thal Awiorily sy be indicoted by the qrpiiont ow the Bre belowre

IPEA/
PCT CHAPTER I
DEMAND '
The mdersigned “ﬂﬂhm wﬁmhhlﬁﬂﬁ
miemsational exammation acoordmg to the Patant Treaty and
elocts all eligiblo States (except where otherwiss indicated)
For Internatiomal l—-hh.m-lT
Montifiestion of IPEA Dute of of DEMAND

BauNol IDENTIFICATION OF THE INTERNATIONAL AFFLICATION ‘W‘”‘m

Iternahonal appheation No. Interations] filing date {dq/inonth/mar) (Barliest) Pricrity dawe
PCT/EP 02/14674 20 December 2002 21 December 2001
{20.12.02) {21 12.01)

! Title of Invemtion
- g—l’fﬁ PARTIAL AGONIST PHARMACEUTICAL COMPOSITIONS

BexNo. APPLICANT(S)

sddyoss: mame followed a duipastion No.
Nume md oo Aamspd syl e g & iy e +4161 324 11 11
Novartis AG Fecsanilo No.
Lichtstrasse 35 +4181 322 75 32
4056 Basel Toleprminr No.

CH LT .
Applicent’s registration No. with the Office

Smte (that is, cosntry) of eatiopality” Staie {thot s, couniry) of residence:
CH CH

Name and address: (unily nous fillowsd by g ss; for @ logal auiy, ol qficial desiguativn. The adives st inciiuis pastel cosls and wuws of cowwry)
Novartls Pharma GmbH

Brunner Strasse 59

1230 Vienna

) AT

Swute (that iy, cosnery) of nationahty* State fihar is, country) of residence:
AT AT

Neme and adéresy  (Fanlly sow Sollvwnd by givn naus; fir & bigal ontly, fill ficil deignation. The adirews sunt inchuds postod eode and nuny of cowwry)

AUBERT Jérome T—
4 rue de la Féculerie

45150 Jargeau

FR

Sento (ther I, conmwry) of pationaitty” Sints (that &, comutry) of roshdence:
FR R

Forther epplicants are indicated oo # coutimstion shoct.
Foan PCT/IPEAMO] (first shoot) (March 2001 - roprint Jezwary 2003) Soe Notex o the dessond form

4@



- —rl_—.-—v—-n-r——w--- - - -
-

Tormstional sppilication No.
BuemtNo. 2 PCT/EP 02/14674

Continvation of Bz Ne.I  APPLICANT(E)
more of the following mub-Boey i wmad, thiy shast shoudd ot be inchuded s the damand,

VITZLING, Christlan
39, rue de Pommard
75012 Paris

FR

Nans and addroms: Pnily sems fllowsd by gives song; S o lagel antity, il officiel deignation mﬂ-Thﬂﬂﬂd—d‘q}

?Rhﬂhhm#uﬂuﬂlv Sinto ikt ks, coumery) of renldence:
FR

Name and address: (Funily ssme fillowed by giean mums; fhr o bngal auity, full qfficiel diniguation. The akivess et Snchule postel cods ond nems of cmowry)

i

—— o

State (Yhot I, coumwry) of natlonatity- Stute (that ks, coomery) of residencs;

Nume and address: (Fanily naue filiownd by givn nes fiv o logel autip, Jill oficial duignation. The addvest st inciuds postel cods s nams of comiry}

Stato {that ir, cowmery) of nationallty” State (that is, counpry) of residence:

Name and addross: (Fasily nems fillowsd by gives mung: fir & lngel aniity, full officisl derigaation. fhﬂ--Lﬂﬂd-(—”

Stutn (that i, econery) of nationality* State (that is, coumery) of residence:

[[] Forther applicants are incicated on another continnation sheet.

Form PCT/IPEAMO! (contirmstion shoet) (March 2001  repeint Jamnary 2003) See Noses to the demand form
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Interpational spplicstion No,
ShostNo. 3 PCT/EP 02/14674

BexNe.IIl AGENT OR COMMON REPRESENTATIVE; OR ADDRESS FOR CORRESPONDENCE

The fllowing person {s agent [ eoumnon reprosentative

208 ] has been appointed carlier sd represcats the spplicant(s) also for international preliminary exsxrination.
D in hereby appomied and axy esriier appointment of (an) agent(s)ycommmon represontative 18 bereby revoked.

L_&' mhhpwwuwmmmm in additon to
Naze 0 acdesy (Famly s followad by gives ws, for & loged sty il efciel derignasion. | Teldpbous No.
o T o o e o ) +4161 324 11 11
GRUBB, Philip [Facshmile No.
Novartis AG +4161 322 75 32
Corporate Intellectual Property Teleprinter No.
4002 Basel!
CH Agmt'sreglantion No. wih he Oltice. |
gﬂm M-tt:uhd-hlwl-:u cmmﬁhhqﬂﬁdh
Box Ne IV BASIS FOR INTERNATIONAL PRELIMINARY EXAMINATION
Statemest concerning amendments:*

1 The apphcant wihey the mivnatiopal prelunmsry examinstion te start om the basls of*
the international spplication as originally fled
thoducripton || s oviginally fled
a3 amended under Atticle 34

fhe clums ] = ongimily fikd T
a8 amended under Article 19 (ogother with any accompmnying statement)
us emenvied under Article 34

toduwings ] wsorigioally fied
s amended under Articl 34

2, D ‘The spplicant wishes mry amendment to the claims under Asticle 19 to be considerad sy reversed.

3 D The applicant wishes the start of the Internstionsl proliminary exsmination to be psstponaed until the expiration of 20 months
from the priority date uniess the Internationsl Preliminery Exsmining Authority recelves a copy of aoy smendments mads
wnder Article 19 or & notice from the appheant that he does not weth 90 make soch smendments (Rula 69 1(d)). (Thir chack-
bex may be morked enly where the time limit under Articls 19 hay not yet epired)

* Where oo check-box is marked, international prebmmary exammmation will sturt on the besis of the international spplication
=9 ongmally filed ar wherea copy of amendments to the elaims under Articlo 19 and/or amendments of the mternational spplication
under Articls 34 are received by the Intemational Preliminary Examining Anthority befiore it hag begtn to dmw up & wnittes opmion
or the mierational preliminary examination repart, as so amended.

Langssge for the purpesm of International preliminary sxamination. English. _—

] which is the language in which the international spplication was filed. 'r'

| | winch is the language of a translation fornished for the parposes of international agerch.

which s the lsnguage of publication of the international application.

D which & the langmage of the translation (to be) farnished for the purposes of international preliminery examination.
Box Ne.V ELECTION OF STATES

The applicant hereby slects all oligihle States (Mot i, all Stater wihich Aave been designated and which ars bound by Chapeer I of
the PCT)
exciudmg the following States which tho spplicant wishes net to elect:

Fomm PCTAPEAMOI (sccand sheet) (March 2001 reprnt Jamary 2005) Sen Notex 10 the demand form
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' International spplication Na.
Remt¥o. 4 PCT/EP 02/14674
BoxNe.Vl CHECK LIST
The demend s scoompaniod llowing inthe refred win Far Inwmational Preliminary
Bax No, IV humzrwmy e ® mm-w
not moalved
1 tanslstion of iternational application theon D O
2. smendments under Article 34 sheoty | (|
3 copy (or where requived, tranglation) of
amendmenty nader Articls 19 sheets | 0O
4. copy (or whore required, translston) of
sttment under Asticls 19 - TEI a
5 leter shoots .| O
6. other dpactly) sheety O (I
The demend i also scocmpanied by the hem(s) marked below-
1 (] o calouistion sheet S.[] ststemont explaining lack of signature
2.7 original separate power of stiency 6.[[] soquence lstings in compater readahic frm
3 [J original genesal power of stioroey 7 ] wblet readsbis form releied to
4.[] copy of genenl power of attomey” mw
referencs pamber if any- 8 O other spactt- Latier deied June 2, 200 (Requeet or o

Bax No. VII SIGNATURE OF APPLICANT, AGENT OR COMMON REFREEENTATIVE
Nzt o anch signasers, lnlicaty the nams of the parsen siguing and the copacity in which the parson siges (f mech capazity b vot olviewy from raniing the denend).

In the name of the applicants
The representative

!

05 08.2003 GRUBB Philip AV 38671 + 48171

Fox International Preliminary Exsmining Anthority wee only
1 Date of actual recsspt of DEMAND-

2 Adjustsd date of reompt of demand dne
to CORRECTIONS wnder Ralo 60.1(b):

3 D Tho date of receipt of the demand is AFTER the expination of 19 months D ‘The spplicant has bean
froun the priority date and em 4 or 5 below doss not spply wibrmed accordingly

of of the doand js WITHIN the of 19 months from the date ¢ oxiended by virtos of
O e A A—

5[] Attossh o den of ihdmdhlﬂ:hqinhdl!mﬁﬁuﬂ-iphllyh.hhhyhm
Is EXCUSED parsosnt 1o Rule §2.

For Intemationa] Buress use only

Denund roceived from IPEA o

Form PCTAPEA/MO] (last shoot) (Jazoary 2003) See Notes 1o the demand form

yA
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FEE CALCULATION SHEET
Axnex to the Demand

i, PCTIEP 02114674
mﬂl—ncmﬂ 83A

Duto stamp of the IFBA

For Interrationsd Preliminary Exanoining Anthorhty me coly e

CHAPTER I

Applicant
Novartis AG et al.

CALCULATION OF FRESCRIBED FEES

EUR 16889 —

AUTHORIZATION TO CHARGE (OR CREDIT) DEPOSIT ACCOUNT
(This made of peyment may nox be avallable of oll IPEAx) £p
IFEA/

] Authorimtion 1o charge the total fiees indicated above,

Depoxit Ascomt No. 2811 0031

(This check-bax may bemarked only {f the conditions for pae: 05 08 2003

dispasit accounts of the IPEA so parmif) Anthorization

o charge any deficincy or aredit sy ovarpeymant in
the total fioes indicated shove.

Name:

Novartis A
— /2

Form PCTAPEA/40] (Annex) (March 2001  reprint Jamuary 2003)

Sox Notzz ©o the fes calculation sheet
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- Advrian Spiimann Novertis AQ

CH-4002 Basel
\ Switzariand I

Tk +416]1324 5391

Fec +18132273 32

b NOVARTIS

Euvropdsches Patentamt TELEFAX< NMoul
D-80298 Miinchen From. +416132275 32
| To 004989 2399 4465
Total pages. 1
I
Your Ret Our Ret
June 2, 2003 4-32293A

Ladies and Gentlemen

Based on the Notice of the President of the EPO dated Nov 2, 2001, concermung rationalisation of
the international preliminary examination procedure at the EPO,

£6.3 PCT a detuled prelminary examnation (second wniten opunion) of the above-dennfied
application according to Section I, point 7 of the Notice of the Premdent.

Yours very truly
In the name of Novarns AG

(820t |

Europaan Patwrt Atiorney,
Professional Represantative for the Applicant
GA Na. 36671



From the
INTERNATIONAL PRELIMINARY EXAMINING AUTHORITY

—  mem yew— 1

PATENT COOPERATION TREA 2 4. Feb 2004

T Corporete Intellectual Property

k1

MD| FL | P8 |Copy

ASP

T PCT
NOVARTIS AG
'

Corporate Intellectual Property NOTIFICATION OF TRANSMITTAL OF
Patent & Trademark Department THE INTERNATIONAL PRELIMINARY
CH-4002 Basel EXAMINATION REPORT
SUISSE (PCT Rule 71 1)

Date of maiing

{dayinonthiear) T 19 02 2004
Appitcant's or agant’s flie reference 1
4 32283A IMPORTANT NOTIFICATION
intsrnational application No. intemational filing date (deumonthjear} Priostly date (dawmonthiyrear)
PCTEP 0214874 20 12 2002 21 12 2001
Appilcant
NOVARTIS AG et al

Name and maliing address of the Intemational
prefiminary sxamining authority*

— Fax+3170340 3018

The appiicant Is hereby notified that this Intemnational Preliminary Examining Authority tranemits herewith the
international prellminary examination report and lts annexes if any established on the international
application

A copy of the report and ite annexes i any is being transmitted to the Imternational Bureay for
communication to all the elected Offices

Where required by any of the elected Offices the intemnational Bureau wll pIplro an Englhsh translation of
the report (but not of any annexes) and will tranamit such translation to thosa Offices

The applicant must enter the natonal phase before each elected Office by performing certain acts (fiing
translations and paying national fees) within 30 months from the priority date (or later In some Offices)
(Article 38(1)) (see alao the reminder sent by the international Bureau with Form PCTABS01)

Whare a transiation of the imtemational application must be fumished to an elected Office that transiation
must contain a translation of any annaxes to the Intemational preiminary examination report. It is the
applicant's responsibility to prepare and fumnish such translation directly to each elected Office concemed

For further detauls on the applicable ttme limits and requirements of the élected Offices see Volumae Ii of the
PCT Applicant's Guide

The apphcant's attention is drawn to Articie 33(5) which provides that the critena of novelty inventive step
and industrial applicabillty described in Articie 33(2) to (4) merely serve the of intemational
prallmlnary examination and that any n?d State may apply additional or different criteria for the

of deciding whether in that Sinta the claimed Invantlons is pate e or not (see also Article
27(5)) Such additional cntana may relate for example to exemptions from patentabliity requirements for
enabling disclosure clarity and support for the clames

European Patent Office PB 5818 Patentiean 2
NL-2280 HV Rjswilk Pays Bas
Tel 43170340 2040 Tx. 31 851 eponl

Form PCTIPEA/418 (January 2004)



PATENT COOPERATION IRETl'Y

PCT

INTERNATIONAL PRELIMINARY EXAMINATION REPORT

(PCT Article 36 and Rule 70)
Applcants or agent's Hle refsrance See Notiication of Trnamitial of iIntemational
4-30203A FOR FURTHER ACTION o oprynon Examination Report (Form PCTAPEAK16)
intemationsl appicaion No Wtematonal fing date (deyfnorihyear) Priory dats (damontyear)
PCTEP 02114674 20 12 2002 21 12.2001

intemational Patent Classification (IPC) or both netional ciasaification and IPC
AB1K31404 AB1K31404

!

Appiicant
NOVARTIS AG et al

1 This Intemational preliminary examination report has boanpnpandbymh intamational Pre{lminary Examin
Authority and is transmitted to the applicant according to Article "o

2 This REPORT consigia of 2 toia! of 8 sheets, Including this cover shest. 1

O This report ls also accompanied by ANNEXES Le sheets of the description claime andior drawings which have
been emendad and are the basis for this report andbr sheets containing rectifications made before this Authority
(mnulaTOWandSocﬂonaoTolmmmmumwcﬂomuMormnFcn

Thess annexes conalst of a tolal of shests
T

3.  This report containe Indications relating o the following hema

| & Basisofthe opinion
N 0O Prody
Nl B Non-establishment of opinion with regurd to novelty Inventive step and Industrial applicablitty
IV O Lackof unlty of Invention
V B  Reasoned statement under Rule 88.2(a){N) with regard to novelty inventive step or industrial appiicabilty”
chations and axplanations supporting such statement
VI O Certain documents cited '
Vil O Certain defects In the intemational application
Vil O Coertaln obaervations on the intemational application
Deta of submisalon of the demand Dais of completion of
07 08 2003 16 02.2004 T
Name and addresa of the intemational Authorizad Officer
praliminery authortty” | o
m&mmﬁp PB 5818 Patentlaan 2 I a ﬂ
j Tol +31 70340 zmu‘r.h!'m 851 sponl von Egge otta =
——— Fax+3170340 3018 Telaphone No +31 70 3404732 P

Form PCTAPEA/408 (Cover Shesf) (January 2004) i
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INTERNATI NAL PRELIMINARY
EXAMINATION REP RT intemational applicaton No  PCT/EP 02/14674

Basls of the report

1 With regard to the elements of the Intemnational application (Replacement sheets which have been furnished o

the recelving Office In response to an invitation under Arbicle 14 are referred to in this raport as “onginally filed”
and ame not annexed lo this repori since they do not contamn amendments (Rules 70.18 and 70 17)r

Deaacription, Pages

11 as originally flled
Claims Numbers T
122 as onginally flled

With regard to the language all the elements marked above were available or fumished to this Authority in the
language in which the Intemnational application was filed uniess otherwise indicated under this item

These elements were avallable or fumished to this Authorlity in the following language which ls

0O the language of a translahon fumished for the purposes of the intemational search (under Rula 23 1(b))
O the language of publication of the intemational application (under Rule 48 3(b))

O the language of a translation fumished for the purposes of Intemational preliminary examination {(under
Rule 55.2 andbr 55 3)

With regard to any nucleotide andior amino acid ssquence disclosed In the intemational apphcaton the
intemational preliminary examination was carried out on the basis of the saquence listing

contained n the international application In written form

filed together with the Intsmational application In computer readable fo'fn
fumished subsequently to this Authority in written form

furrushed subsaquently to this Authority in computer readable form

The statement that the subsaquentty fumiahad written sequence heting does not go beyond the disclosure
in the Iintemational application as filed has been fumished

The statement that the Informabon recorded in computsr readable form 1s «dentical to the writtan sequence
heting has been fumished

The amendmaents have resulted in tha canceliation of

O Ooopo0o

O the description pages
the claims Nos
the drawings shests

O o0

This report has been established as if (some of) the amendments had not been made since they have
been considered to go beyond the dinclosure aa flled (Rule 70 2(c))

{Any rgplacammlsho«conhmmpaudaammdmormmustbomfem{m undsr e 1 and annexed to this
report

Addtiona! observations if necessary

Form PCTAPEA/409 (January 2004)



INTERNATIONAL PRELIMINARY
EXAMINATION REPORT Intemational applicatipn No  PCT/EP 02/14674

!

I
it Non-establishment of opinion with regard o novelty, inventive step and Industrial applicablity

1 The questions whether the claimed lrwenﬂmlappuutnbemvel to Involve an inventive step (to be non-
cbvious) or to be industrially applicable have not been examined In respect of

O the entire intermational application
B clams Nos 13-57 16 18 20 (partially)
bacause’

O the sax intemational application or the saki claims Nos relate to the following subject matter which does
not requira an Interational preliminary examination {specify)

B the description claims or drawings (indicate particular elemenis or sald claims Nos
1 3-5 7 18 18,20 (partially) are so unclear that no maaningiul opinion | id be formed (apecify)

aan saparste asheet

O the claims orsald claims Nos are so inadequately supported by the deacription that no meaningful opimion
could be formed b

1
O no Intemational search report has been established for the sald claime Nos
2 A meaningful intemahonal preliminary examination cannot be carried out due to the fallure of the nucleotide and/
or amino acld sequencs listing 1o comply with the standard provided for in Annex C of the Adminstrative
Instructions I
O the written form has not baen fumiehed or does not comply with the Standard

O the computer readabie form has not been fumished or does not comply with the Standard

V HAeasoned statement under Article 35(2) with regard to novelty inventive step or industrial applicabliity

cliiationa and sxplanations supporting such statement T
1 Siatement !
1
Novelty (N} Yes Claims 28121722 '
No Claims 1,357 111316
|
Inventive atep (IS) Yes Cialms 17 18,21,22
No Claims 1 18,20
Iindustnal applicabliity (1A) Yes Claims 1-22
No Claims ,

2 Cratons and explanations
see separate shest

Form PCTAPEA/408 (January 2004) i



~ - . " - - . S - =?T"__—, Ry ] L -

INTERNATIONAL PRELIMINARY International application No  PCT/EP 02/14674
EXAMINATION REPORT - SEPARATE SHEET

I Reltem il
Non-establishment of Opinlon

1 A search has only been performed in as far as the claims 1,3-5,7-16,18,20 are clear
supporied and disclosed (see ISA 210) Consequently only searchad subject-matter
1s subject of an intemational preliminary examination (Rule 66 1(e) PCT)

V BeltemV |
Reasoned statement under Rule 68 2(a)(ll) with regard to novelty, inventive step or
indusirial applicabliity, citations and explanations supporting such statement

2 Reference is made to the following documents

D1 WO 00 57857 A (YUHAN CORP) 5 October 2000 (20%0-10-05)
D2 WO 00 10526 A (NOVARTIS ERFIND VERWALT GMBH NOVARTIS AG (CH),
ZUEGER OTHMAR (CH)) 2 March 2000 (2000-03-02)

3 NOVELTY (Art 33(2) PCT)

31 Document D1 discloses a tablet for oral administration compnsing § % (w/w) of the
5 HT4 agonist cisapride 77 % mannitol, 5% crospovidone as well as colioidal
silicium dioxide, magnesium tnsilicate and magnesium stearate (D1,p 6 | 5-9, p 6-
7 ex 6, claims 1-3)

32 The present application does not meet the requirementd of Article 33(2) PCT
because the subject-matter of clams 1, 3-5, 7-11, 13-16 Is ! ot new

4 INVENTIVE STEP (At 33(3) PCT)

41 The subject-matter of claims 1, 3-5, 7-11, 13-16 18 not new and thersfore not
Inventive .

42 Document D2 1s considered to represent the most relevant state of the art and
discloses a solid pharmaceutical composiion for oral administration compnsing 3 %

Form PCT/Separate Sheet/400 (Sheet 1) (EPO-Apill 1887) T



INTERNATIONAL PRELIMINARY intemational application No PCT/EP 02/14674
EXAMINATION REPORT - SEPARATE SHEET

(w/w) tegaserod 40 % crospowvidone and 33 % lactose (D2, p 18-20, ex 2) The
subject matter of claim 2 differs in that the diluent is present in an amount of 70 %
to 80 % It further differs in that the amount of disintegrant 1s less than 15 % by weight
(D2, claims 1,2 6-11) T‘

43 The probiem to be solved by the present invention may therefore be regarded as
proniding an attemative solid phamaceutical composition for tegaserod The
proposed solution Is the composition presented m claim 2

4 4 This solution cannot however be considered as involving an Inventive step for the
following reasons

441 The alleged commercial advantage (descnphon page 1 3 paragraph) cannot
support the case for inventive step since it has not been demonstrated that
such commercial advantage is directly denvable from the technical features of
the invention claimed in claims 2, 6, 12 and 20

442 The composition 15 merely one of several straightforward possibilties from
which the skilled person would select, in accordance with circumstances
without the exercise of inventive skill, in order to solve the problem posed

45 Clams 6 12 and 20 do not appear to contain any additional features which, in
combination with the features of any claim to which they refer, nvolve an inventive

step

4 6 In view of the above, the present application seems not meet the requirements of
Article 33(3) PCT because the subject matter of claims 1-16 20 seems not to
mvolve an inventive step

5 Certain defects T

51 The present application provides support for only one compound, namely tegaserod,
while the term "5-HT4 partial agonist® being an essential feature of the invention
encompasses potentially a great number of compounds that cannot be identified
without undue burden Furthermore, the present application does not provide
instructions whuch are clear for an expert to determine what a "5-HT4 partal agomst”
should be without undue burden and inventive skill There s no test or data provided

Form PCT/Saparate Shoet/400 (Bhest 2) (EPO-Aprl 1997)
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INTERNATIONAL PRELIMINARY International application No. PCT/EP 02/14674
EXAMINATION REPORT - SEPARATE SHEET

allowing to differentlate an antagonist from an agonist or a'panlal agonist of 5-HT4
receptors

Consequently, claims 1,3 5 7 16, 18, 20 lack clanty and suppon according to Art
6 PCT

Form PCT/Saparate Sheet/408 (Gheat 3) (EPO-Aprl 1907)
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Corporate Intellectual Property

q 47 01 2004 OFFACT ), EA
4 -32283A PCT
' Adrian Spiilmann EPO2/14674 2 0. Okt. 2003
F 1
INTERNATIONAL PRELIMINARY EXAMINING AUTHORITY APPLIM{D | FA. | P8 |Copy

To PCT
Grubb _Phiilp
oo el
rats roperty
c ."r:::l?t ate Y WRITTEN OPINION
CH-4002 Basel Rule 66)
SUISSE
Date of mafling

i (cegaimonthyear) 17 10.2003
Applicant's or agents fils refarence REPLY DUE within 3 month(,
4-32283A from the above date ol. r)r-lng
imsmations! appiicaion No intemational filing date (iayenonthieer) Priority daie (dayinonthieer)
PCTEPO2/14674 20 122002 21 122001 |

! imemational Petent Classification (IPC) or both national classification and IPC

ABTK31M04
Applicant
NOVARTIS AG et al

This opinion containe Indications relating to the following tems.

[ Basis of the opinion
n Priority

u
v
v

Lack of unity of invention

chations and sxplanations supporting such
Cartain docurments cited

vl Certain defacta In the iIntamational application
Vil Ceriain obesrvations on the intemational appiication

The applicant is hereby Invited to reply to this opinion.

vl

000 BEORDR

For an informal communication with the axaminar sse Ruls

4  The final date by which the intemational preliminary
mannmﬂmulbommmbnuhQthm

1 mmmumhmﬂntdnwnupbymmmmlninwamh;um

Non-astabliahment of apinion with regard o novelty inventive step and industrial applicablily

Reasoned statoment under Rule 88.2(a)(T) with regard to novelly inventive step or Industrial appicablity

Whan? Ses the time Amit Indicated above The applicant may bejom the expintion of that time Emit,
request this Authorfty 1o grant an sxtension see Rule 88.2(d)

How? submitiing a written reply accompanied where approprate, according © Rule 88.3
%mm-ﬂ:hmd the amendmaenis, ses Muu:'nmu.o !

Also For an addiional opporiuntly io submit amendments, see Rule 68.4. '
For the eaminer's abiigation 10 consider amendments andbr enis, sss Rule 66.4 bla.

H no repiy s flled the inlemational prefiminary sxamination report will be establishad on the basis of this opinion.

Nams and

acdreas of the Imemational Authorized Officer
prefminary @ authority”
—_— Patent O von Eggeliqaut-Gotta
Enr_muv P.;"BB.S.MQP 2 Formalitiea officer {incd extension of ime Amits)
Tel +3170340 2040 T>: 31 651 eponi Janzing M
— Fax+3170340 3018 Telephone No. +31 70 340-4140

Form PCTAPEA/408 (Cover Sheef) (January 1994)



WRITTEN OPINION intemnational application No  PCT/EP02/14674

!
1 Basle of the opinion

1 With regard to the elements of the International application (Replacement sheeis which have been furnished to
the receiving Office in response fo an invitation under Article 14 are referred to In this opinion as "originally filed )

Description, Pages T
N as originally filed

Clalms, Numbers |

1-22 as originally flled

2. With regard to the language all the elements marked above were avallable or fumishad to this Authority In the
language in which the intemnational application was flled unless ctherwise Indicated under this item
|

These elements were avallable or furnished to this Authority in the following language which ls

O the language of a tranalation fumished for the purposes of the Intemational search (under Rule 23 1(b))
O the language of publication of the intemnational application (under Rule 48.3(b))

O the language of a translation fumished for the purposes of international preliminary examination (under
Rule 552 andbr 55 3)

3 With Trdtoanynueloolldo andbr amino acld sequence disclosed In the Intemational application the
intemational preliminary examination was carmied out on the basis of the 'uermllshng
t

contalned In the intemational application in written form

flled together with the interational application in computer readable form.
fumished subsequently to this Authority in written form

fumished subsequently to this Authority In computer readable form

The statement that the subsequently fumished written sequence listing does not go beyond the disclosure
In the Intemational appiication as flled has been fumnished

The statement that the Information recorded in computer readable form is identical to the written sequence
listing has been funished

4 The amendments have resulted in the cancellation of

O Oooogaao

O the description pages

O theclaims Nos

O the drawings sheets l
O

This opinlon has bean established as If (some of) the amendments had not been made since they have
been considered to go beyond the disclosure as filed (Rule 70.2(c))

(MWMMMMMMMDWMtMWbM

8 Addtional cbservations ¥ necessary

Il Non-establishment of opinion with regard to novelty, Inventive step and industrial applicabliity
I

Form PCTAPEA/408 (July 1899)
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WRITTEN PINION International application No.  PCT/EP02/14674

1 The questions whether the claimed Invention appears to be novel to invoive an inventive (to be non-
obvious) or to be industrially applicable have not been and will not be examined in respect

a
®

0O

O

the entire intemational application :
claims Noe 1357 16 18 20 (partially)
becauss

the saki intamational eapplication or the sald claims Nos relats to the following subject matter which does
not require an intemational preliminary eccamination (specify)

the deecription claime or drawings (indicate pariicuiar elements beiow) or sald claims Noe 1,3-57 16 18 20
(parhally) are so unclear that no meaningtul opinion could be formed (specify)

aoe separate sheet

the clal sald claime N I rted by the descri that
cotﬂdb:l:or?t:sd claims Nos are so Inadequately supported by the ption no meaningful opinion

no Intemational search report has bean established for the sald claims Nos

2. A wiitten opinion cannot be drawn due to the fafture of the nucleotide andlbr amino acld sequence listing to

comply with the Standard provided for in Annex C of the Administrative Instructions

(=
a

I
the written form has not been fumished or does not comply with the Standard

the computer readable form hae not bsen furnished or does not comply with the Standard

V Reasoned statement under Rule 68.2(a)(ll) with regard to noveity, inventive step or industrial
applicablity ciations and explanstions supporting auch statsment v’r

1 Statement
Novelty (N) Claims 13567 11 13-16
Inventive step (IS) Claims 116,20
industriel applicabliity (1A) Claims

2. Chations and explanations
see seporate shest

Form PCTAPEA/408 (July 1606)
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WRITTEN OPINION Intenational application No PCT/EP02/14674
SEPARATE SHEET L
|
iIi RBelhemliil

Non-establishment of Opinion

1 A search has only been performed in as far as the claims 1,3-5,7-16,18,20 are clear,
supported and disclosed (see ISA 210) Consequently only searched subject-matter
1s subject of an intemational preliminary examination (Rule 66 1(e) PCT)

V BaliemV !
Reasoned statement under Rule 66.2(a)(ll) with regard to novelty, Inventive step or
industrial appllcablilty; citations and explanations supporting such statement

2 Reference Is made to the following documenis
D1 WO 00 57857 A (YUHAN CORP) 5 October 2000 {(2000-10-05)

D2 WO 00 10528 A (NOVARTIS ERFIND VERWALT GMBH ,NOVARTIS AG (CH),
ZUEGER OTHMAR (CH)) 2 March 2000 (2000-03-02)

3 NOVELTY (Art 33(2) PCT) T

31 Document D1 discloses a tablet for oral administration comprising 5 % (w/w) of the
5-HT4 agonist cisapnde, 77 % mannitol, 5% crospovidone, as well as colloidal
sthclum dioxide, magnesium trisilicate and magneslum stearate (D1, p 6,1 589,p 6
7, ex 6, claims 1-3)

32 The present application does not meet the requirements of Arhcle 33(2? PCT
because the subject-matter of claims 1, 3-5, 7-11, 13-16 Is not new

4 INVENTIVE STEP (Art 33(3) PCT) T

Form PCT/Saparate Gheat/408 (Shest 1) (EPO-Apll 1067)
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il
The subject-matter of clams 1, 3-5, 7-11, 13-16 18 notTnew and therefore not
inventive

Document D2 18 considered to represent the most relevant state of the art and
discloses a solid pharmaceutical composition for oral administration comprising 3 %
(w/w) tegaserod, 40 % crospovidone and 33 % lactose (D2, p 18-20, ex 2) The
subject-matter of claim 2 differs in that the diluent 1s present n an amount of 70 %
to 90 % It further differs in that the amount of disintegrant Is less than 15 % by welight
(D2, claims 1 2, 8-11)

The problem to ba solved by the present invention may therefore be regarded as
providing an altemative solid pharmaceutical compositbn for tegaserod The
proposed solution is the composition presented in claim 2

This solution cannot however be considered as Involving an inventive step for the
following reasons

The alleged commercial advantage (description, page 1, 3 paragraph) cannot
support the case for inventive step, since It has not been demonstratled that
such commercial advantage is directly derivable from the technical features of

the invention claimed in claims 2, 6, 12 and 20

The composttion Is merely one of several straightforward possibllities from
which the skilled person would select, in accordange with circumstances
without the exerclse of Inventive skill, in order to solve the problem posed

Claims 6, 12 and 20 do not appear to contain any additional featuras which, in
combination with the featuras of any claim to which they refer, Involve an inventive
step

In view of the above, the present application seems not meest the requirements of
Article 33(3) PCT because the subject-matter of clairms 1-16 20 seems not to involve

an Inventive step

Certaln defects

Form PCT/Ssparaie Bheat/408 {(Sheet 2) (EPO-Apill 1097)
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51 The present application provides support for only one compound, namely tegaserod,

63

while the term "5-HT4 partial agonist® being an essential feature of the invention
encompasses potentially a great number of compounds that cannot be i1dentified
without undue burden Furthermore, the present appluc'ﬁhon does not provide
mstruchons which are clear for an expert to determine what a "5-HT4 partial agonist”
should be without undue burden and inventive skill There is no test or data provided
allowing to differentiate an antagonist from an agonist or a partal agonist of 5-HT4
receptors
Consequently, claams 1 3-5 7-16, 18, 20 lack clarity and support according to Art
6 PCT

I
If amendments are filed, it should be by way of replacement pages in the manner
stipulated by Rule 66 8(a) PCT In particular, falr copies of the amendments should
be filed preferably in triphicate Moreover, the applicant's attention 18 drawn to the fact
that as a consequence of Rule 88 8(a) PCT the examiner Is not permitted to carry
out any amendments under the PCT procedure, however T'Inor thege may be

In order to facllitate the examination of the conformity of the amended application
with the requirements of Article 34(2)(b) PCT, the applicant is requested to clearly
Identify the amendments carried out, no matter whether they concem amendments
by addition, replacement or deletion, and to Indicate the passages of the application
as filed on which these amendments are basad (see also Rule 66 8(a) PCT)

Form PCT/Saparate Sheet/408 (Sheet 3) (EPO-April 1887)
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Doctor Oficio N° 07 4 81

JIMENA ESCOBAR URIBE

Apoderado
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Fecha inicio fase nacional 21/07/2004
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Como resultado del examen de forma realizado con fundamento el el articulo 38 de la
Decisién 486 de la Comision de la Comunidad Andina articulo 27 del Tratado de
Cooperacién en Matena de Patentes (PCT) regla 51 bis de! Reglamento y Circular
Urica de la Supenntendencia de Industna y Comercio se [e comunica que

0 La solicitud no conhene la copia del documento en que consta la cesion del derecho a
la patente del inventor al solictante o a su causante (Art 26-k) Decision 486)

En cumpimiento de lo dispuesto por el articulo 39 de la Decisién 486 se le requiere
para que dentro del término de dos meses siguientes a la fecha de notficacién del
presente oficio completie los requisitos antenormente enunciados En caso de no dar
cumplmiento al presente requenmiento la solictud se considerara abandonada y
perdera su prelacidn

Notfiquese el presente oficio conforme a lo dispuesto en el numeral 52 Iteral e) del
capltulo quinto del titulo pnmero de la Circular Unica N° 10 de 2001

ESPEDES DE VERGEL
Jefe de la Dvi8i16n de Nuevas Creaciones

El antenor requenmiento fue notficado por fijacén en fsta de

fecha nsmm

202057



