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fi Comprobante do pago No. -Fecha 

fi ANEXOS 

D Comprobante de pago do la tasa. 
Q Poderes, si luere el caso, 
D Pruebas de los fundanientos do la oposicion. 
0 Documentos que acrediten el leg Itimo inters., si luere el caso. 

Docurnento que acredita la existencia y representacion legal do las partes, cuando sean 
personas juridicas. 

NOMRE: CIELO ANGELA PERA RODRIGUEZ 

FIRMA. 

C.C. 51.940.252 TP. $2701 

Instrucciones para el diligenciamiento del presente Iormularb, ver revef so de esta pagina. 
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Seæora Jefe, 

DIVISION DE NUEVAS CREACIONES 

Superintendencia de Industria y Comercio 

E. S. D. 

IJei’echo de k.t (_oi11pekl1ckI, PropeddiJ 
Industrial y (oiuiei’co E xetior 

Referencia Expediente N° 08 11696 

Asunto Oposición a La solicitud de patente de Invención titulada 

40 "NUEVOS USOS DEL FLSCITALOPRAM" 

Solicitante H. LUNDBECK A/S 

Opositora GYNOPHARM S.A. 

Publicada en la Gaceta de La Propiedad Industrial 

No 613 d de febrero de 2010 

Yo, GIELO ANGELA PENA RODRIGUE, abogada en ejercicio, identificada conio 

aparece al pie de su firma, con tarjeta profesional No. 82701 del Consejo Superior de 

. La Judicatura, en mi condiciOn de apoderada de Ia sc)ciedad GYNOPHARM S.A. 

conformada bajo las Ieyes de la Rephlica de Colombia y dorniciliada en [a ciudad de 

Barranquilla, Colombia, atentamente manifiesto que estando dentro del tºrmino de Icy 

y por orden expresa de mi representada, presento oposiciOn a la conccsiOn del registro 

de Ta Patente de InvenciOn titulada "NUEVOS USOS DEL ESCITALOPRAM", cuyo 

titular es H. LUNUBECK A/S, y pick a Usted declarar fundada esta oposiciOn y en 

consecuencia negar ci registro de la patente solicitada. 
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1. INTERES PARA ATUAR 

Conforme a to dispuesto en ci articulo 42 de Ia L)ecisiOn 486 de 2000 de Ia 

CAN, estando dentro del tØrmino estipulado por Ia ley, manifiesto ci legitimo interØs 

de nuestra representada para oponerse at registro de La patente de Ia referencia, 

atcncliendo a que la solicitud prctendida no cumple con los requisitos dispuestos en La 

Icy como se analizarA inis adelante y de ser concedida afectaria directaniente hi 

comcrciaz’ción de.inos productos de mu representada, que contienen, en 

particular ESCITALOPRAN. Por to tanto, solicito respetuosamente a ese l)espac.ho se 

sirva tener en cuenta Ia presente oposiciOn dentro del trrnite administrativo que se 

surte en esta Superintendencia, 

2. FUNDAMENTOS DE HECFIOS 

2, 1, La solicitud objeto de Ia presente fue presentada el 31 de octubre de 2008 

reivindicando prioridad bajo Ia solicitud DK2006000062 1 del 2006-05-02; y fuc 

publicada en Colombia, en la Gaceta de la Propiedad Industrial N° 613 del 19 de 

febrero de 2010, cuya publicaciOn internacional corresponde a Ia 

W02007/124757 del 2007-11-08. 

2.2.1,a solicitud colombiana 08 116966 objeto de la presente oposiciOn, se rcfiere a ci 

uso de escitaioprain o twa sal farmacØuticamente aceptable del mismo para La 

preparación de on medicamento para el mejoramiento de Ia cogniciOn en i.ina 

condición en la cual los procesos cognitivos han disminuido, el uso en donde hi 

condiciOn estA asociada a hi esquizofrenia, la Enfermedad de Parkinson, Ia 

dernencia, a un trastorrio de ansiedad, at deterioro de la rnernoria asociado a Ia 
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edad, a la depresion, at uso de enzodiazepinas, at uso de antidepresivos triciclicos, a 

la Enfermedad de Alzheimer, at trastorno de deficit de La atenciOn con 

hiperactividad (A[)N[)) y at trastorno de estrØs postraurnauco (PTSD), 

2,3.En primera instancia, se debe advertir quo en algunos apartes del capIrulo 

reivindicatorio de la solicitud objeto de la presente oposicióri, Se hace referencia a 

un mØtodo terapØutico y de forma especial at uso, no sOlo a hi composiciOn 

farrnacolOgica o a un mØtodo de fabricaciOn mecliante la cmii se obtenga un 

proclucto tangible y segUn la legislacion, decisiOn 486 de la Comunidad Andina de 

Naciones, Articulo 14. "Los Paises Miemhros otorgarÆn patentes para Las invenciones, 

scan de producto o de procedimiento ( ... )", los usos 09 estn contemplados corno 

patentables; y, Articuio 20, "No serdn patentables ( ... ) d) Los mØtodos teraØuticos a 

quirürgicos pant ci trataraiento aurnano a animal, ast coma Los rnØtodos de diagnóstico 

aplicados a Los seres humanos o a animates". Solo serin patentables los productos o 

procedimientos. Por to tanto a iuz de la norma, dicha niateria referente at uso y a 

un metodo terapeutico no seria patentable. 

24.Con base en el articulo 14 dc la DecisiOn 486 de la CAN que consagra: "Los palses 

miembros otorgarÆn patenves para las invenciones, sean de producto o proceclimicnto, en 

todos los carnpos de Ia tecnologia, siempre que seam nuevas, tengan nivel inventivo y scan 

susceptibies de apUcaciOn industrial", tenemos que las invenciones objeto de patente 

dehen set nuevas y tenet nivel inventivo. Bien, pues antes de la fecha de prioridad 

de esta solicitud Sc encuentran los siguientes docurnentos que afectan la 

patentabilidad de la presente solicitud: 

DI: WO 2002/087566 publicada ci? de noviernbre de 2002. 
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2.5. Ahora bien, ci documento Dl, particulatmente en Ia descripciOn se refiere ,it uso 

de escitalopram enantiornrican1ente puro y / o de medicamentos a dosis bajas del 

mismo para Ia rnejora del tratamiento de la depresiOn, en particular ci trastorno 

depresiOn mayor, trastornos nduróticos, trastornos por estrs agudo, trastornos 

alirncnticios como La bulimia, La anorexia y La ohesidad, las fobias , la distimia, 

sindrome pre-menstrual, trastornos cognitivos, trastornos del control de impulsos, 

trastorno por deficit de atenciÆn con hiperactividad o abuso (Ic drogas. Los 

mcdicamentos segun refiere dicho documcnto 1)1, rambiCn pucden utilizatse en ci 

tratanilento del trastorno de dcpresiOn mayor en ci tratarnicnto Resistente" a Los 

pacientes. Asi las cosas, como to evidencia dicho documento Dl, h presente 

solicitud no es novedosa pues in revelado ya se encontraba en ci esrado de la 

tCcnica. 

2.6.Tomando ci documento Dl corno muestra del estado del arte anterior a la 

solicitud objeto de Ia presente oposición, no es posible reconocer altura inventiva, 

ya que seria obvio para un experto en la matcria a partir de dicho documento 1)1, 

concebir ci uso de escitalopram o una sal farmacCuticamente aceptable del mismo 

� para la preparaciOn de Lin medicamento para ci mcjoramiento de la cogniciOn en 

una condiciOn en la cual los procesos cognitivos han disminuido, ci uso en donde 

la coridiciOn esO asociada a la esquizofrenia, la Enfermedad de Parkinson, la 

demcncia, a tin trastorno de ansiedad, at deterioro de la melnoria asociado a la 

cdad, a La depresion, at uso de cuzodiazepinas, at uso de antidepresivos triciclicos, a 

la Enfermedad de Alzheimer, at trastorno de deficit de la atenciOn con 

hiperactividad (ADND) y at trastorno de estrØs postraumitico (PTSD). Asi entonces 

las reivindicaciones de la solicitud objeto dc la presente oposiciOn, carccen de 

altura inventiva. 
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2,7.En consecuencia y de acuerdo a to descrito anterior me nte, se deriva que la solicitud 

colombiana 08 116966 no puede pretender tin monopolio POT patente toda vez 

que to que pretende no cumple con riinguno de los ties requisitos necesarios para 

su protecc iOn, 

2.8. Que pot consiguiente, respccto a la solicitud pretendida se tiene que: 

2.8.1. CARECE DL NO\DAD: Segun la decisiOn 486 dc la CornuniAndina (IC 

Naciones, Articulo 16, "Una invencidn se considerarÆ nueva cuando no estci 

cornprendida en el estado de La tØcnica. El estado de ía tØcnica corn prenderÆ todo to que 

haya sido accesibte at püblico tor una descripción escrita u oral, utilizaciOn, 

Scomercializacicin o cualquier otTo rnedio antes de ía fecha de presenwción de (a solicitud 

de patente o, en su caso, de La prioridad reconocida. ". A la fecha de prioridad, 2 de 

mayo de 2006 ya era conocido, pues como se demostrO, era pane del arte 

anterior con base en ci documento Dl, el uso de escitalopram o una ,,,it 

farmaceuticamentc aceptahie del mismo pant la preparaciOn de un 

medicamento para ci mejorarniento de la cogniciOn en una condiciOrx en [a cuat 

los procesos cognitivos han disminuido, ci uso en donde [a condiciOn estÆ 

asociada a la esquizofrenia, la Enfermedad de Parkinson, (a demencia, a tin 

trastorno de ansiedad, at deterioro de La tnernoria asociado a Ia e.dad, a la 

depresiOn, at USC) de enzodiazepinas, at uso de antidepresivos triciclicos, a la 

Enfermedad 
de Alzheimer, al trastorno de dficit dc In atenciOri con 

hiperactividad (ADN[)) 
y 

at trastorno de cstrØs postraumÆtico (PTSD), sobre To 

cual husca protecciOn en ci capitulo reivindicatorio. 

2.8.2. CARENCIA DL ALTURA.INVENTIVA. Segttn In Decision 486 de la 

Comunidad Andina dc Naciones, Articulo 18.- "Se considerarª que una invención 
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tiene nivel inventivo, si Para una persona del oficio normal rnente versada en ía rnateria 

tØcnica correspondiente., esa invención no lubiese resultado ohvia ni se hub iese derivado 

de manera evidente del estado de ía tØcnica.". A Ia fecha de prioridad, 2 de lnayc de 

2006, a partir del documento Dl por si solo, puede liegar de mancra evidente 

at uso de escitalopram o um sal farmaceuticarnente accptablc del misino para la 

preparaciOn de un medicamento para el mejorarnierito de diferentes 

. condiciones relacionadas con el proceso cognitivo como la esquizofrenia, la 

Enfermedad de Parkinson, la deniencia, un trastorno de ansiedad, ci deterioro 

de la memoria asociado a la edad, la depre.siOn, ci uso de enzodiazepinas, Cl uso 

de antidepresivos triciclicos, la Enfermedad de Alzheimer, ci trastorno de 

deficit de Ia atenciOn con hiperactividad (ADND) y ci trastorno de estrCs 

postrauirutico (PTS[)), sobre to cual husca protecciOn en ci capitulo 

reivindicatorio, 

28.3. cARENCIA DE APLICACION INDUSTRJALDecisiOn 486 de La CAN 

consagra en su articulo 14 lo siguicnte: "Los paIse.s miemhros otorgarÆn patentes 

Para [as invenciones, scan de producto o procedirniento, en todos los cam os de ía 

tecnologla, siempre que scan nuevas, tengan nivel inventivo y scan susceptihles de 

aplicacion indusrrial". La presente solicitud carece de aplicaciOn Industrial ya que 

como se demostrO anteriormente, en el capitulo reivindicatorio se rcciaman 

uso y metodo terapCutico y cstos no son aplicablcs industrialmente porque 

prirnero no se obtienc un producto o proceso; y segundo esto no es 

reproducible o repetihie a escala industrial. Por to tanto, ci objeto de la 

presenre invenciOn referido a los usos y mØtodo terapCutico, no cumple con ci 

requisito de la aplicac.iOn industrial. 
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2.9. Dado to anterior, Cs posihie deducir que la solicitud y to reivindicado no es 

objeto de patentabilidad pues es contrario a to que dicta Ia DecisiOn 486 de Ia 

Coniunidad And ma de Naciones, ArtIculo 14,- "Los Paises Miemhros otorgarÆn 

patentes para Las invenciones, sean de producto o de procedirniento, en todos Los campos de La 

tecnologIa, siempre que sean nuevas, tengan nivel m.)entivo y sean susceptibles de aplicación 

industrial,". La solicitud pretend ida no cumple con ninguno de los tres reqUiSitoS de 

. 

patentahilidad. 

2.10. Por toclo to anterior, atentamente soticito a usted que se sirva declarar 

fundada la presente oposicion y en consecuencia negar ci registro a la solicitud 

. de patente titulada "NUEVOS USOS DEL ESCITALOPRAM ’ cuyo titular es 

H. LUNDBECK A/S, solicitud Colombiana que apareciO publicada en la Gaceta 

de la Propiedad Industrial N° 613 del 19 de febrero de 2010. 

3. PRUEJ3AS / 

De conforrnidad con to dispuesto pot ]as normas vigentes, solicito a tisted tenet 

corno prueha en este asunto los siguientes: 

� Dl: WO 2002/087566 publicada ci 7 de noviembre de 2002. 

/ 

4. FUNDAMENTO DE DERECHO 

Fundarnenro esta observaciOn en las normas legales siguientes: 
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4,1. Numeral 1 del articulo 586 del COdigo de Comercio. 

4.2. Articulo 42 de la 1)ecisi6n 486 de la. Comision del Acuerdo de Cartagena. 

4.3. En las demÆs normas concordantes. 

S 5.ANEXOS / 

0 

41 

Para los efectos corresportdientes anexo at presente escrfto los siguientes docurnentos: 

1. Poder para actuar en ci presenre. 
/ 

2. Documento quc acredita at representante legal de GYNOPHARM S.A. 

3. Recibo de caja del respectivo pago de tasa. 

4. Copias de los documentos: 

� Di: WO 2002/087566 publicada ci 7 de noviembre de 2002. 
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6. NOTIFICACIONES 

Para efectos de notificaciones que pot disposiciOn del articulo 50 del De.crcto 

01 de 1984 debe hacer su Dcspacho, informo que mi representada y hi suscrita 

recibiremos notificaciones en Ia Secretaria de su Dcspacho o en mis oficinas situadas 

en ía Carrera 13 No 1J9-95, Of. 104 de esta ciudad de Bogota. 

Senor Superintendente, 

� 

CIELO ANGELA PENA RODRIGUEZ 
C.C. 51’940.252 de Bogota 
T.P.A. 82701 delC.S. delaj. 

Ll 
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/1?DER ESPECIAL 

Yo, LUIS PALAIOS ARAGON, mayor de edad y vecirio de la ciudad dc lnciuil1a 
(Colombia), identificado como aparece at pie de mi firma, quien en el presente documento 
actiia. en calidad de Representante Legal de hi sociedad GYNOPHARM S.A. soiedad 
legairnente constituida y domiciliada en la ciudad de Barranquilla (Colombi’(por ci 
presente documento otorgo a la doctora CIELO ANGELA PEA RODRIGUEZ, 
abogada en ejercicio, identificada como aparece it pie de su firma, con tarjeta profcsional 
No, 82701 del C.S. de la J., poder especial, amplio y suficientc, para presentar ante ese 
Despacho una remisiOn de informaciOn a la solicitud de patente No, 08 116.966, titulada 
"NUEVOS USOS DEL ESCITALOPRAM", cuyo titular es H. LUNBECK A,/S, 
publicada on la gaceta No, 613 del 19 de fcbrero de 2010. 

Nuestro apoderado queda facultado, de mariera expresa, para realizar todo tipo de actos 
necesarios para lievar a cabo ci trÆmite de dicha rcmisión, incluyendo, sin limitación, 
preparar y presentar solicitudes, hacer declaraciones, pagar tasas, contrihuciones e 
impuestos, recabar los titulos o certificados. Asimismo quedan autorizados para impugnar 
administrativa todo to que fuere resuelto en ci expeaiente a que se hace expresa referencia 

. en ci presente poder, con todas las facultades generates y especificas que fuera requerido 
para ella. 

Do la misma manera, adernÆs de las facultades que Ic confiere la naturalcza del presente 
mandato, se encuentran facultados para recibir, desistir,ransigir, sustituir, y reasumir ci 
presente poder, incoar acciones, interponer rccursos y demas facultades conferidas pot la 
icy. /) 
Dado y Firmo en 44-------(Colombia) a los dias del mes de de 2010. 

CØdula de 4ra: No. 319788. 
NIT: 6.279-4 

ese e Legal 

CIELO ANGELA PENA RO?RIGUEZ 
C.C. 51’940.252 de Bogota 
T.P.A. 82701 del C.S. de laJ, 
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The use of enautiomeric pure escitalopram 

The present invention relates to the use of enantiomeric pure escitalopram (INN-name) 

Which is the S-enantioiner of the well-known antidepresssant drug citaloprain, i.e. (S)-1-[3-

(dimethylamixio)propyl]-1-(4-fluorophenyl)-1 ,3-dihydro-5-isobenzofurancarbonitriie, or a 

pharmaceutically acceptable salt thereof for the preparation of medicaments, in particular 

medicaments for the treatment of major depression disorder. 

S10 Background of the Invention 

Selective serotonin reuptake inhibitors (hereinafter called SSRJs) such as citalopram have 

become first-choice therapeutics in the treatment of depression, certain forms of anxiety and 

social phobias, because they are effective, well-tolerated and have a favourable safety 

15 profile compared to the classic tricyclic antidepressants. 

However, clinical studies on depression and anxiety disorders indicate that non-response or 

resistance to SSRTS, i.e. where at least a 40-60% reduction in symptoms has not been achieved 

during the first 6 weeks of treatment, is substantial, namely up to 30%. 

20 

5 Moreover, there is the delay in therapeutic effect of SSRIs. Sometimes symptoms even 

worsen during the first weeks of treatment. Even in responders to SSRIs, several weeks of 

treatment are necessary to achieve a relief in symptoms. 

25 In addition, sexual dysfunction is a side-effect common to all SSRIs. 

Without addressing these problems, real progress in the pharmacotherapy of depression and 

anxiety disorders is not likely to happen. 

30 Escitaloprani is the 8-enantiomer of the well-known antidepressant drug citalopram and has 

the following structure: 
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Escitalopram and a method for its preparation are disclosed in US Patent No 4,943,590. The 

stereo selectivity of citalopram, i.e. the 5-HT-reuptake inhibition in the S-enantiomer, and 

5 accordingly, its potential antidepressant effect of said enantiomer is also disclosed. It 

appears that substantially all the 5-HT-reuptake inhibiting effect and accordingly the 

Santidepressant effect is in the S-enantiomer. In view of the stereo-selectivity, escitalopram is 

expected to be two times as potent as the racemate in the treatment depression. 

10 WO 103694 Al relates to the use of escitalopram in the treatment of neurotic disorders, 

including anxiety states and panic attacks. 

It has now, surprisingly, been found that the presence of R-citalopram has a negative impact 

on the effect of escitalopram and escitalopram has been found in pharmacological and 

15 clinical studies to be substantially more than two times as potent as the racemate. 

Furthermore, escitalopram has been found to show a faster onset of action in animal models 

and clinical studies than the racemate and other SSRIs and to give a more full response in 

various animal models. Finally, clinical studies have indicated that escitalopram may be an 

effective medicament in the treatment of depression in patients that do not respond to 

20 conventional SSRIs. 

The mechanism behind the surprising negative impact of the R-enantiomer on the effect of 

the S-enantiomer is not known. One possible explanation could be that the R-enantiomer 

may have a negative influence on the transport of the S-enantiomer over the blood brain 

25 barrier. Alternatively, R-citaloprarn may convey local feed-back inhibition of 5-HT release 

or the R-enantiomer may modulate the effect of the S-enantiomer, 
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Accordingly, the present invention thus relates to the use of escitalopram in low closes 

and/or comprising less than 3 % w/w of R-citalopram for the preparation of a 

pharmaceutical composition. 

In a further aspect, the invention relates to a pharmaceutical composition characterised in 

that it comprises escitalopram with less than 3 % w/w of R-citalopram as an active 

ingredient. 

� 10 

In yet another aspect, the invention relates to the use of escitalopram for the treatment of 

major depression disorder characterised in that it is used in a daily dose of less than 10 mg 

of escitalopram. 

15 As mentioned above, the present invention is based on the finding that R-citaloprani has a 

negative impact on the effect on escitalopram. This may be shown in functional in-vivo 

pharmacological models and studies of 5-HT-reuptake effect and or in behaviour models, 

for example depression models. 

20 Escitalopram has also been found to give a significant improvement compared to the double 

amount of citaloprani-racemate and/or to give a more full response. So, it has been found in 

fixed dose studies that escitalopram in a dose of 10 mg has at least same effect as citaiopram 

in a dose of 40 mg as determined by the MADRS rating scale and Clinical Global 

Impression (severity as well as improvement). 

is 

25 

Escitalopram has also been found in animal models to give a faster response than 

citaloprani-racemate. This has La. been found in the Chronic Mild Stress model (Willner P., 

Psychopharmachology 1997, 134, 319-329). This effect has been confirmed in an 8-week, 

double-blind, randomised, placebo-controlled, flexible-dose study that compared 

30 escitalopram and citalopram to placebo in primary care patients with major depression 

disorder. The patients received 10 mg escitalopram (155 patients), 20 mg citaloprain (160 

patients) and placebo (154 patients). Escitalopram showed effects after one week whereas 

citaloprani did not show significant effect. 
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All these effects are very surprising in view of the prior art suggesting that the R-enantiomer 

does not influence the effect of the Senantiomer and, accordingly that escitalopram should 

only be twice as potent as the racemate. 

5 As a further advantage, the fact that escitalopram is effective in lower doses suggests that 

effective treatment with less side effects maybe obtained, in particular, a reduced amount of 

serotonin reuptake inhibitor may reduce the risk of S SRI-induced sexual dysfunction and 

sleep disturbances, 

0 10 Detailed description of the invention 

The escitalopram is preferably used as an oxalate salt, preferably a crystalline oxalate salt. 

Furthermore, in the escitalopram used, R-citalopram is preferably not present in an amount 

15 exceeding 2% w/w, most preferably 1% w/w. The percentage of R-citalopram is throughout 

the description given as w/w % compared to the amount of escitalopram present. 

The pharmaceutical composition of the invention is preferably for the treatment of 

depression, in particular major depression disorder, neurotic disorders, acute stress disorder, 

20 eating disorders such as bulimia, anorexia and obesity, phobias, dysthymia, premenstrual 

Ssyndrome, cognitive disorders, impulse control disorders, attention deficit hyperactivity 

disorder or drug abuse. 

Throughout this specification and claims the term "neurotic disorders" is used to designate a 

25 group of mental disorders, including anxiety states, in particular generalised anxiety 

disorder and social anxiety disorder, post traumatic stress disorder, obsessive compulsive 

disorder and panic attacks. 

The terms "generalised anxiety disorder", "social anxiety disorder", "post traumatic stress 

30 disorder" and "obsessive compulsive disorder" are as defined in DSM IV. 
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The phrase "panic attacks" contemplates treatment of any disease, which is associated with 

panic attacks including panic disorder, specific phobias, social phobia and agoraphobia in 

which panic attacks occur. These disorders are further defined in the DSM W. 

The phrase "treatment of panic disorder" means a reduction in the number or prevention of 

attacks and/or relief of the severity of the attacks. Similarly, the treatment of generalised 

anxiety disorder, social anxiety disorder, post traumatic stress disorder and obsessive 

compulsive disorder include the treatment or prevention of these diseases, or the relief of 

. 10 

the symptoms thereof. 

15 

Based on the pharmacological and clinical studies, preferred indications are major 

depression disorder and obsessive compulsive disorder. 

Other preferred uses are treatment of neurotic disorders. 

In particular, the composition may be useful for treatment of patients who have failed to 

respond to initial treatment with a conventional SSRI, in particular patients with major 

depression disorder who have failed to respond to initial treatment with a conventional 

SSRL Such treatment resistant patients may in particular be defined a patients who do not 

20 achieve an alleviation in symptoms of 40-60% by treatment with citaloprarn or other 

. marketed SSRTs. Further definitions are given in Komstein SC and Schneider RK, Clinical 

features of treatment-resistant depression J Clin Psychiatr 2001, 62, Suppl 16, 18-25; 

Sackeim HA, The definition and meaning of treatment-resistant depression, J Clin 

Psychiatr 2001, 62 Suppl 16, 10-17; and Nierenber AA and DeCecco LM, Definitions of 

S25 antidepressant treatment response, remission, non-response, partial response, and other 

relevant outcomes: A focus on treatment-resistant depression J Clin Psychiatr 2001, 62 

Suppi 16, 5-9. 

The pharmaceutical composition according to the invention may comprise escitalopram in a 

30 unit dose preparation containing 2.5 to 20 mg escitalopram. 

In view of the potent effect of the escitalopram used according to the invention, it may be 

effective in low doses, i.e. daily doses lower than 10 mg escitalopram, for example 7.5 mg 
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or lower, such as 75 or 5 mg pr day. 

The pharmaceutical composition according to the invention is preferably an oral 

formulation, preferably a tablet. 

5 

Thus, tablets may be prepared by mixing the active ingredient with ordinary adjuvants 

and/or diluents and subsequently compressing the mixture in a conventional tabletting 

machine. Examples of adjuvants or diluents comprise: corn starch, potato starch, talcum, 

magnesium stearate, gelatin; lactose, gums, and the like. Any other adjuvants or additives 

10 usually used for such purposes such as colourings, flavourings, preservatives etc. may be 

used provided that they are compatible with the active ingredients. 

Solutions for injections may be prepared by dissolving the active ingredient and possible 

additives in a part of the solvent for injection, preferably sterile water, adjusting the solution 

15 to desired volume, sterilisation of the solution and filling in suitable ampules or vials. Any 

suitable additive conventionally used in the art may be added, such as tonicity agents, 

preservatives, antioxidants, etc. 

Clinical Study 

20 

S 
A total of 471 patients were randomised into the study. The all-patient-treated set comprised 

469 patients and the full-analysis set comprised 468 patients. In the full-analysis set there were 

155 patients in the escitalopram group, 159 patients in the citalopram group, and 154 patients 

in the placebo group. 

� 25 

There was an approximately 3 to 1 ratio of women to mm in each treatment group, and almost 

all patients were Caucasian. The mean age was 43 years (SD 11). At baseline, the mean 

MADRS total score was approximately 29 for the treatment group, which signifies moderate to 

severely ill patients. 

30 

The efficacy analysis of the adjusted mean change in MADRS total score showed a 

significantly superior therapeutic effect for escitalopram versus placebo from Week I 

(p=0.023) to Week 4(p=0.002)) (observed cases). At Week 4, the adjusted mean change in 
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MADRS total score (last observation carried forward) for escitalopram versus placebo was 2.7 

points >(p=0.002) compared to a statistically insignificant change of 1.5 points for citalopram 

versus placebo. 

Escitalopram was significantly superior to placebo both on the CGI improvement and severity 

subscale from Week 1 (p<0.05)(observed cases) onwards, while citaloprani was not 

statistically different from placebo during the 4-week period. At Week 4 (last observation 

carried forward), esoitalopram was statistically significantly superior to placebo while there 

was no statistically significant difference between cItalopram versus placebo. 

� 10 

S 

� 
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CLAIMS 

I Use of escitalopram comprising less than 3% w/w of R-citaloprani for the 

preparation of a pharmaceutical composition. 

2. The use according to claim 1, characterised in that eseitaloprain is used as an oxalate 

salt, preferably a crystalline oxalate salt. 

3. The use according to claim 1 or 2, characterised in that escitalopram comprising not 

10 more than 2% w/w Rcitalopram is used. 

4. The use according to claim 3, characterised in that escitaloprani comprising not more 

� 
than 1% w/w. 

15 5. The use according to any of Claims 1 �4, characterised in that the pharmaceutical 

composition is for treatment of depression, in particular major depression disorder, 

neurotic disorders, acute stress disorder, eating disorders such as bulimia, anorexia 

and obesity, phobias, dysthymia, pre-menstrual syndrome, cognitive disorders, 

impulse control disorders, attention deficit hyperactivity disorder or drug abuse. 

20 

I6. The use according to Claim 5, characterised in that the pharmaceutical composition 

is for treatment of major depression disorder. 

7. The use according to Claim 5, characterised in that the medicament is for treatment 

25 of a neurotic disorder. 

30 

8. The use according to any of Claims 5 to 7, characterised in that the pharmaceutical 

composition is for treatment of patients who have failed to respond to initial 

treatment with a conventional SSRI. 

9. The use according to Claims 8, characterised in that the pharmaceutical composition 

is for treatment of patients with major depression disorder who have failed to 
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respond to initial treatment with a conventional S SRI. 
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10. Pharmaceutical composition, characterised in that it comprises escitalopram with 

less than 3% w/w of R-citalopram as an active ingredient. 

11. Pharmaceutical composition of claim 10, characterised in that it comprises 

escitalopram with not more than 2% w/w of R-citalopram as an active ingredient. 

12. Pharmaceutical composition according to claim 11, characterised in that it comprises 

to escitalopram with not more than 1% w/w. 

13. Pharmaceutical composition according to any of claims 10 to 12, characterised in 

that it is a unit dose preparation containing 2.5 to 20 mg escitalopram. 

15 14. Pharmaceutical composition according to claim 13, characterised in that it is a unit 

dose preparation containing not more than 10 mg escitalopram. 

15. Pharmaceutical composition according to claim 14, characterised in that it is a unit 

dose preparation containing not more than 7.5 mg escitalopram, preferably 5.0 mg. 

20 

. 16. Pharmaceutical composition according to any of claims 10 to 15, characterised in 

that it is a oral formulation, preferably a tablet. 

17. Use of escitalopram for the treatment of major depression disorder characterised in 

25 that it is used in a daily dose of less than 10 mg of escitalopram. 

18. Use of escitalopram for the treatment of major depression disorder characterised in 

that it is used in a daily dose of 7.5 mg or less of escitalopram. 

30 19. Use of escitalopram for the treatment of major depression disorder characterised in 

that it is used in a daily dose of 5.0 mg of escitalopram. 


