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SOLICITUD DE:

®©

Patente de Invencion. D Patente de Modelo de Utilidad.

D Capitulo I. Capitulo l.

Publicacién Internacional No. WO 02/087566 A1

Nombre: H. LUNDBECK A/S IDENTIFICACION
@ sociedad constituida y existente bajo las
leyes de Dinamarca Cc.C. D NIT D
\@ SOLICITANTE Direccién: Ottiliavej 9
t4)) DK-2500 Valby-Copenague C.E. E Otro D
Dinamarca Cual
Domicilio:. Valby-Copenague
Dinamarca Numero:
- @ IDENTIFICACION
Nombre: EMILIO FERRERO
c.C. NIT D
REPRESENTANTE Direccion:  Carrera 4%, No. 72-35
O APODERADO Teléfono: 347 36 11 C.E. D Otro D
Fax:: 21792 11 Cual
E-mail: clientes@camyp.com.
Domicilio:  Bogota, Colombia. Nimero: 438.019 _ T.P. 31.929
1. %)nnie SANCHEZ 2- Jesper LYNG JENSEN
INVENTOR (ES) DR800 Glostrup, DK4070 Kok Hyllinge,
(72) Dinamarca. Dinamarca.
3- ARNE M@RK
Parklodden 23,
DK-2760 Malgv,
Dinamarca.
@ PCT (86)
Solicitud Internacional No. _PCT/DK02/00281 Fecha: _1 de mavo de 2002

Fecha : 7 de noviembre de 2002

Titulo (54)

EL USO DE ESCITALOPRAM ENANTIOMERICAMENTE PURO

1 de mayo de 2001

Clasificacién Internacional (51) AB1K 31/343
Prioridad (33) Pais de Origen (32) Fecha (31) Numero de Solicitud
sl NO D DK. PA 2001 00684
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@ ComprobantedepagoNo.: _Q3 85615 Fecha: 24 do novismbre do 2003

Anexos: 1
Comprabanie de pago de la tasa de presentacién de la solicitud por $ 400.000.00.

Comprobants de pago por reivindicacitn de prioridad.

Documento que acredita la existencia y reprasentacidn legal cuando el solicitanta sea persona juridica.
Poderos, si fuere el caso.

Documenio de cesién del inventor al slicitants o a su causants,

Docluraciones.

Copia de Ia solicitud intemacional, (Resumen, descripcion, relvindicaciones, dibujos)

Traducclan de la solicliud inlemacional al castellano. (Resumen, descripcién, relvindicaciones, dibijos)
Copla del examen prefiminar efeciuado por la IPEA.

Traducd6n dal exemen prafimings efociuado por la IPEA.

0o seor a caso, copla dal ogniraio de acceso.
De sar al caso, documento que acredite la licencia o autorizacién de uso de conocimionios tradicionales de
las comunicades indiganas.

De ser ¢l caso, certificadn de depéeito del matarial bioldgico.

Arte final 12x12
De seér 6! caso, informacion sobra olras soficliudes de paterte o tihdos oblenides en ol axiranjsro por al

mismo ttular o su causants, relacionadas parcial 0 totalmente con la invencldn da esta soticitud.
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CARRERy, - 14 72-35
P SOGOTA, § - COLOMBIA

REPRESENTACION Y PODER

K

For patents, utility models, industiial designs,
trademarks, commercial names, trade emblems,
sl gans.

Para patentes, modelos de utilidad, disefios
indostriales, marcas de fibrica, nombres
comerciales, ensenas, lemas comerciales.

REPRESENTATION AND
POWER OF ATTORNEY

I (we), the undersigned /Yo (nosotros), abajo firmado (s) . -

< H. LUNDBECK A/S ¢ -

of/domiciliado (s} en 9., Dttiliaved N DK=2500 .

Copenhagen, DENMARK

or el presente nombramos a GERMAN CAVELIER, tpa. 832;

ONZALO PERDOMO, tpa. 831; EMILIO FERRERO, tpa.
31929;8: LUZ CLEMENCIA DE PAEZ, tpa. 23555; domicillados
en la Carrera 4* N9 72-35, Bogots, Colomgia, en obedecimiento a
lo dispuesto en el pardgrafo 1°¢ del Artfculo 543 del Cédigo de
Comercio, el primero como principal los deméas como
suplentes, en su orden, como mis (nuestros) representantes en
todos los asuntos de propiedad industrial con facultad para
recibir notificaciores 'y nombrar apoderados judiciales o

«trajudiciales. El primer representante suplente reemplazara al
principal en caso de ausencia ¢ impedimento temporal o
definitivo de aquél. La misma regla se aplicara cuando el
segundo representante suplente haya de reemplazar al primero,
o el tercero al segundo. En tales casos, el representante
principal, o el primero, o segundo suplente, en su caso, 0 ambos,
declarardn su intencién de no ejercer la representacién
mediante declaracién autenticada por Notario Publico en
Colombia, o por Notario u otro Funcienario Piblico, o Cénsui
de Colombia, en el extranjero; y si se tratare de impedimento,
con el certificado respectivo. 5i alguno de los nombrados faltare
definitivamente, el siguiente tomara su lugar. Cuando cesare la
ausencia o impedimento del representante principai, 0 de su
primero o segundo suplentes, en su caso, podran ejercer la
representacién, en su orden, uno u otros segin el caso,
asumiéndola por ei solo hecho de ejerceria, cesando en ese
momento el ejercicio de la representacién por el primero,
segundo o lercer suplente en su caso.

Ademis, confiero (conferimos) peder a los abogados arriba
nombrados, para obtener la proteccidon de mi (nuestra)
propiedad industrial ¥ contra la competencia desleal, a cuyo
cfecto adtorizo {amos) a los dichos apoderados para que me
(nos) representen ante cualesquiera entidades o persenas,
ejerzan o no jurisdiccién, especialmente ante las del orden
~dministrativo, contencioso-administrativo vy judicial, asi como
105 tribunales de arbitramento, en todo lo concerniente a los
siguientes asuntos: a) Obtencién de patentes de invencion,
modelos de utiidad, y disefios industriales; el registro de
marcas de fabrica, colectivas, defensivas, de servicio, lemas
comercialea, nombres comerciales, ensefias, variedades
vegetales y denominaciones de origen; su renovacién, traspaso,
cambio de nombre o domicilio, cancelacién voluntaria; y el
registro de licencias de uso de esos derechos; b) Las acciones de
competencia desleal, proteccion del consumidor, oposiciones u
observaciones, cancelacién administrativa y judicial, nulidad,
medidas cautelares, concesidon de licencias, la tutela, la
proteccién de secretos industriales, y en general los juicios
civiles, penales, admirustrativos o contencioso-administrativos
relacionados con estos derechos; acciones y procesos que
promovamos o se nos promuevan. Y para que en todos los
asuntos arriba determinados, puedan sustituir este mandato,
transizir, congiliar, admitir los hechos del proceso, desistir,
cancelar, recibir, renunciar, v ratificar los actos de agentes
oficiosos.

in due compliance with the terms of paragraph 1st. of article 543
of the Commerclal Code, do hereby appoint GERMAN
CAVELIER, tpa. 832; GONZALO PERDOMO, tpa, 831; EMILIO
FERRERQ, tpa. 31929; and LUZ CLEMENCIA DE PAEZ, tpa’
23555; domiciled at Carrera 4* N? 72-35, Bogota, Colombia, the
first as principal and the others as alternates, in the order of
their appeintment, as our representatives for all industriak
property matters with faculty to receive notifications and to
appoint attorneys in and out of Court, The first alternate shall
replace the principal in case of his absence or of temporal or
definitive impediment. The same rule will aEply when the
second alternate representative is to replace the first one, or
when the third is to replace the first or second alternates in their
turn, or both of them, second. In such cases, the principal
representative, or the first or second alternates in their tumn, or
both of them, shall state their intention not to act as
representatives through a declaration given before a Notary
Public in Colombia, or before a Notary or another Public Official
or a Colombian Consul abroad; and in case of impediment, the
appropriate certificate shall suffice. If any of the appointees
were to be definitely absent, the following alternate shall take
his place. When the absence or impediment of the principal
representative, or of the first or second alternate in their turn
ceases, the representation can be taken again in their sequence,
by the principal, the first or second alternate depending on case,
and the mere fact or its exercise wili suffice. The exercise of the
representation by the first, second or third alternates in their
turn shall end at such time.

In addition, we grant a Power of Attorney in favor of the
above-named attorneys-at-law so that they may obtain the
protection of my (our) industrial property an against the
unfair competition, for which Eurpose I (we{authorize the said
attorneys to represent me (us) before any authorities or persons,
with or without jurisdiction, specially those administrative,
administrative contentious and judicial, as well as before
Arbitration Court, in all matters concerning the following: a)
Obtainment of patents, utility models and industrial designs;
the registration of trademarks, collective, defensive and service
marks, slogans, commercial names, trade emblems, vegetal
varieties and denominations of origin; its renewal, assignment,
change of name or domicile, voluntary cancellation; and the
registration of licenses of use of the above rights; b) Actions of
unfair competition, protection to the consumer, oppositions or
observations, administrative ..gr, Court cancellation, auility,
infringement, granting of< licenses, .fhe’ ‘atfion fan pvrit
mandamus, the protection”cf frade secrfits, and in Jger}:eifaf the
civil, penal, and administrative suits i

ating to those 'Hghts;
actions and suits institued by me (us)jRr against me (us). And
that in all the above matters they inayf¢MWbtitutg this Power of
Attorney, compromise, conciliate, adit the tired of the case,
dogist, ‘cancel, receive, rosign, and ratify acls dene by

representatives without a power of attorney.

Given and signed this/Dado y firmado hoy

11 June 1998

in/en __Copenhagen

H. [unaneic A4S

ol p e ilill 12

5i re
Johri Meidah] Petersen

© CAVELIER ABOGADOS ' ovent Department
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LEGALIZACION

El Sedw: Cénsul de Colombia debe un cerrificade
consitinr sobre (1) ln axistencia logal da Ia compaiila ooz,
el poder, (2) que és18 sjores su objerc ¥y 13) que
peRODas que n el poder sstin autorizadas para daclo. A
esie efecto los tamus qua muestyen al Sefior Clhnaul Lae
pruebas que acredltan esos hechos (1), (2) ¥ (B)-

LEGALIZATION v op! ,
L4 o

The Colombia Consul mus: fmme a coneniar eavi

the lagal »dutence of the mmmny which tha

Powar-of-Atomay, aan,d t‘l;;l! hl:t ?h actual "y 4 s

COMpPan 0, e pereons who exsar’

Power 01; R‘.sotl ney Is autnrized to do so. To this effect, F:.

m ;-h Conpul the avidence in prove the above facts Ly

(A })
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La pguscrita Ilse Greby, notaric pGblico de Copenhague,
Diramarca, certifica que el aefiox

John Meidahl Petersen,
que en la fecha de hoy ha firmado ante mi el presante docu-
wentc, eatd autorizado, megin documentos justificativeos gque

juzgo suficientes, para usar la firma de ia sociedad denomi-
nada ]

HE. LUNBECK A/S8,
domiciliada en 9, Ottiiiavej, DK-2500 Copenhague, Dinamarca,
Y que legalmunte existe y actualmente ejerce usu objetc social
de acuexrdo con las leyes del Dinamarca.

En £é de lo cual pongo mi firma y el sello notarial.

Notaria de Copenhague, a 1l de Junio de 1998B.

e

notaxric piblico

Cerechcs: 200, - DXK.

SELEGALIZA LA PRI 3LE ANIECEDE OE
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ERHVERVS- OG SELSKABSSTYRELSEN
ERHVERVSIANIEELET

The Danish Commerce and Compaties Agency
certifies and attests that

“H. LUNDPECK A/SS
ocriliavey 7-9
DK-2560 Valiby

Denmark

of the municipality of Copenhagen

which company was egtablished 14rh October 195D

under registration number A/S 22.472

in the Danish Commerce and Companies Agexncy Iincorperated with
limited liakility, 4is legally existing as & .Dag';_g P:..b ic

“OJ £

Companty, limited by sheres, and duly regiater wuﬂm

ST ye ga
FOTORGN
poracted under the provisions of the Company Legiiln:.eﬁlf-’":' ﬁgﬂé F g

Kirzgdom of Denmark. 25 m)v 2 3 . '
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-'1\, ‘E
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CONSULADO DE COLOMBIA

No 33-98

El suscrito, Céasul de Colombis en Copenhague, Dinsmarca, vistos los documentos pmenudos
por los interssadoy,

CERTIFICA:

Que la Sre, Ingor Elgaard quica autoriza el documento adjunto, cjercia legalmante, en la fecha
alli exprogada, sus funciones como Funcionario del Ministerio dv Relaciones Exteriores de
Dinamarca, y que su firma y sellos comresponden a los registrados en osto Consulado.

Que Ia firma H. LUNDBECK A/S. existo logalmente, que ejerce su objeto social de acuerdo a
las leyes dancsas y que el Sr. John Moidghl Petersen estd autorindo para firmar el
documento, dc cuerdo ol Resumen expedido por la Direccién de Industrias y Comercio Nr. A/S
22472, cuva copin se adjunta.

El sugcrito Cénsul do Colombia no nnnv‘ responssbilidad por el contenido del documento.

*Sc pagarin en Colombia los impuostos de Timbre que se ocasionen al gjeoutar co Colombis las
obhgacioncs emanadas del presento documeato de conformidad con el articulo 519 del Estatuto
tributario.” e o B

u-o Nrtan
BE ADE(Ts. ..:g,. ris i C'hm
.,

RApgy STy, o
Copenhaguce, Junio 23 de 1.998. 2,' A v"&"-. ..‘“"“m".o?.':.‘ 2-'."' =
" .*P."q‘ Pargat v "
g2 28 ND ;,'
<-"' ;\,,,' LY 1 'k
" e # ‘
) AR Fiklne .A.g.hdtm

CARLOS ARTURO MORAKES ; ., Ssaka ™
Coasul de Colombia £ o s 3

Pagado : Impuesta Timbre  USD. 6.00
Derechos Consulsros USD: 100.00
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TRADUCCION OFICIAL N*" 0807981 al espaiiol de un documento
escrico en . inglés, preparada por Jaime Armando Garavit
Burgos, Traductor Oficial debidamsnte reconocido por el
Miniateric de Relaciones Exteriores y aprcbado por el
Ministerio de Justicia de la Repfiblica de Colombia mediante

Reaclucién N* 034 de snexro 11 de 1983

(En la parte superior central de laa tres primeras pdginas
aparece sallo redondo sn relieve de la Embajada de Colombia

en Copenhague, Dinamarca)

(Adherldo en la esquina supericr izquierda de las dos
primeras hojas del documento aparece gelic rojo de oblea,
junto con sellos con tinta del Notario Piblico de Copanhague,

{nams
D rca) aﬂ'm.-m:} L 2l Ve pe, - .
OO NOTamD gmxTn b 3?

QII '
° OF WOROTA, NSO CONEY - llﬂ 1
--------------------- -.---------——-----------1mlm o tenie £ 2"~ 1
QYT NE TERIDY A L0 . H"“g

Documento escrit¢e en inglés y espaflcl por !inédib de ual

: 29 NQV 2003
H. LUNDBECK A/S, otorga poder a favor de qslull

-'-

GONZALO PERDOMO, EMILIO FERRERO y LUZ CI-II!INCIA

'U

e assas,m:g

"R "ﬁi-'a-h'u..'r_.

y firmado el 11 de junic de 1998 en Ccpenhague, Dinamaxca.

{firnado} John Meidahl Petersen, Departancnto de Patsntes

caa-r'.r"macxéu NOTARIAL (SOCIEDAD} en eapafiol referents a la
exiataencia legal de la sociedad H. LUNDBECK A/S y 8u
representanta autorizado John Meidahn Peteraea, expedida el
11 de junico de 1998 en Copenntague, Dinamarca. {firmado) Ilae
Greby, Notaric Publico (Aparece adheridc sello actariml rojo

de oblea!)



Bl Ministerio de Relaciones Exteriorsa en Copenhague,
Dinamarca legaliza la firma de Ilse Greby, Notaric Piblico el

19 de junio de 1998. (firmadc) INGER ELGAARD

ERHVERVS- OG SELSXABSSTYRELSER (Aparece un simbolo)
ERHVERVSMINISTERIET
Le Agencia Danesa de comercis y Compaiifas certifica y
acestigua que
*H. LUNDBECK A/S”
ottiliavej 7-9
DK-2500 Valby
Dinamarca

del municipio de Copenhague, compafifa que fue egrablecida el
14 de ocrubre de 1550 bajo el nimero de reglatro A/S 22.472
en la Agencia Danesa de Comareic y de Conpaiifas constituida
con responsgbilidad limitada, existe legalmente como und

Compafiia Pdblica Denesa, limitadas por acciones y debidaments

r gistrada y conetituida bajo las disposic:.anes de la ot

:m Hﬂ"M-b I-E- l'ﬂ Dﬂ -.ol“:"
aft CERMTA b LAt

Legislacidn de Compaffss del Reino de Dmmrgamﬂ'““"“ etz . tink;

OUE IiX Y%
lr- o

{Aparece copia de sellc de cblea) i 5 25

-
L4
. ‘

Copenhague, maye 11, : 1?23. WAL R TEY oo ::l:l.li.lt
{firmado) D 1 GRS,
®ia Sadequist

El. MIKISTER*0O DE RELACIONES EXTERIORES EN COPENHAGUE,
DINAMARCA CEXTIFICA LA FIRMA DE PIA SZDEQUIST el 14 ds mayo

de 1998, (firmado) INGER ELGAARD

N* 33-98. EL CONSULADO GENERAL DE COLOMBIA en <{openhague,
Dinamarca, certifica las funcionss y firma de Inger_Elgaard.

€l 23 de junio de 1988. Pagadc impuesto de timbre y derechos

s .



consulares. {(firmado) CARIOS ARTURD MORALES, ©f6nsul de

Colombia

EL MINISTERIO DE RELACIONES EXTEXRIORES en Santafé de Bogotd,
D.C. certifica la firma y las funciones de Carlos Morales, el

1 de qjulio de 1998. N* 051248.- (firmado) Jefe de

Legalizaciones.

Es tradueeidn tiel y completa de la cual se deja copia en los

archivos de esta oficina para su confrontacién y a la cual me
remito.
sSantafé de Bogoti, D.C., julio B de 1998

COLO: 3003-801-001-0
WPCL3003- ID & 19
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CAVELIER

ABOGADOS

FRIFKCTD SIS 1
TLLEEDNGD SFH N J47-28N0

WIS 1L, wearavellerpbogadys. som CARBERA A NR. 72 - 15
BOCOIA N, CIHOMR A TELEFAX:ISZ2{11 219-921 1 (71000 N 3-2905

L ML « avellnaqalogal net.co

Sefior Jefe de la
DIVISION DE NUEVAS CREACIONES
Superintendencia de Industria y Comercio

E. 5. D.

Poderdante: H.LUNDBECK A/S

Poder conferido el: 11-0i-$8

n mi calidad Ae apoderado

Yo, GERMAN CAVELIER, obrando
mencionado, atentamente

principal del poderdante arciba
manifiesto a Usted que sustituyo el poder que me ha sido
conferido en la persona de)l doctor EMILIO FERRERO, Abogado con

Tarjeta Profesional No. 31.929, con todas las facultades que me

fueron conferidas.

Hago la anterior sustitucién conforwme al articulo 66 del
Cédigo de Procedimiento Civil ya que los otros sustitutos

faltan en este momento.

L‘— ; Sm—————

GEKMAN CAVELIER
.P.A. No. 832
o. 2.877.924 de Bogotd

c.C.

Aceapto:
. . ,::-'.- i P -.".l_. 4
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ASSIGNMENT

Comnic Sunche?.  Jespor Lyng Jensen Amc Merk

Onte 58 Jenslevvej Purklodden 23
2600 Glostrup 4070 Kirkc Hyllinge 2760 Milov
DENMARK DENMARK DENMARK

as the inventors, do hereby agree 1o assign, and hereby do assign, transfer and set overto

H. LUNDBECK A/S
9, Ortiliavej

DK-2500 COPENHAGEN-Valby

(hereinafter dosignated the assignec), its succassors, assigneos and legal reproscntatives, the
entirc right, title and intcrest in and to all subjcct matter invented by us and disclosed in
Danish Patent Application No. PA 2001 00684 filed on 1 May 2001, entitled

“The use of enantiomeric pure cscitalopram™

and in and to any and all divisional applications thereof: and in and to all corresponding
patent applications and all Convention and Treaty Rights of any kind in all countrics
throughout the world, for all such subject matter.

Further, we agrec that we will commimicale to said assignee or ils representatives, any facts
known 1o us respecting said invention, and testify in any legal proceedings, sign all lawful
papers, execute all nccossary assignment to cause any and all patents on raid invention
to be issucd fo said assignee, make all rightful caths and gencrully do everything nceessary or
desirablc 1o aid said assignec, ils successors and assignocs, 10 obtain and cnforce proper
protection for said invontion.

The assignment does not involve payment of a consideration exceading DKK 10 000.
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Moenrk, inventor
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this 5 LA day of br 2ow3
Notariate ot Copenhagen, Denmark.
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TRADUCCION OPICIAL N . 24.11/03 preparada por Maria Elvira
Martelo, traductora oficial aprobada por el Ministeric de
Justicia mediante resolucién No. 2879 de 1995 y registrada ante
¢l Ministerio de Relaciones Exteriores.

TRASPASO
Neaotros, y/////
Connlie Sanchez Jespar Lyng Jenssn Arne Mork ‘//f

Osterager 538 Jenslevvej 68 Parklodden 2
2600 Glostzrup 41070 Kirke Hyllinge 2760 Maliov
DINAMARCA DIKAMARCA DINAMARCA

Como inventores, por el presente acordamoa ceder y por el
presente cedemos, transferimos y/entragamos a

H. LUKRDBECK A/S

9, Oteiliaveq

DK-2500 COPENHAGUE - Valby
DINAMARCA

(en adelante el Cesionaric), sus succsores, cesionarios vy
representantes legales, todo derecho, titulo & interés en y a
toda la materia que hemos inventade y revelado en la Solicitud de
Patente Danesa No. PA 2001 00684, presentada el 1 de mayo de
200, titulada
“Uso de escitalopram de enantiomérico puro”

Yy en ¥ a cualquiera y toda soclicitud divisional de la misma; y en
y a todas 1las solicitudes de patente y todo Derecho por
Convencién y Tratado de cualquier en todos los paisea gdel wmundo,
para toda dicha materia.

Ademis, accordamos que comunicaremos a dicno cesionaric o a sus
representantes cualquier hecho gque <conozeamas scbre dicha
invencién y testificaremos en cualguier proceso legal, fizrmaremos
todoa los documenteos legales, ejecutaremps todos les documentos
de traspaso necesariocs para que toda y cualquiex pétente otorgada
a dicha invencién sea expedida a dicho cesionaric, tomaremos
t dos 1loa juramentos correctos y en gencral haremos todo lo
necesario o aconsejable para ayudar a dicho cesionaric, sus
gucasores Yy cegionarios a obterer y exigir la proteccién

aproplada paza dicha invencién.
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El tzaspaso no implica el pago de una concraprestacidn auperior a
DXK 10 Q00.

22-05-01 {Pirma) .
Lugar y fecha Connie Sanchez, inventora
32/5-01 (Firma)

Lugar y fecha Jesper Lyng Jenaen, inventor
31/5-01 (Firma)}

Lugar y fecha Arne Mork, inventor

Copia fiel certificada hoy 5 de septiembre de 2003. Notariade de
Copenhague, Dinamarca. (Firmado} Anna Noer, Notario (sello de
oblea)
(Al dorso) Por el presente se certifica la firma genuira de Anna
Noer.
Copenhagua, 15 de septiembre de 2003
Por el Ministro de Relaclones Exteriores

B.A.
(Firmado) XKAREN CAMACHO

{En espaficl) Certificacién de la fiyrma gue antecede expedida por
el Consulado de Colombia en Esctocolmo, Suecia, con fecha 31 de
octubre de 2003, bajo el No. 1346. Firmada por MARIA LUCIA
PERENANDEZ, Encargada de Punciones Consularea.

Legalizacién de la firma que antecede expedida por el NMINISTERIO
DE RELACIONES EXTERIORES el 12 de ncviembre de 2003, bajo el Ne.
49812£ﬁ firmada por el Jefe de Legalizaciones.

Es txadueccién fiel y correcta de la cual se deja copia en esta

ficina para su confrontacibn.

COLO 3003-841-006-1 \ ” el
WPCL 3043 ~ ID 118 Eﬁanuccnon Nos 2Ly (o3

MARIA ELVIDA MARTELD
ROV 14/03 Traducosoro & bnterprate Ofictal
ing¥ds - gbl ~ Inghis
B8 No. Min. haritia
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(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)

{19) World Intellectual Property Organization
International Bureau

{43) Intermational Publication Date

//
S O A A

(10) International Publication Number

7 November 2002 (07.11.2002) PCT WO 02/087566 Al

{51) International Patent Classification™  A61K 31/343,
AGLP 25/00, 2522, 25124

(21} Iaternational Application Number: PCT/DKO0Z/00281
(22) International Filing Date: 1 May 2002 {01.05.2002)
(25) Filing Language: English
(26) Publication Language: English

(30) Priority Data:
PA 2001 00684 1 May 2001 {01.05.2001) DK

(71y Applicant (for ol designated States except US): H.
LUNDBECK A/S [DK/DKI, Ottiliavej 9, DK-2500
Valby-Copenhagen (DK).

(72) Ioveators; and

(75) Inventors/Applicants (for US only): SANCHEZ, Connie
[DK/DK); @sterager 58, DK-2600 Glostup (DK). LYNG
JENSEN, Jesper {DK/DK]}; Jenslevve) 68, DR-4070 Kirke
Hyllinge (DK). MORK, Arne [NO/DK]; Parklodden 23,
DK-2760 Milgv (DK).
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g (54) Title: THE USE OF ENANTIOMERIC PURE ESCTTALOFPRAM

\

b, {57 Abstract: The present invention relates to the use of enantiomeric pure escitalopram and/or of low dose medicaments thereof

qj

for the improved treatment of depression, in particular major depression disorder, neurotic disorders, acute stress disorder, eating
disorders such as bulimia, anorexia and obesity, phobias, dysthymia, pre-mensirual syndrome, cognitive disorders, impulse control
disorders, altention deficit hyperectivity disorder or dmig abuse. The medicaments may also be used in the treatment of major de-

pression disorder in "treatment resitant” patients.
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The use of enantiomeric pure escitalopram

The present invention relates to the use of enantiomeric pure escitalopram (INN-name)
which is the S-enantiomer of the well-known antidepresssant drug citalopram, i.e. (S)-1-[3-
(dinethylamino)propyl]-1-(4-fluorophenyl)-1,3-dihydro-5-isobenzofurancarbonitrile, or a
pharmaceutically acceptable salt thereof for the preparation of medicaments, i particular
medicaments for the treatment of major depression disorder.

Background of the Invention
Selective serotonin reuptake mhibitors (hereinafter called SSRIs) 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

profile compared to the classic tricyclic antidepressants.

However, clinical studies on depression and anxiety disorders indicate that non-response or
resistance to SSRIs, 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%.

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 reliefin symptom;q.

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.

Escitalopram is the S-enantiomer of the well-known antidepressant dmg citalopram and has
the following structure:

CONFIRMATION.COPY.

hel — Ra—-LD~ g ) - ———— -
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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
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
antidepressant 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 freatment depression.

Formula X

WO 103694 Al relates to the use of escitalopram in the treatment of neurotic disorders,
including anxiety states and panic attacks.

It has pow, 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
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 m animal models
and clinical studies than the racemate and other SSRs 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
conventional SSR1s.

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
barrier. Alternatively, R-citalopram 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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Description of the invention

Accordingly, the present invention thus relates to the use of escitalopram in low doses
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.

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.

As mentioned above, the present invention 1s based on the .ﬁnding that R-citalopram has a
negative impact on the effect on escitalopram. This may be shown in finctional in-vivo
pharmacological models and studies of 5-HT-reuptake effect and or in behaviour models,

for example depression models.

Escitalopram has also been found to give a significant improvement compared to the double
amount of citalopram-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 citalopram
in a dose of 40 mg as determined by the MADRS rating scale and Clinical Global

Impression (severity as well as improvement).

Escitalopram has also been found in animal models to give a faster response than
citalopram-racemate. This has i.a. been found in the Chronic Mild Stress model (Willrer 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
escitalopram and citalopram to placebo in primary care patients with major depression
disorder. The patients received 10 mg escitalopram (155 patients), 20 mg citalopram (160
patients) and placebo (154 patients). Escitalopram showed effects after one week whereas
citalopram 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 S-enantiomer and, accordingly that escitalopram should
only be twice as potent as the racemate.

As a further advantage, the fact that escitalopram is effective in lower doses suggests that
effective treatment with less side effects may be obtained, in particular, a reduced amount of
serotonin reuptake inhibitor may reduce the risk of SSRI-induced sexual dysfimction and
sleep disturbances.

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
exceeding 2% w/w, most preferably 1% w/w. The percentage of R-citalopram is throughout
the description given as wiw % compared to the amount of escitalopram present.

The pharmacentical composition of the mvention is preferably for the treatment of
depression, in particular major depression disorder, neurotic disorders, acute stress disorder,
eating disorders such as bulimia, anorexia and obesity, phobias, dysthymia, premenstrual
syndrome, cognitive disorders, impulse control dis%rders, attention deficit hyperactivity
disorder or drug abuse.

Throughout this specification and claims the term “peurotic disorders” is used to designate a
group of mental disorders, including anxiety states, in particular generalised anxiety
disorder and social anxiety disorder, post traumatic stress disorder, obsessive compulsive
disorder and pamic attacks.

The terms “generalised anxiety disorder”, “social anxiety disorder”, “post traumatic stress
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 IV.

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
the symptoms thereof.

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
achieve an alleviation in symptoms of 40-60% by treatment with citalopram or other
marketed SSRIs. 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 defnition and meaning of treatment-resistant depression, J. Clin
Psychiatr 2001, 62 Suppl 16, 10-17; and Nierenber AA and DeCecco LM, Definitions of
antidepressant treatment response, remission, non-response, partial response, and other
relevant outcomes: A focus on treatment-resistant depression J Clin Psychiatr 2001, 62
Suppl 16, 5-9.

The pharmaceutical composition according to the invention may comprise escitalopram in a
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 7.5 or 5 mg pr day.

The pharmaceutical composition according to the invention is preferably an oral
formulation, preferably a tablet.

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, gelatine, lactose, gums, and the like. Any other adjuvants or additives
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
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

A total 0of 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

i the placebo group.

There was an approximately 3 to 1 ratio of women to men 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.

The efficacy analysis of the adjusted mean change in MADRS total score showed a
significantly superior therapeutic effect for escitalopram versus placebo from Week 1
(p=0.023) to Week 4(p=0.002) ) (observed cases). At Week 4, the adjusted mean change in

%



10

WO 02/087566 PCT/DKO2/00281 2o

7

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 citalopram was not
statistically different from placebo during the 4-week period. At Week 4 (last observation
carried forward), escitalopram was statistically significantly superior to placebo while there
was no statistically significant difference between citalopram versus placebo.
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CLAIMS

1. Use of escitalopram comprising less than 3% w/w of R-citalopram for the

5'

7.

preparation of a pharmaceutical composition,

The use according to claim 1, characterised in that escitalopram is used as an oxalate
salt, preferably a crystalline oxalate salt.

The use according to claim 1 or 2, characterised in that escitalopram comprising not
more than 2% w/w R-citalopram is used.

The use according to claim 3, characterised in that escitalopram comprising not more
than 1% w/w.

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.

The use according to Claim 5, characterised in that the pharmaceutical composition
is for treatment of major depression disorder.

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

of a neurotic disorder.

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 SSRL

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

=3
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10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

9

respond to initial treatment with a conventional SSRL

Pharmaceutical composition, characterised in that it comprises escitalopram with
less than 3% w/w of R-citalopram as an active ingredient.

Pharmaceutical composition of claim 10, characterised in that it comprises

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

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

escitalopram with not more than 1% w/w.

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.

Pharmaceutical composition according to claim 13, characterised in that it is a unit
dose preparation containing not more than 10 mg escitalopram.

Pharmaceutical composition according to claim 14, characterised in that it is a umit
dose preparation containing not more than 7.5 mg escitalopram, preferably 5.0 mg.

Pharmaceutical composition according to any of claims 10 to 15, characterised in
that it is a oral formulation, preferably a tablet.

Use of escitalopram for the freatment of major depression disorder characterised in
that it is used in a daily dose of less than 10 mg of escitalopram.

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.

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.
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“&" document member of the same patent family

b &

'Yl

Date of the actval completion of the international search

15 July 2002

Date of mailing of the imternational search report

2.2 07 7002

Name and mailing address of the ISA/
Swedish Patent Office

Box 5055, S-102 42 STOCKHOLM
Facsimile No. +46 8 666 02 86

Authorized officer

CAROLINA GOMEZ LAGERLGF/BS
Telephone No.  +46 8 782 25 00

Fonn PCT/ISA/210 (second sheet) (July 1998)
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Box1 Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet}

“This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasans:
L. X ClaimsNes.: 1719

because they relate to subject matter not required to be searched by this Authority, namely:

see next sheat

Claims Nos.:
because they relate to parts of the international application that do not comply with the prescribed requirerzents to such
an extent that po meaningful mtemational search can be carried out, specifically:

U

3. D Claimsg Nos.:
because they are dependent claims and are not drafied in accordance with the second apd third senlences of Rule 6.4(a).

BoxTl Observations where unity of invention is locking (Continustion of Item 2 of first sheet)

This Internationn) Searching Anthority found multiple mventions in this international application, as follows:

1. D As all required additional search fees were timely paid by the applicant, this international search report covers all
searchable claims,

O

As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment
of amy additional fee.

3 D As only some of the required additional search fees were timely paid by the applicant, this international search report
covers only those claims for which fees were paid, specifically claims Nos.:

4. D No required additional search fees were timely paid by the applicant. Consequently, this mtermational search report is
restricted 10 the invention first menfioned in the claims; it is covered by claims Nos.:

Remark on Protest D The additional search fees were accompanied by the applicant's protest.
D No protest accompanied the payment of additional search fees.

Form PCT/IRA/210 (contimmlion of fast sheel (1)) (Jy1098)
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Claims 17-19 relate to methods of treatment of the human or animal
body by surgery or by therapy/ diagnostic methods practised on the
human or animal body/Rule 39.1.(iv). Nevertheless, a search has
bean executed for these claims. The search has been based on the
alleged effects of the compounds/compositions.

Form FCT/ISA/Z10 (extra sbect) (Fuly 1598)
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Internat.,yal application No.

__

06/07/02 | PCT/DK 02/00281 28
Patent document Publication Patent family Publication
cited in search report date member(s) date
EP 0347066 Al 20/12/89 SE 0347066 T3
AT 119896 T 15/04/95
AU 623144 B 07/05/92
AU 3629589 A 04/01/90
CA 1339568 A 02/12/97
cY 2081 A 16/10/98
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GR 3015889 T 31/07/95
HK 139596 A 02/08/96
HU 211460 B 28/11/9%
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JP 3044253 B 22/05/00
JP 11292867 A 26/10/99
MX 9203346 A 31/08/92
NO 172892 8,C 14/06/93
NO 892447 A 15/12/89
NZ 229426 A 21/12/90
PT 90845 A,B 29/12/89
us RE34712 E 30/08/94
us 4943590 A 24/07/90
ZA 8904476 A 25/04/90
WO 0103694 Al 18/01/01 AU 5806100 A 30/01/01
BR 0011578 A 26/03/02
4 20020070 A 17/04/02
EP 1200081 A 02/05/02
NO 20020062 A 07/01/02
R 200200014 T 00/00/00
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For recelving Office use only

01 Intemational Application No.
0-2 Intemational Filing Date
0-3 Name of recelving Office and "PCT
International Application”
0-4 Form - PCT/RO/101 PCT Request
0-4-1 | Prepared using PCT-BASY Version 2.92
(updated 01.01.2002)
0-5 Petition
The undersigned requests that tha
present inlemational application be
processed according fo the Patent
Cooperation Treaty
0-6 Recelving Office (speclfied by the Danigh Patent and Trademark Office
applicant) (RO/DK)
o7 Applicant’s or agent's file reference (359 WO
' Title of invention THE USE OF ENANTIOMERIC PURE
ESCITALOPRAM
n Appticant
-1 This person is: applicant only
n-2 Apphicant for all designated States except US
-4 Name H. LUNDBECK A/S
-5 Address: ottiliavej 9
DK-2500 Valby-Copenhagen
Denmark
-6 Stata of nationality DK
-7 Stale of residence DK
-8 Telephona No. +45 36 30 13 11
-9 Facsimila No. +45 36 44 45 32
-1 Applicant and/or Inventor
I-1-1 | This person is: applicant and inventor
-1-2 | Applicant for UsS only
-1-4 | Name (LAST, Firsi) SANCHEZ, Connie
IH-1-5 | Address; @sterager 58
DK-~26800 Qlostrup
Denmark
l-1-6 | State of nationality DK
HI-1-7 | Stale of residence DK
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358 WO

Original {for SUBMISSION) - printed on 01.05.2002 02:00:07 PM

-2

Applicant and/or Inventor

I-2-1 | This person Is: applicant and inventor
N-2-2 | Applicant for U8 only
it-2-4 | Nama {LAST, First) LYNG JENSEN, Jesper
N-2-5 | Address: Jenglevvei 68
DK-4070 Kirke Hyllinge
Denmark
liF2-6 | State of nationality DK
M-2-7 | State of residence DK
-3 Applicant and/or inventor
Hl-3-1 | This person is: applicant and inventor
N-3-2 | Applicant for us only
I1-3-4 | Name (LAST, First} M@RK, Arne
-3-5 | Address: Parklodden 23
DR-2760 Malev
Denmark
iN-3-6 | State of nationality NO
-3-7 | State of residence DK
v Dasignation of States
v Regional Patent

{other kinds of protection or freatment,
it any, are specified bstween
parentheses after the designation(s)
concemed)

AP: GH GM KE LS MW MZ SD SL 8Z TZ UG ZM
ZW and any other State which iz a
Contracting State of the Harare Protocol
and of the PCT

EA: AM AZ BY KG K2 MD RU TJ TM and any
other State which is a Contracting State
of the Eurasian Patent Convention and of
the PCT

EP: AT BE CH&LI CY DE DK ES FI FR GB GR
IE IT LU MC NL PT SE TR and any other
State which is a Contracting State of
the European Patent Convention and of
the PCT

OA: BF BJ CF CG CI CM GA GN GW ML MR NE
SN TD TG and any other State which is a
member State of OAPI and a Contracting
State of the PCT
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V-2

National Patent

(other kinds of prolection or treatment,
if any, are specified between
parentheses after the designation(s)
concemed)

AE AG AL AM AT (patent and utility
model) AU AZ BA BB BG BR BY BZ CA CH&LI
CH CR CU CZ (patent and utility
model) DE (patent and utility model) DK
(patent and utility model) DM DZ(@éDEE
(patent and utility model) ES FI (patent
and utility model) GB GD GE GH GM HR HU
ID IL IN IS JP KE KG FKP KR K2 LC LK LR
LS LT LU LV MA MD MG MK MN MW MZ NO
NZ OM PH PL PT RO RU 8D SE S8G S8I SK
(patent and utility model) SL TJ TM TN
TR TT TZ UA UG US UZ VN YU ZA ZM ZW

V-5

Precautionary Designation Statement

In addition to the designations made
undef ilems V-1, V-2 and V-3, the
applicant also makes under Rula 4.5(b)
all designations which would be
permitied under the PCT except any
designation(s) of the State(s) indicated
under item V-6 below. The appicant
declares that those additional
designations are subject to confimation
and that any designation which is not
confirmed before the explation of 15
months from the priority date is to be
reganded as withdrawn by the applicant
at the exphation of that time limit

v

V-6

Exclusion(s) from precautionary
designations

NONE

VI-1-1
Vi-1-2
VI-1-3

Priority clalm of earlier national
application
Fiing date

Number
Country

01 May 2001 (01.05.2001)
PA200100684
DK

Vi1

Intemational Searching Authority
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Swedish Patent Office (ISA/SE)

Yl
Vill-1

Viil-2

Vi3

vil-4

VL5

Declarations

Number of declarations

Declaration as to the identity of the
nventor

Declaration as to the applicant's
entitement, as at the nternational fillng
date, to apply for and be granted a

tent

Dedaration as to the applicant's
entilement, as at the international filing
date, to claim the prionity of the earfier
application

Declaration of inventorship (only for the
purposes of the designation of the
United States of America)

Dedaration as to non-prejudicial
disciosures or exceptions to lack of
novalty
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PATENT COOPERATION TREATY 3_5
From the INTERNATIONAL BUREAU
PCT To:
INFORMATION CONCERNING ELECTED
OFFICES NOTIFIED OF THEIR ELECTION H. LUNDBECK A/S
Ottiliave] 9
(PCT Rule 61.3) DK-2500 Valby-Copenhagen
Denmark
i Date of mailing (day/month/year)
17 January 2003 {17.01.03)
Applicant’s or agent's file reference
359 WO IMPORTANT INFORMATION
Imemational application No. Intemational filing date [day/month/year) |Prionty date (day/maonth/year)

PCT/DK02/00231

01 May 2002 {01.05.02)

01 May 2001 (01.05.01)

Applicam
H. LUNDBECK A/S et al

@ Offices of rts election:

ZAZM ZW

O of the PCT Applicant’s Guide.

1. The applicant is hereby informed that the International Bureau has, accarding to Article 31(7), notified each of the following

EP :AT,BE,CH,CY,DE,DK,ES,FI,FR,GB,GR,IEIT LU MC NL PT,SE,TR
National :AU,BG,CA,CN,DE,GB,IL,JP.KP,KR,MN,NO,PL,RQ,RU,SK,US

2, The following Offices have waived the requirement far the notification of their election; the notification will be sent to them
by the International Bureau only upon their request:

AP .GH,GM KE LS, MW MZ,8D,SL,SZTZUG,ZM,ZW

EA :AM,AZ,BY KG,KZ,MD,RU,TJTM

OA :BF,BJ,CF,CG,CI,.CM,GA,GN,GW,ML,MR,NE,SN,TD, TG
National :AE,AG,AL AM,AT,AZ,BA,BB,BR,BY BZ,CH,CO,CR,CU,CZ,DK,DM,DZ,EC,EE,
ES,FI,GD,GE,GH,GM,HR,HU,ID,IN,IS,KE,KG,KZ,LC,LK,LR,LS,LT,LU,LV,MA MD,MG,
MK, MW ,MX,MZ,NZ,0M,PH,PT,SD,SE,SG,SI,SL,TJ,TM, TN, TR, TT,TZ,UA,UG,UZ,VN,YU,

3. The applicant is reminded that he must anter the “national phase" before the expiration of 30 months from the priority date
befare each of the Offices listed above. This must be done by paying the national fee(s) and furnishing , if prescribed, a
transiation of the international application (Article 39(1){a)), as well as, where applicable, by furnishing a transiation of any
annexes of the international preliminary examination report {Article 36(3)(b} and Rule 74.1).

Some offices have fixed tima limits expiring later than the above-mentioned time limit. For detailed information about the
applicable time limits and the acts to be performed upon entry into the national phase before a particular Office, see Volume i

The entry into the European regional phase is postponed until 31 months from the priority date for ali States designated for
the purposes of obtaining a European patent.

Facsimile No. (41-22) 338.88.70

The Intemational Bureau of WIPO
34, chemin des Colombettes
1211 Geneva 20, Switzerland

Authorized officer:

Javier CALDERON (Fax 338 8970)

Telephone Na, (41-22) 338 8567

Form PCTAB/332 (September 1997)
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From the INTERNATIONAL BUREAU

To:
PCT H. LUNDBECK A/S
Ottiliavej 9
NOTICE INFORMING THE APPLICANT OF THE DK-2500 Valby-Copenhagen
COMMUNICATION OF THE INTERNATIONAL Denmark
APPLICATION TO THE DESIGNATED OFFICES
(PCT Rute 47.1(c}, first sentence)
Date of mailing (day/month/year)
07 November 2002 (07.11.02)
Applicant's or agent's file reference
359 WO IMPORTANT NOTICE

International application No.

International filing date (day/month/year) |Priority date (day/month/year)

PCT/DK02/00281 01 May 2002 (01.05.02) 01 May 2001 {01.05.01)

Applicant

H. LUNDRBECK A/S et al

1.

. The following designated Offices have waived the requirement for such a communication at this time:

. Enclosed with this notice is a copy of the imernational application as published by the International Bureau on

. TIME LIMITS for filing a demand for international preliminary examination and for entry into national phase

Notice is hereby given that the International Bureau has communicated, as provided in Article 20, the intarnational application
to the following designated Qffices on the date indicated above as the date of mailing of this notice:

KP,KR,US

In accordance with Rule 47.1(¢), third sentence, those Offices will accept the present notice as conclusive evidence that
the communication of the international application has duly taken place on the date of mailing indicated above and no copy
of the internaticnal application is required4o be furnished by the applicant to the designated Office(s).

AE,AG,ALAMAP,AT AU AZ,BABB,BG,BR,BY,BZ,CA CH,CN,CO,CR,CU,CZ,DE,DK,DM,DZ,EA EC,
EE,EP,ES,FI,GB,GD,GE,GH,GM,HR,HU,ID,ILIN,IS,JP,KE,KG,KZ,LC,LK,LR,LS,LT,LU,LV,MA,

MD, MG, MK, MN, MW, MX, MZ NO,NZ,0A,0M,PH, PLPT,RO,RU,SD,5E,SG,S51,SK,SL,T), TM, TN, TR, TT,
TZ,UA,UG,UZVN,YU,ZA,ZM,ZW

The communication will be made to those Offices only upon their requast. Furthermore, those Ofices do not require the
applicant to furmish a copy of the internaticnal application {Rule 49.1(a-bis}).

07 November 2002 (07.11.02) ynder No. WO 02/087566

Tha applicable time limit for entering the national phase will, subject to what is said in the following paragraph be 30 MONTHS
from the priority date, not only in respect of any efected Office if a demand for internationat praliminary examination is filed
before the expiration of 189 months from the priority date, but alsc in respect of any designated Office, in the absence of

filing of such demand, where Article22(1) as madified with effect from 1 April 2002 applies in respect of the designated Office.
For further details, see PCT Gazette No.44/2001 of 1 November 2001, pages 199286, 19932 and 19934, as well as the PCT News-
letter, October and November 2001 and February 2002 issues.

In practice, time limits other than the 30-month time limit will continue to apply, for various periods of time, in respect of certain
designated or elected Offices. For regular updates on the applicable time limits (20,21,30 or 31 months , or gther time limit),
Office by Office, refer to the PCT Gazetts, the PCT Newsletter and the PCT Applicant's Guide, Volume 1i, National Chapters, all
available from WIPQ's Internet site, at http:/www.wipo.invpct/en/index.html.

For filing a demand for intemational preliminary examination, see the PCT Applicant’'s Guide, Volume IA, Chapter 1X. Only an
an applicant who is a national or resident of a PCT Contracting State which is bound by Chapter Il has the right to file a demand
for international preliminary examination (at present, all PCT Contracting States are bound by Chapter 1L}

It is the applicant's sole reéponsibility to moenitor all these limits.

Authorized offi
The International Bureau of WIPO uthorized officer

34, chemin des Colombettes
1211 Geneva 20, Switzertand

J. Zahra

Facsimile No, (41-22) 740.14.35

Telephone No. (41-22) 338.91.11

Form PCT/IB/308 (Apnl 2002}
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From the
INTERNATIONAL PRELIMINARY EXAMINING AUTHORITY

s PCT

H. LUNDBECK A/S

g, Ottiliavej

: NOTIFICATION OF TRANSMITTAL OF
2500 Copenhagen Valby
DANEMARK THE INTERNATIONAL PRELIMINARY

EXAMINATION REPORT
(PCT Rule 71.1}

- DOsato of malling
) (day/month/year) 11.03.2003
+
Applicant's or agent’s fila FB!BTEHC;
359 WO IMPORTANT NOTIFICATION
Internationa!l application No. j intemational filing date (daw/month/vear) Priority date (day/month/year)
PCT/DK02/00281 01/05/2002 01/05/2001
Applicant
H. LUNDBECK A/S &t al. /
@ 1. The applicant is hereby notified that this International Preliminary Examining Authority transmits herewith the

international preliminary examination report and its annexas, if any, established on the international application.

2. A copy of the report and its annexes, if any, is being transmitted to the Intemational Bureau for communication
1o alf the elected Ofiices.

3. Where required by any of the elected Offices, the Internationa) Bureau will prepare an English transtation of the
report (but not of any annexes) and will transmit such translation to those Offices.

4. REMINDER

The applicant must enter the national phase before each elected Office by performing certain acts {filing
transiations and paying national fees) within 30 months from the priority date (or later in some Offices) (Article
39(1)) (see also the reminder sent by the International Bureau with Form PCT/1B/301).

Where a translation of the international application must be furnished to an slected Office, that transtation must
contain a translation of any annexes to the intemnational preliminary examination repor, It is the applicant's
O responsibility to prepare and fumish such translation diractly to each elected Office concemed.

For further details on the applicable time limits and requirements of the elected Offices, see Volume Il of the
PCT Applicant's Guids.

For the purpose of deciding whether the claimed invention is patentable or not, the elected Offices may apply
criteria additional to or different from the criteria on which ths international preliminary examination report is
based (see Articles 27(5}, 33(5)). Additional criteria may include e.g. exemptions from patentability and the
requirements of enabling disclosure and of clarity and support of claims.

Name and malting address of the IPEA/ Authorized officer
Eurcpean Patent Offlce Senkel, H
g D-80298 Munich
Tel. +45 83 2399- 0 Tx: 523656 epmu d
Fax: +49 89 2399 - 3465 Tel.+49 89 2399-8071

Form PCTAPEA/A16 (July 1992)
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Elus de escitalopram enantioméricamente puro

La presente invencidon se relaciona con el uso de escitalopram
enantioméricamente puro (INN-nombre) que es el enantidmero S de Ia
conocidisima droga  antidepresiva  cltalopram, es decir, (S)}1-[3-
(dimetilamino)propil]-1-{4-fluorofenil)-1,3-dihidro-5-isobenzofurancarhonitrilo, o
una sal farmacéuticamente aceptable de la misma para la preparacion de

medicamentos, en especial medicamentos para el tratamiento de! trastomo de la
depresidn mayor.

Antacedentes de la Invencién -

Los inhibidores selectivos de la recaptacién de la serolonina (en adslante
denominados ISRS) tales como el citalopram se han convertido en la terapéutica
de eleccion en el tratamiento de la depresion, ciertas formas de ansiedad y fobias
sociales, puesto que son eficaces, bien tolerados y tlenen un perfil de seguridad
favorable en comparacion con los clasicos antideprasivos tricichicos.

Sin embargo, los estudios clinicos sobre la depresion y los trastomos de
ansiedad indican que la falta de respuesta o resistencia a los ISRS, es declr
cuando no se ha alcanzado una reduccidn de los sintomas de por lo menos 40-60
% durante Ia_s primeras 6 semanas de tratamiento, es considerable, es decir, de
hasta 30 %.

Mas aun, se registra una demora en el efecto terapéutico de los ISRS. En
ocasiones, los sinfomas incluso empeoran durante las primeras semanas de
tratamiento. Aun en personas que résponden a los ISRS, se necesitan varias
semanas de tratamiento para obtener un alivio de los sintomas.

Ademés, la disfuncion sexual constituye un efecto secundario comin a
todos los ISRS.
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Sin enfrentar estos problemas, no es prabable que se logre un verdadero
progreso en la farmacoterapia de la depresion.

El Escitalopram es el enantidmero S de la conocidisima droga
antidepresiva citalopram y tiene la siguients estructura:

En la patente de los Estados Unidos No: 4.393.580 se describe el
Escitaloprem y un método para su preparacién. Tamblén se describe la
estereoselectividad del cilalopram, es decir, el inhibidor de la recaptacion de 5-HT
en el enantidbmero S, y en consecuencia, el efecto antidepresivo potencial de

dicho enantiémero.

WO 103694 se relaciona con el uso del escitalopram en el tratamiento de
los trastornos neurdticos.

Ultimamente se ha encontrado con sorpresa que la presencia de R-
citalopram tiene un impacto negativo sobre el efecto del escitalopram y, en los
estudios farmacologicos y clinicas, se ha encontrado que el escitalopram es
practicamente mas de dos veces mias potente que el racemato, Mas aun, se ha
obsarvado que el escitalopram exhibe un advenimiento de la accibn mas répido
en modelos animales y estudios clinicos que el racemato y otros ISRS, y que
brinda una respuesta més completa en diversaos modelos animales. Por dltimo, los
estudios clinicos han indicado que el escitalopram puede ser un medicamento

efectivo en ol tratamiento de (a depresion en paclentes que no responden a los
ISRS convencionales.
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El mecanismo detrés del sorprendente impacio negativo del enantiémero R
sobre el efecto del enantidmero S no ha sido dilucidado adn. Una explicacitn
posible seria que el enantidmero R puede tener influencia negativa sobre al
transporte del enantibmero $ sobre la barrera sanguinea cerebral. Por otro lado,
el R-citalopram puede transmitir Ia Inhibicin de realimentacidon local de la
liberacion de 5-HT o el enantiémero R puede modular el efecto del enantiémero S.

Descripclon de |a Invencién

En consecuencia, la presente invencién se relaciona asl con el uso del
eacilalopram en bajas dosis y/o con un contenido de menos de 3 % en peso de R-
citalopram para la preparacion de una composicidn farmacéutica.

En oftro aspecto, la invencion se relaciona con una composicion
farmacéutica que se caracleriza por comprander escitalopram con menos de 3 %
p/p de R-citalopram como ingrediente aclivo.

En un aspecto més, la invencion se relaciona con el uso del escitalopram
para el tratamianto del trastorno de la depresién mayor que se caracteriza por el
hecho de quse se lo utlliza en una dosis diaria inferior a 10 mg de escitalopram.

Como se mencionara anteriorments, la presents Invencién prasente
invencion se basa en el hallazgo de que el R-cilalopram tiane un impacto
negativo sobre el efecto del escitalopram. Esto se puede poner de manifiesto en
modelos farmacolégicos funcionales in vivo y en estudios del efectn de la
recaptacién de 5-HT y 0 en modelos de comporiamiento, por ejemplo modelos de
depresion.

También se ha encontrado que el escitalopram produce una mejora
significativa en comparacidn con la doble cantidad de citalopram racemato ylo
para dar lugar a una respuesta mas completa. Por ello, se ha encontrado en

estudios con dosis fijas que el escitalopram, en una dosis de 10 mg, tiene por lo
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menos el mismo efecto que & citalopram an una dosis de 40 mg, segin lo
eslablecido memad a la gscala de calificacidn MADRS y Ia Impresién Gllnlca
Glpbal {gravedad, asi como mejom).

También se ha enconfrado, an modeloa snimales, gue el eecilalopeam
produce una respuesta mas ripikda que sl ciialopram recemeto. Eskh sa ha
registrado, en presencla de, &n 8l modelo de Esinte Moderado Crinico {Wilnar P.,
Psychopharmacology 1987, 134, 319-329), Esta afecto ha sldo confirmado ah un
estudio doble ciego, aleatorizado, con controles con placebo da dosis flexble da 8
semanas de duracidn que compard al eacitalopram y el citalopram con placebo en
peclertes de atencién primerie con rastorn de depraaldn rayor, Los pacientes
recihiaron 10 mg de escitalopraan {15656 paclentes), 20 mg de citalopram (160
paclantes) y placaba {154 pacientes). El escitalopram exhibis efectas al cabo de
una semana, en tanio que el citalopram no exhibla efecto significativa alguno.

Todos estos sfectos son muy asombrosos en vista de la tAenica anteriar,
que sugeria que o enantiomero R no ejercla Impsacko sobre o efecto del
enantidmere 8 v, en consecuencla, que &l ascitalopram sdlo debla sar ¢l doble de
pctemnte que al rmcemato.

Como ventgja adicional, al hecho de que el escitalopram &8 eflcaz en dosis
mas bams sugiers que se puede oblener un tratamlentn efactivo con menos
efectna secundarios, en especlal una cantidad mexiucida del Inhibldor de |a
recapiacion de serotoning pusde reducir el desgo de disfundidn sexual mducida
por ios ISRS v perturbacianes del suefio.

Dagcripclén Datallada de |a Invenclén

El secitalopram se utllza prefereniemante en farma de sal de oxalalo,
preferentemente una aal de cxalato cristaling,
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Adarnas, en @l sscitalopram empleado, es prefarible que el R-cltalopram no
ests presente en una camidad superior 8 2 % pip, muy preferentemente 1 % p/p.
En ioda la memoria descripliva se menciona &l porcentaje de Rcltaloptam en
términos de % p/p en comparacidn con la cantldad de eecitalopram praganta.

La composicién farmacéutica de acuerdo con la presenta lnvencidn es
preferentemente para el tratamiento de la depresidn, en eapecial &l trastomo de
depresidn mayor, fraslomos neurdticas, trastorno de eslrés agudo, trastofnos de
la alimentacin tales como bulimfa, anarexla y obesidad, fobias, distimiz,
sindrome pramaenstrual, trastarnos cognitivos, trastomos del control de os
Impulsos, traslomp par hiperactividad y déficit de la atencitn o drogadiccion,

En toda esta memosla y refvindicacones, el barmino “trestornoe newdticos™
ss utliza para designar un grupo de trastomas mentales, induyendo estados de
ansiedad, en especial el brastomo de ansiedad generslizeda y trastemp de
ansiedad socisl, Waslomos dm estrde postraumatico, trastomao obsssivo
campuisivo y ataques de panica,

Los términpe “trastorno de engledad peneralizada”, "irastomo de ansiedad
social' y trastomo cheesivo compulsivo”® son los quea sa definen en D3M v,

La fraee “ataques de pénico” comtemple el iratamierto de cualguier
enfarmedad qua esté asoclads con ataques de panico entre loa qua se incluys
Irastomo de panico, foblas aspecificas, fobia social y agorafobia, en Ios cuales se

. producen ataques de panico. Estos frastornos tarnblén estan definidos an el DSM
V.

La frage “tratamisnio del trastome da panice” se refiare a una reduccién del
numero o la prevencion de los ataques vio allvio da la gravedad de los ataques.
Dal miemo modp, ol tratarnlento del trastorno de ansiedad genemlizada, =l
trastomo de amgiedad socle, el trestomo de estrés postmumdtico v el frastomo
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obsesivo compulsivo incluye el tratamiento o prevencion de estas enfermadades o
¢l alivio de los sintomas de fos mismos.

Sabra la base de los estudios clinicos y farmacoldgicos, fas indicaciones
preferidas son el trastomo de depresién mayor y el trastomo obsesivo compulsivo,
Otras usos preferidos son el tratamiento de los trastormos neurdlicos.

En especial, la composicién puede ser ventajosa para el tratamiento de
pacientes que no han podidc responder al tratamiento inicial con un ISRS
convancional, en particular pacientes con fraslomo de depresibn mayor que no
han llegado a responder al tratamiento inicial con un ISRS convencional. Dichos
pacientes resistentes al tratamiento pueden definirse, especificamante, como
pacientes que no obtienen un alivio de los sintomas de un 40-60 % mediante el
tratamiento con citalopram u otros ISRS comercializados. En la obra de Komstein
SC y Schneidar RK, Clinical features of freatment-resistant depression J Ciin
Psychiatr 2001, 62, Supl. 168, 18-25, s8 presantan mas definiciones. La definicién
y significado de depresion resistente al tratamiento J Clin Psychiatr 2001, 62,
Supl. 16, 10-17 y Nierenber AA y DaCecco LM, Definitions of antidepressant
treatment response, remission, non-responsa, partial response, and other relevant
outcomes: a focus on treatmeni-resistant depression J Clin Psychiatr 2001, 62
Supl. 16, 5-9.

La composicidn farmacéutica de acuerdo con la presente invencién puede
comprender eacitalopram en una preparacién en dosis unitarias que contienen de
2.5 a 20 mg de escitalopram.

Teniondo en cuente el potente efecto del escltalopram empleado de
acuerdo con |a presente invencién, puede ser efectivo en dasis bajas, es dacir

dosis diarlas inferiores a 10 mg de escitalopram, por ejemplo 7.5 mg o menos,
como ser 7,5 0 5 mg por dia.
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La composicidn farmacéutica de acuerdo con la presente invencion es
preferentemente una formulacion oral, preferentemente un comprimido.

Por consigulente, se pueden preparar comprimidos mezclando el
ingrediente activo con los adyuvantes y/o diluyentes habituales y seguidamente
comprimiendo la mezcla en una maquina tableteadora convencional. Entra loa
ejemplos de adyuvantes o diluyentes se cuentan: almidon de malz, almidén de
papa, talco, estearato de magnesio, gelatina, lactosa, gomas y demés. Se puede
utiizar cualquier otro adyuvente o adilivo empleado habitugimente para esos
fines, como par ejemplo colorantes, saborizantes, consarvantes, efc., siempre que
sean compatibles con los ingredientes activos.

Las soluciones pars inyeccibn se pueden preparar disclviendo el
ingrediente activo y los posibles aditivos en una parte del solvente para inyeccion,
preferentemente agua estéri, ajustando la solucién a un volumen convenienie,
esterilizando la solucion y envaséndola en ampollas o frascos adecuados. Se
puede agregar cualquier aditivo adecuado utilizado normalmente en la técnica,

como ser agentes para conferir tonicidad, conservantes, antioxidantes, etc.

Estudio Clinlco

Para el estudio se distribuyeron al azar 471 pacientes al azar. La serie de
todos los pacientes con tratamiento comprendla 569 pacientas y la serie de
anélisis total comprendia 468 pacientes, En la serie con gnélisis total habfa 1565
pacientes en el grupo con escitalopram, 168 paclentes en el grupo de citalopram y
154 pacientes en el grupo con placebo.

Huba una relacidn de aproximadamante 3 a 1 de mujeras a hombres en
cada grupo de tratamiento y casl todos los pacientes eran caucasicos. La media
de edad era de 43 afos (SD 11). En la linea de base, ia media de puntaje MADRS

s i . —— e Gpac——
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total era de aproximadamente 298 en el caso del grupo con tratamiento, b que da
la pauta de que aran pacientes moderada a gravemente enfermos.

El andlisis de eficacia del cambio de media ajustada en el puntaje total
MADRS demostrd un efecto terapéutico considerablemente superior en el caso
del escitalopram versus el placebo desde la Semana 1 (p = 0,023) a la Semana 4
(p = 0,002) (casos observados). A |a semana 4, el cambio de media ajustada en el
Escitalopram fue significativamente superior a) placebo, tanto con respecto a la
mejora del CGl como en la subescala de gravedad desde la Semana | (p<0,02) en
comparacién con un cambio estadisticamente significativo de 1,5 punio para el
citalopram contra el placebo.

E! citalopram resultd considerablemente superior al placebo tanto en la
mejora del CGI como en la subescala de gravedad desde la Semana 1 (p<0,05})
{casos observados) en adelante, en tanto que el citalopram no exhibié diferencia
estadistica con el placebo durante el periodo de 4 semanas. A la Semana 4
(ditima observacion de la seria), el escitalopram exhibid una superioridad
estadistica significativa con respecto al placebo, en tanto que no hubo diferencla
estadisticamente significativa entre el citalopram y el placebo.

J— —————
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REIVINDICACIONES /

1. El uso de escitalopram que comprende menos de 3 % p/p de R-
citalopram, para la preparacién de una composicion farmacéutica.

2. El uso de acuerdo con la reivindicacién 1.que se caracteriza por el hecho
de que se utiliza el escitalopram en forma de sal de oxalato, preferentemente una
sal de oxalato cristalina.

3. El uso de acuerdo con Ia refvindicacién 1 o 2, que 3o caracteriza por e
hecho de que se utiliza escitalopram con un contenido de no méas de 2 % pip de
R-citalopram,

4. El uso de acuerdo con la relvindicaciéon 3, que se caracteriza por al
hecho da que el escitalopram no comprende mas de 1 % pip.

5. El uso de acuerdo con cualquiera de las reivindicaciones 1 - 4, que se
caracteriza por el hecho de que la composicidn farmacéutica es para el
tratemiento de la depresién, en especial ¢l trastomo de depresién mayor,
trastomos neurdticos, trastomno de estrés agudo, trastomos de la alimentacidn
tales como bulimia, anorexia y obesidad, foblas, distimia, sindrome premenstrual,
trastornos cognitivos, trastomos del control de los impulsos, trastomo por
hiparactividad y déficit de la atencién o drogadiccion.

8. El uso de acuerde con ia reivindicacion 5, que se caracteriza por el
hécho de que la composicién farmacéutica es para el tratamiento del trastarno de
depresion mayor.

7. El uso de acuerdo con la reivindicacidn 5, que se caracteriza por el
hecho de que el medicamento es para el ratamiento de un trastomo neurdtico,

8. El uso de acuerdo con cuslquiera da las reivindicaciones 5 a 7, que se
caractariza por el hecho de que la composicidn farmacéutica es para el

tratamiento de pacisntes que no han podido responder al tratamiento Inicial con
un ISRS convencional.
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9. El uso de acuerdo con la reivindicacion 8, que se caracteriza por el
hecho de que la composicién farmacéutica es para el tratamiento de pecientes
con trastomo de depresidn mayor que no han podido responder al tratamiento
Inicial con un ISRS convencional.

10. Una compoasicion farmacéutica, que se caracteriza por el hecho de que
comprende escitalopram con menos de 3 % p/p de R-citalopram como ingrediente
activo.

11. La composicion farmacéutica de acuerdo con la reivindicacién 10, que
sa caracteriza por el hacho de que comprende escitalopram con no mas de 2 %
p/p de R-citalopram como ingrediente activo.

12. La composicién farmacéutica de acuerdo con la reivindicacion 11, que
56 caracteriza por el hecho de que comprende escitalopram con no més de 1 %
p/p de R-citalopram como ingrediente activo.

13. La composicién farmacéutica de acuerdo con cualquisra de las
reivindicaciones 10 a 12, que se caracteriza por ser una praparacién en dosis
unitaria que contiene 2,5 a 20 mg de escitalopramn.

14. La composicién farmacéutica de acuerdo con la reivindicacion 13, que
se caracleriza por ser una preparacién en dosis unilaria que contiene no mas de
10 mg de escitalopram.

15. La composicion farmacéutica de acuerdo con a reivindicacion 13, que
se caracleriza por ser una preparacion en dosis unitaria que contiene no mas de
1.5 mg de escitalopram, prefarentamants 5.0 mg.

16. La composicidén fammacéutica de acuerdo con cualquiera de las
relvindicaciones 10 8 15, que se caracteriza por ser una formulaciéon oral,
preferentemente un comprimido. J A
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(see Rule 70.1€ and Section 607 of the Administrative Instructions under the PCT).
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3. This report conains Indications relating o the following items:

[ Bagis of the report
# O Priorty
m Non-establishment of opinion with regard 10 novelty, inventive step and industrial applicability
v O vackof unity of invertion
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INTERNATIONAL PRELIMINARY
EXAMINATION REPORT International application No. PCT/DK02/00281

I. Basis of the report

1. With regard 1o the elements of the international application (Replacement sheets which have been fumished to
the receiving Office in response to an invitation under Article 14 are referred (o in this report as “originally fited”
and are not annexed to this report since they do not contain amendments (Rules 70.16 and 70.17)).

Description, pages:

1,3-7 as originally filed

2 with telefax of 25/02/2003

Claims, No.:

1-19 as originally filed ~

2. With regard to the language, all the elements marked above were available or fumished to this Authority in the
language in which the intemational application was filed, unless otherwise indicated under this item.

These elements were available or furnished to this Authority in the following language: , which is:

O the language of a translation furnished for the purposes of the intemational search (under Rule 23.1(b)).

O the language of publication of the international application (under Rule 48.3(b)).

3 the language of a translation fumished for the purposes of intemational preliminary examination {under Rule
58.2 and/or 55.9).

3. With regard to any nucleotide and/or amino acid sequence disciosed in the internationat application, the
intemational prefiminary examination was carried out on the basis of the sequence listing:

contained in the intemational application in written form.

filed together with the international 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 furnished written sequence listing does not go beyond the disclosure in
the intemational application as filed has been furnished.

The statement that the information recorded in computer readable form s identical to the written sequence
listing has been fumished,

o Doooao

4. The amendments have resulted in the cancellation of:

3 the description, pages:
O the claims, Nos.:
3 the drawings, sheets:

Fom PCTAPEA/409 (Boxes I-VIlI, Shest 1) (July 1968}

..
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INTERNATIONAL PRELIMINARY
EXAMINATION REPORT International application No. PCT/DK02/00281

5. O This report has been 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)):

{Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this
report)

6. Additional observations, if necessary:

Hil. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability

1. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non-
obvious), or to be industrially applicable have not been examined in respect of:

O the entire international application.

-

& clams Nos. 17-19.

because:

& the said international application, or the said claims Nos. 17-19 relate to the following subject matter which
does not require an intemational preliminary examination (specify):
see saparate sheet

O the description, claims or drawings (indicate particular elements below} or said claims Nos. are so unclear
that no meaningful opinion could be formed (specify):

0 the claims, or said claims Nos. are so Inadequately supported by the description that no meaningful opinion
could be formed.

2 no intemational search report has been established for the said claims Nos. .

2, A meaningful intemational preliminary examination cannot be carried out due to the fallure of the nucieotide

and/or amino acid sequence listing to comply with the standard provided for in Annex C of the Administrative
! 5

O the written form has not been fumnished or does not comply with the standard.
0] the computer readable form has not been fumnished or does not comply with the standard.

V. Reasoned statement under Article 35(2) with regard to noveity, inventive step or industrial applicability;
citations and explanations supporting such statement

1. Statement
Novelty (N) Yes: Claims
No: Claims 1-19
Inventive step (IS) Yes: Claims

Form PCTAPEA/409 (Boxes I-Vill, Sheet 2) (July 1998}
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INTERNATIONAL PRELIMINARY
EXAMINATION REPORT

%

Intemationat application No. PCT/DK02/00281

No: Claims 1-19

Industrial applicability (lA) Yes: Claims 1-18
No:  Claims

2. Citations and explanations
seo separate sheet

Form PCTAPEA/409 (Boxes I-Vlil, Sheet 3) (July 1998)




2ty
i

S0

INTERNATIONAL PRELIMINARY Intemnational ap nNo. PCT/DK02/00281
EXAMINATION REPORT - SEPARATE SHEET

SECTION lii:

Claims 17 to 19 relate to subject-matter considered by this Authority to be covered
by the provisions of Rule 67.1{iv) PCT. Consequently, no opinion will be
formulated with respect to the industrial applicability of the subject-matter of these
claims (Article 34(4)(a)(® PCT).

SECTION V:
1)  The documents are numbered according to their sequence in the search report.

2) Document D1 already describes enantiomerically pure escitalopram in the unit
dosages as claimed for the treatment of depression or obesity (see the abstract
and the claims).

Document D2 discloses the use of enantiomerically pure escitalopram in the unit
dosages as claimed for the treatment of neurotic disorders and phobias (see the
claims).

Therefore the subject-matter of claims 1 to 19 is not novel (Article 33 (2) PCT).

3) For the assessment of the present claims 17 to 19 on the question whether they
are industrially applicable, no unified criteria exist in the PCT Contracting States.
The patentability can also be dependent upon the formulation of the claims. The
EPO, for example, does not recognize as industrially applicable the subject-matter
of claims to the use of a compound in medical treatment, but may allow, however,
claims to a known compound for first use in medical treatment and the use of such
a compound for the manufacture of a medicament for a new medical treatment.

4) The amendment to page 2 is admissible because new page 2 represents the
correct formula of escitalopram.

Fom PCT/Saparate Sheet/409 (Sheet 1) (EPO-April 1997)
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selectivity of citalopram, i.e. the 3-HT-reuptake inhibition in the S-enantiomer, and accordingly, its
potential antidepressant effect of said enantiomer is also disclosed. It appears that substantially all
the S-HT-reuptake inhibiting effect and accordingly the antidepressant effect is in the S-enantiomer.
In view of the stereg-selectivity, escitalopram is expected to be two times as potent as the mcemate
in the treatment depression. )

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 2 negative impact on the
effect of escitalopram and escitalopram has been found in pharmacological and 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 racemats and
other SSRIs and to give a more full response in various animal models. Finally, clinical studies
have indicated that escitalopram may be an ¢ffective medicament in the treatment of depression in
patients that do not respond {6 conventional S8R1s, -

The mechanism behind the surprising nogative impact of the R-enaatiomer on the effect of the S-
enantiomer is not known. One possible sxplanation could be that the R-enantiomer may have a
negative influence on the transport of the S-enantiomer over the blood brain barrier. Alternatively,
R-citalopram may convey local feed-back inhibition of 5-HT release or the R-enantiomer may
modulate the effect of the S-enamtiomer.
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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 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 antidepressant 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.

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 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 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 barrier. Alternatively,
R-citalopram 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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Articulo 36 y Norma 70 del PCT

Referencia del archivo del solicitante o representante: 359 WO

Para tramite adicional: véase ndlificacién del informe internacional de examen preliminar (de
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Fecha de presentacion internacional: ~ 01/02/2002 -
Fecha de prioridad: 01/05/2001
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1. Este informe internacional de examen preliminar ha sido elaborado por esta Autoridad
Internacional de Examen Preliminar y se le da traslado de él al Solicitante de conformidad con el
Articulo 36.

2. Eipresente INFORME consta en total de § folios, incluida esta caratula.

X El presente informe también se acomparia de ANEXOS, es decir, folios de la descripcion,
reivindicaciones o ilustraciones que han sido modificadas y que constituyen la base del presente
informe, o folios que contienen rectificaciones realizadas ante esta Autoridad (véase la Norma
70.1.6 y la Seccion 607 de las Instrucciones Administrativas bajo el PCT).

Los mencionados anexos constan de un total de16 folio.

3. El presente informe contiene indicaciones relativas a los siguientes asuntos:
L. X] Base del informe
H. O Prioridad

HL. X Falta establecer opinion con respecte a novedad, nivel inventivo y aplicabilidad

industrial.
Iv. [] Falta de unidad de invencion
V. X1 Declaracioén razonada conforme a lo previsto en el Articulo 35(2) en lo atinente a

novedad, nivel inventivo o aplicabilidad industrial; citas y explicaciones en respaldo de

la mencionada declaracion

VL. O Ciertos documentos citados
Vil. O Ciertos defectos de la solicitud internacional
VIII. O Ciertas observaciones sobre la solicitud internacional

Q"H




Fecha de praseniacian de la domanda
28/11/2002

Fecha de termingcidn de este informa

11.03.2003

Nombra y dreccian de Is autoridad internacional de examan prefiminer:
Oficina Europea de Patentes - D-80288 Munich

Tel; +4089 2399 -0 Tx: 523858 epmu d

Fax; +4989 2309 - 4485

Funclonario autorizado Beeck, M

Teldlono No. +49 80 2360 §473



v

INFORME INTERNAC!I NAL Soliclud Internacional No. PCT/DK02/00281

DE EXAMEN PRELIMINAR

I Base ca! informe

1. Con respacto a los elementos do la solicitud Internacional: (Los falios
sustitutivos que e han sikio eniregados a le Oficina receptora en respuesta a une
invitacion exiendida segon io previsto en el Articulo 14 se relieren a esie informe
wat como se present6 originaimente” y no 88 anexan el presente informe pargueé
no contienen modificaciones (Normas 70.16 y 70.17).
Descripclén, paginas
1,37 tal coma se presentaron
2 con telefax del 25/02/2003

Relvindicaclones, No.:

1-19 {al como se presantaron

2. Con respeclo al idioma, lodos ios elamanios marcados arriba esteban
dispanibles o se le presentaron a esta Autoridad en el idioma en el cual se
presentd la solicitud internacional, a menos que se indique io contrario en este
articulo.

Estos elementos se pusieron a digposicidn de esta Autoridad en el sigulente
idioma el cual es:

O El idioma de una traduccidn presentada para propdsitos de bisqueda
inlemacional (seglin la norma 23.1(b)).
01 £l idioma de publicacion de la solicitud internacional
O El idioma de la traduccion presentada para propositos del examen preliminar
(eegin las Normas 55.2 0 55.3).

3. Con respecto a cualquier secuencla de nucledtidos o aminodcidos revelada
en la solichud intemacional, el examen intemacional preliminar se llava a cabo
con base en los istados da secuendlas
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O Contenidos en la solictud intemacional en forma escrita
O Presentados juntos con la soficitud intemacional en forma de archivo
electronico
O Presentados méas adelante a esta Autoridad en forma escrila
D Presentados més adelanta en forma da archivo electronico
O Se ha adjuntado la deciarackin de que el listado de secuencia presentado més
adelants por escrito no va més alls de la revelacidn cantenida en la solicitud
intermnaciona! tal como ha sido presentada
1 Se ha adjuniado la declaracién de que la informacién regisirada en forma de
archivo electrinico es idénlica a los listados escritos de secuencias

4. Las modificaciones han dado lugar a la cancelacion de:
D La descripcidn, paginas
D Las relvindicaciones, Nos.
O Las lustraciones, follos / figuras

5. 0 Eete informe ha sldo establecido como ¢l {algunas de) las modificaciones no
se hubiesen reallzado, ya que se ha considerado que van més alld de la
revelacién tel como ha sido preseniada, segin lo previsio en la Caslila
Complementaria (Norma 70.2(c)).
{Cuaiquier fokio sustifuthvo que contenga una modificacion de esta naturaleza
deberd ir referenciado en el numeral 1 y anexo al presente informe.)

6. Observaciones adiclonales, si es necesario:

ii. Falta astablecer opiniGn con respecto a novedad, nivel inventivo y aplicabliidad
industrial.

1. La pregunta de si la invenddn relvindicada parece ser novedosa, Involucrar nivel
inventivo (no sar obvia) o ser industrialmente aplicable no ha sido evaluada regpecto a:

O Lalotalidad de la solicitud intamacional.

& las reivindicaclones 17-18.

Debido a que:
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E dicha solicitud intemacional o dichas reivindicaciones 17 a 19 se ralacionan con la

siguiente materis abjeto la cual no requiere de un examen preliminar instemacional

{especificar):

ver hoja separada

0O Ia descripcidn, reivindicaciones o dibujos (indicar elementos parficulares absjo} o

dichas reivindicaciones Nos. son tan poco claras que no $e puede dar una opiniin

significativa (espedcificar):

O las reivindicaciones o dichas reivindicaciones Nos. estan tan inadecuadamente

soportadas en la descripcidn que na se puede dar una opinldn significativa.

O No se establecid un informe de busqueda intemacional para dichas reivindicaclones

Nos.

2. No se pudo llevar a cabo un examen preliminar intemacional significativo debido a la

falla del listado de secuencias de nucledtidos y/o aminodcidos para cumplir con el estAndar

eslablecido an el Anexo C de las Instrucciones Administrativas:

O Iaforma escrita no se entregd o no cumple con el estandar.

O Laforma leible en computador no se eniregd o no cumple con el estandar.

V. Declaracién razonada conforme al Articulo 35(2) en lo gue respecta a la novedad,

el nivel inventivo o Ia aplicabllidad Industrial; citas y explicaciones en respaldo de

dicha declaracién

1. Dedaracién
Novedad (N} Relvindicaciones
Relvindicaclones
Nivel inventivo (Nl) Reivindicaciones
Reivindicaciones
Aplicabifidad industrial Relvindicaciones
Relvindicaciones

2. Citas y explicaciones: Véase péigina separada.

1-19

1-19
1-18

s
NO
sl

sl
NO



INFORME PRELIMINAR DE EXAMEN INTERNACI NAL-HOJA SEPARADA
Solicitud internacional No. PCT/DK02/00281

SECCION Il

Las reivindicaciones 17 a 19 se relacionan con materia objeto considerada por esta Autoridad
como cublerta por lo establecido en la Regla 67.1(iv) del PCT. En consecuencia, no se
formulard una opinidn respecto a la aplicabilidad industrial de la materla objeto de dichas
reivindicaciones {Articuto 34(4){a)(l) del PCT).

SECCION V

1) Los documentos estdn numerados deé acuerdo con la secuencia en el informe de
bisqueda.

2) El documenio D1 ya habla dascrito escilalopram enantioméricamente pwo en las
unidades de dosis relvindicadas para el iratamiento de la depresién u obesidad {ver resumen y
las relvindicaciones).

E! documento D2 divulga el uso de escitalopram enantioméricamente puro en les unidades de
dosis relvindicadas para el tratamienio de desdrdenes neurdticos y fobias {( ver las
relvindicaciones).

Por lo tanto, ta materia objato de las relvindicaciones 1 a 18 no es novedosa {Articulo 33(2) del
PCT).

Jd) Pena la evaluacién de las relvindicaciones 17 a 19 de si las mismas saon indusiralmente
aplicables, no existe un criteric unificado en los Estados Coniratantes del PCT. Le
patentablliidad también puede depender de la formulacién de las reivindicaciones. La OEP, por
ejemplo, no raconoce como industriaimente aplicable la materia objeto de las relvindicaciones
dirigides al uso de un compussio en lratamiento médico, pero puede aceptar, sin embargo,
relvindicaciones a un compuesto conocido para un pl"imer uso en tratamianto médico y el uso
ds dicho compuesto para la fabricaciéon de un medicamento para un nuevo ratamientio médico.
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4) La modificacién heche a la pégina 2 ¢s admisible porque I8 nueva pégina 2 representa la
férmula comecta del escitalopram.

COLO 03003-841-006-1
MRE-127



Formula ¥

En la patente de los Estados Unidos No: 4.393.590 se describe el
Escilslopram y un método para su preparacion. También se desciibe la
estoreoselectividad del citalopram, es decir, el inhibidor de la recaptacion de 5-HT
en &l enanlidmero S, y en consecuencia, el efecto antidepresivo potencial de
dicho enantibmero.

WO 103694 se relaciona con el uso del escitalopram en &l tratamiento de
tos trastornos neurdticos,

Ulimamenie se ha encontrado con sorpresa que la presencla de R-
citalopram tiene un impacto negativo sobre el efecto del escitalopram y, en los
estudios farmacolégicos y clinicas, se ha enconirado que el escitalopram es
précticamente més de dos veces més potente que ¢l racemsto. Méds aun, se ha
observado que el escitalopram exhibe un advenimienta de la accidn mas répido
en modolos animales y estudios clinicos que el racemato y otros ISRS, y que
brinda una respuesta méas completa en diversos modelos animales. Por ditimo, los
estudios dinicos han indicado que el escitalopram puede ser un medicamento

gtectivo en el tratamienio de la depresién en pacientes que no responden a los
ISRS convencionales.

E1 mecanismo detrds del sorprendente impacto negativo del enantidmero R
sobre el efecto del enantidmero $ no ha sido diucidado aun. Una explicacion
posible seria que el enantidmero R puede tener influsncla negativa sobre el
irunsporte del enantidmero S sobre 1a barrera sanguinea cerebral. Por otro lado,
el R-citalopram puede transmitir la inhibicidn de realimentacién local de la
liberacion de 5-HT o el enantibmero R puede modular el efecto del enantiémero S.

60
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- Datos de ideniificacion dei soicitante o de la persona que presenta

La solicifud. () {)
Representacion grifica del esquema de irazado () ()
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