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SUPERINTENDENTE DE INDUSTRIA Y COMERCIO
DIVISION DE NUEVAS CREACIONES
E. S D.

— — —

Re: P1.-PHARMACIA & UPJOHN COMPANY.-Solicitud de Patente
de Invencién Fase Naciocnal PCT para "COMPUESTOS PARA
EL TRATAMIENTO DE DESORDENES ADICTIVOS".-Clase

A61K 31/00.-Expediente nimero 02-021.680.-

1. Me refiero a mi memorial de 8 de Julio de 2003.

2. Anexo me permito presentar a usted documento completo del Reporte
de Busqueda Internacional, expedido el 26 de Febrero de 2003,
correspondiente a la solicitud internacional namero PCT/US01/25603,
actualmente en tramite de Fase Nacional en ese despacho, bajo el nimero
de la referencia.

3. Ruego a usted tomar atenta nota de lo anterior y proceder de
conformidad.

Sefior Superintendents,

JOSE ANTONIO LLOREDA
T.P. 10.784
Cédigo 231
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TRATADO DE COOPERACION DE PATENTES %L
, PCT 00347

REPORTE DE BUSQUEDA INTERNACIONAL

{PCT Articulo 18 y Reglas 43 y 44)

. . PARA FUTURAS ver Notificacién o Tranamisién del Reporte de Bilsqueda Internacional
referencia del
T oogey i ecliene Ot | *TACCIONES  (Forma PCT/ISA220) asf como, donde epique, e liem s contiouarién.
Solicitud intemacional No. Fecha de regiatro internecional (dia/mex/zio) Peeha de Prioridad (Primera) (dle/mes/afo}
PCT/US 01/25603 13/08/2001 16/08/2000
Salicitante

PHARMACIA & UPJOHN COMPANY et al.

Este Reporie de Bisqueds Intemnacional ha sido preparado por esta Autoridad de Bisqueda Intemnacionsl y es transmitido al solicitante
segim ¢l Articulo 18. Unas copin senl transmitida a la Oficina Internacional.

Este Reporte de Bisqueda Internacional consts de un tomal de § hojas.
También estd acompafiado de una copia de cads documento técnico anterior cimdo en este reporte.

1. Bases del reporte

1. Respecto al lengoaje, la bisqueda internacional se Hlevd s cabo segin 1a solicitud internacional en el lenguaje en el cusl se present,
a menca que se indique de otro modo en este ftem.

D Ia blsqueda internacional se lievd & cabo segin ka traduccién de la solicitud mternacional proporcionads u esin
Autoridsd (Regla 23.1(b)).

b. Respeclo a una secuencia de keldo nucledtide v/e amino revelado en la solicitud intemacional, la bdsqueds mienacional
3¢ Tlevd a cabo segidn Ia lista de In secuencia:

[] contemido en Ia soticind internacional en forma escrita.

presentada juato con la solicitvd intemacional en forma legible por computador,
proporeionada subsiguientemento s osta Autoridad en forma ascrita.

proporcionada subsiguientemente a esta Autoridad en formm legible por computadar.

se ha proportionado la afirmacidn de que el listado de secuencias escrito proporvinnado subsiguientemente no va mils alld de ks
revelacién en ln solicited imternacional segldn se presentd.

O OO0O0

se ha proporcionado Ia afirmacién de que la informacidn registrada en forma legible por computador s idéntica al listndo de I
secuencia escrita.

2 [X] Clertas reivindicaciones o pudieren localizarse (Ver Casilla I).

3. [X] Faita unidad de tavencisn (ver Casitia m).

4. Respecto al titulo,

DXl &l texto es aprobado segin lo presenta e solicitnte.
Esta Autoridad ha establecido que el texto se lea asi:

5. Respecto sl resumen,

E El texto cs aprobado segin lo presenta ¢l solicitante.
Esta Autoridad ha establecido el t=xto de ecuerdo con I Regla 33.2(b), segiin sparece en el Recuadro II1. El solicitante puede, un
mes despudy de Ia fecha de haber enviado por correo este reporie de bilsqueds intemacional, presentar comentarios a esta Autorided.

6. La figura de los dibujos que se publicard con el resumnen e Ia Figura No.

D corno lo sugirid el solicitante. E Ningma de lns figuras.
parque ¢l solicitante no sugirié ma figura.
pomque esta figum caracteriza mejor & la invencion.

“Forma PCT/ISA/210 (primema hoje) (Julio 1998)



Solicitud internacional No.
REPORTE DE BUSQUEDA INTERNACIONAL PCT/US 01/25603
_ﬂ_F o

Casillal Observaciones donde elertas relvindicaciones faeron inescrutables (Continuacién del Tietn 1 de
In primera hoja)

Este Reporte de Bisqueda Internacional no ha sido establecido respecto a ciertas reivindicaciones bajo el
Articulo 17(2)(a) por las siguientes razones:

1. [ Reivindicaciones Nos.:

porque se relacionan con un asunto que no es necesario que esta Autoridad busque, a saber:

Aunque las reivindicaciones 1-4, 13-25 estin dirigidas a un método de tratamiento del
cuerpo humano/animal, la bisqueda ha sido llevada a cabo y basada en los efectos
alegados del compuesto/composicién.

2. [X] Reivindicaciones Nos.:

porque se relacionan con partes de la solicitud internacional que no cumplen con los requisitos
prescritos hasta tal grado que no se puede llevar a cabo una biisqueda internacional significativa,
especificamente:

ver INFORMACION ADICIONAL hoja PCT/ISA/210

3. [] Reivindicaciones No.:
porque son reivindicaciones dependientes y no estdn disefiadas de acuerdo con la segunda y tercera
oracidn de la Norma 6.4(a).

Casllia II Observaciones donde falta unidad de invencién (Continuacién del Item 2 de la primera hoja)

Esta Autoridad de Bisqueda Internacional encontrd invenciones nmiltiples en esta solicitud internacional, asi:

ver hoja adicional

1. D Puesto que todos los derechoz de bisqueda adicionales requeridos fueron pagados oportunamente por
¢l solicitante, este informe de biisqueda internacional cubre todas las reivindicaciones investigables.

2. EI Puesto que todas las reivindicaciones investigables pudieron investigarse sin esfuerzo que justifique
derechos adicionales, esta Autoridad no solicitd pago de derechos adicionales.

3. D Puesto que sdlo algunos de los derechos de biisqueda adicionales fueron pagados oportunamente por el
solicitante, este informe de hisqueda internacional cubre dnicamente aquellas reivindicaciones para
las cuales se pagaron derechos, especificamente las reivindicaciones Nos.:

4 E El solicitante no pegd oporhmamente los derechos de bilsqueda adicionales requeridos. Por
consiguiente, este informe de bisqueda internacional se restringe a ls invencién mencionada en primer
término en las reivindicaciones; estd cubierto por las reivindicaciones Nos.:

1,13-25 (parcialmente) 2-4

Comentarlo sobre Protesta [_| Los derechos de biisqueda adicianales estuvieron acompafiados por la protesta
del solicitante.

D El pago de los derechos de bisqueda adicionales no estuvo acompafiado por
una protesta.

Farma PCT/ISA/Z10 {continuacion de I primera hoja(1)) Qulio 1998)




Solicitud Internacional No.
PCT/US 01/25603

'

CONTINUACION INFORMACION ADICIONAL DE PCT/ISA/210

Continuacién de la casilla .2

Las presentes reivindicaciones 1-4, 13-24 se refieren a un compuesto/uso definido por
referencia a la siguiente expresién:

sintomas de al menos-un desorden seleccionado de desordenes adictivos, desordenes por el
uso de substancias psicoactivas, desordenes por intoxicacién, desordenes de inhalacién,
adiccidn al alcohol, adiccién al tabaco, y adiccién a la nicotina.

El uso de estos parimetros en el actual contexto se considera que conduce a una carencia de la
claridad dentro del significado del articulo 6 del PCT. Es imposible comparar los parémetros
que el solicitante ha elegido emplear con lo que se estipula en la técnica anterior. La falta de
claridad es tal que es imposible rendir una biisqueda significativa completa (Articulo 6 del

PCT).

La fase inicial de la biisqueda revel$ un gran nimero de documentos relevantes para el tema
de la novedad de la reivindicacion 1. Tantos documentos fueron recopilados que es imposible
determinar que partes de la reivindicacidén se pueden decir que definen 1a materia-objeto para
la cual legitimamente se puede buscar proteccién.

En consecuencia, s¢ ha restringido la bisqueda al uso de compuestos de formula (I) en
relacién a desordenes seleccionados de desordenes adictivos, desordenes por el uso de
substancias psicoactivas, desordenes por intoxicacién, desordenes de inhalacién, adiccién al
alcohol, adiccién al tabaco, y adiccién a la nicotina.

La atencién del solicitante es dirigida al hecho de que las reivindicaciones, o parte de las
reivindicaciones, se refieren a invenciones con respecto a las cuales no se ha establecido
ningyn reporte de biisqueda internacional, no necesitan ser ¢l objeto de un examen preliminar
internacional (Regla 66.1(¢) del PCT). Se informa al solicitante que la politica de la EPO
cuando actiia como Autoridad de Examen Preliminar Internacional es normalmente no llevar
a cabo un examen preliminar en la materia que no ha sido indagada. Este es el caso
independientemente de si son o no modificadas las reivindicaciones después de recibido el
informe de la biisqueda o durante cualquier procedimiento del capitulo II.




Solicitud Internacional No.

PCT/US 01/25603 &
" 00350 34 l

CONTINUACION INFORMACION ADICIONAL DE PCT/ISA/210

Esta Autoridad de Busqueda Intemnacional encontré miltiples (grupos de) invenciones en esta
solicitud internacional, como sigue:

1. Reivindicaciones: 1, 13-25 (parcialmente) 2-4

El uso de una amina heterociclica para la preparacién de un medicamento para el
tratar o eliminar los sintomas de al menos un desorden secleccionado de
desordenes adictivos, desordenes por el uso de substancias psicoactivas,
desordenes por intoxicacidn, desordenes de inhalacién, adiccién al alcohol,
adiccién al tabaco, y adiccién a la nicotina.

2. Reivindicaciones: 1, 13-25 (parcialmente), 5-7

El uso de un fenilazacicloalcano para la preparacién de un medicamento para el
tratar o eliminar los sintomas de al menos un desorden seleccionado de
desordenes adictivos, desordenes por el uso de substancias psicoactivas,
desordenes por intoxicacién, desordenes de inhalacién, adiccién al alcohol,
adiccion al tabaco, y adiccién a la nicotina.

3. Reivindicaciones: 1, 13-25 (parcialmente), 8,9

El uso de una cabergolina para la preparacién de un medicamento para el tratar o
eliminar los sintomas de al menos un desorden seleccionado de desordenes
adictivos, desordenes por el uso de substancias psicoactivas, desordenes por
intoxicacién, desordenes de inhalacién, adiccion al alcohol, ediccién al tabaco, y
adiccién a la nicotina.

4. Reivindicaciones: 1, 13-16 (parcialmente), 10-12

El uso de una amina aromética biciclica para la preparacién de un medicamento
pera el tratar o eliminar los sintomas de al menos un desorden seleccionado de
desordenes adictivos, desordenes por el uso de substancias psicoactivas,
desordenes por intoxicacién, desordenes de inhalacién, adiccién al alcohol,
adiccién al tabaco, y adiccién a la nicotina.




REPORTE DE BUSQUEDA INTERNACIONAL Solicitud Internacionsl No.

' PCT/US 0}356@: 55O

A. CLASIFICACION DE MATERIA OBJETO
IPC7 AG61K31/451 AG61K31/4745 AGIK31/48 AG61K31/496 A61P25/30

A61P25/34
Segin Is Clasificacién de Patente Internacional (IPC) o segiln Ia clasifieacidn nacional y Ia IFC
B. CAMPOS BUSCADOS

Documentacién eninima buscada (sisterns de clasiflcacidn seguido de simbolos de clasificaciiin)

IPC7 A6lK

Documentacién buscada fucra de documentacién minima hasts donde dichos documentos se incluyan en los campos buscados

Base de datos slectrinica consultada dursnie Ia bisqueda internacional (nombre de 1a base de datos y, donde sea prictico, buscar términas usados)

EPO-Inmternacional, MEDLINE, CHEM ABS Dato, EMBASE, BIOSIS, WPI Dato

C. DOCUMENTOS CONSIDERADOS RELEVANTES

Categoris® | Citacion de documento, can indicacién, donde sea apropisdo, de los textos. relevantes Relevante a la reivindicacién No.
X US 6 008 233 A (SINAY TERRY G ET AL) 1
28 de Diciembre de 1999 (1999-12-28)
resumen

columna 2, linea 35-columna 3, linea 52

X |WO 99 24423 A (ELLIOTT MATTHEW JASON; MERCK |1
SHARP & DOHME (GB))

20 de Mayo de 1999 (1999-05-20)
TEsumen

pgina 8, linea 16-pigina 9, linea 26

X WO 99 10339 A (LOWE JOHN ADAMS III; PFIZER PROD INC| 1
(US))

4 de Marzo de 1999 (1999-03-04)
resumen

pégina 4, linea 19-pigina 7, linea 35
pégina 9, linea 13-25; reivindicaciones 1-9

af—
E En el recuadro C se enumenin rexks documentos. E En el anexo se snumeran miembros de la familia de patentes.
© Categorias especiales de documenios citados:
T documento pastarior publicado después de Ia fecha de presentacidn
‘A’ documento que define ¢l estado genera) de la técnica ¢l cual no se internacional o fecha de prioridad y que no estd en conflicto con la
considera de relavancia particulor solicitud pero citado para entender ] principio o teoria que sustenta
la invencidn
‘E' documento anterior pero publicado en o despuds de la fecha de
presentacion internacional X' documento de relevancia particular; [a invencidn reivindicada no
puede considerarse nuava o no puede considerare que comprende
'L’ documento que puede armojar dudas scbre reivindicaciones de un paso inventivo cuando el documento se torma solo
prioridad o que se cita pars establecer la fecha de publicacién de otra
citacién u otra rardn especial (segin se especifica) Y documento de relevancin particular; la invencién reivindicada no
puecde considerarse que comprende un paso inventivo cuando el
‘0" documento que se reflere a una nevelacién oral, uso, exhibicién u documento s combina con uno o mils documentos, siendo dicha
ofroa medioa combinacién obvia para una persons experta en Ia téenica

P documenio publicado antes de Ia fecha de presentacidn internacional ‘&' documento miembro de Is misma familin de patentes
pero después de I fecha de prioridad reivindicada

T-‘e:hldelltemdnuialruldehhhqudﬂnmnhnﬂ Fecha de envio por comreo del reporte de bilsqueda intemacional

26 de Febrero de 2003 19.06.2003

Nombre y direceién de cormeo de Ia ISA Funcionario autorizado
Eurgpesn Putent Office, P. B. 5818 Palentloan 2
NL - 2230 HV Rijswijk A. Jakobs
Tel. (+31-70) 340-2040, Tx. 31 651 cponl,
PFax: (+31-70) 340-3016

Forma PCT/ISA/210 (segumda haja) {Julio 1992)



REPORTE DE BUSQUEDA INTERNACIONAL

PCT/US 01/25603

C. DOCUMENTOS CONSIDERADOS RELEVANTES

Solicitud Internacional No. 35 (

Categoria ®

Citacidn de documentn, con indicacién, dande sca spropiado, de los textos relevantes

Relevante » Ia reivindicacidn No.

X

GARNER, K. J. ET AL: "Anilisis de Ligandos Selectivos de
Receptores D2 y D3 en Ratas Entrenadas para Discriminar Cocaina
de Salina"

PHARMACOLOGY, BIOCHEMISTRY AND BEHAVIOR
(1999), 64(2), 373-378,

XP001148424

€l documento completo

CAINE S B ET AL: "Prueba invitro del receptor-D3 que predice
la disminucién de 1a auto-administracién de cocaina en ratas"
CHEMABS,

XP002168920

resumen

WO 90 15058 A (UPJOHN CO)

13 de Diciembre de 1990 (1990-12-13)
citado en la solicitud

el documento completo

CALON, F. ET AL: "Levodopa o disquinesia por agonista D2 en
monos MPTP: correlacién con los cambios en dopamina y los
receptores GABAA en el complejo striatopallidal”

BRAIN RESEARCH (1995), 680(1,2), 43-52,

XP001148341

el documento completo

1-3,
16-25

14,
13-25

14,
1325

Forma PCT/ ISA /210 (confinuacion de 1a seganda hoje) (Julio 1992)




REPORTE DE BUSQUEDA INTERNACIONAL [ goro o1 e e 352

Documentn de patemte . . v J
citado em el reporte de Fecha de publicacién M“""’“’("“"'f“'“"""’""’“"" ;;;;':“:;n
bisqueda pubticac
US 6008233 A 28-12-1999 AT 215072 T  15-04-2002
AU 710984 B2 07-10-1999
Al 5908496 A 12-03-1997
BG 63678 B1  30-09-2002
BG 102289 A 30-09-1998
BR 9610766 A  1307-1999
CA 2228752 Al 27-02-1997
DE 69620191 D1  02-05-2002
DE 69620191 T2 18-07-2002
DK 843661 T3 22-07-2002
EP 0843661 Al 27-05-1998
IL 122649 A  26-08-2001
JP 10510552 T 13-10-1998
P 3099072 B2 16-10-2000
NO 980574 A  10-02-1998
NZ 309134 A 29-09-1999
PL 325050 Al 06-07-1998
RU 2140910 C1  10-11-1999
SI 843661 T1 30-06-2002
SK 16698 A3 11-06-1999
AP 755 A 02-08-1999
CN 1198739 A 11-11-1998
Ccz 9800390 A3 17-02-1999
ES 2170857 T3  16-08-2002
HR 960372 Al 30-04-1998
HU 9802862 A2 28-04-1999
WO 9707098 Al 27-02-1997
PT 843661 T  31-07-2002
TR 9800208 T1 21-05-1998
WO 9924423 A 20-05-1999 AU 9755498 A  31-05-1999
CA 2309162 Al 20-05-1999
EP 1028957 Al 23-08-2000
wO 9924423 Al  20-05-1999
JP 2001522847 T  20-11-2001
UsS 2002052504 Al 02-05-2002
WO 9910339 A 04-03-1999 AU 8458898 A  16-03-1999
BG 104138 A 30-11-2000
BR 9811555 A  12-09-2000
CN 1268133 T 27-09-2000
EP 1007520 Al 14-06-2000
HR 980470 Al 30-06-1999
HU 0003700 A2 28-10-2001
WO 9910339 Al 04-03-1999
JP 2001514176 T 11-09-2001
NO 20000958 A  14-04-2000
NZ 502281 A  27-09-2002
PL 338987 Al (4-12-2000
SK 1402000 A3 11-07-2000
TR 200000535 T2 21-11-2000
Us 2001049379 Al 06-12-2001
ZA 9807726 A 28-02-2000
WO 9015058 A 13-12-1990 AT 117688 T 15-02-1995
AU 626427 B2 30-07-1992
AU 5743890 A 07-01-1991
CA 2051697 Al 10-12-1990

~Forma PCT/ ISA/ 210 (anexo familis de patentes) (Julio 1952)




REPORTE DE BUSQUEDA INTERNACIONAL

i
Solicitud Internacional Nef) 95’5 4

Informe sobre miembros de familia de patentes PCT/US 01/25603
Documento de patente . -
citado en el reporte de Fecha de publicacién Mieuioro(s) de la familia de patentes Ffbﬁd;n
bisqueda

WO 9015058 A DE 65016430 D1 09-03-1995
DE 69016430 T2 01-06-1995

DK 480939 T3 10-07-1995

EP 0480939 Al 22-04-1992

ES 2067744 T3  01-04-1995

FI 96310 B 29-02-1996

FI 944704 A,B, 07-10-1994

HK 65397 A  23-05-1997

HU 60269 A2 28-08-1992

HU 9500660 A3 28-11-1995

JP 2955358 B2 04-10-1999

JP 4506071 T  22-10-1992

KR 167346 B1 15-01-1999

NO 914827 A  07-02-1992

RU 2023712 C1  30-11-1994

WO 9015058 Al 13-12-1990

Us 5436240 A  2507-1995

uUs 5273975 A  28-12-1993

™ Forma PCT/ ISA/ 210 (anexo familia de patentes) (Julio 1992)
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PATENT COOPERATION TREATY

From the INTERNATIONAL SEARCHING AUTHORITY PCT

To: RECT ?%\f | NOTIFICATION OF TRANSMITTAL OF
MARSHALL, GERSTEIN & BORUN <{VED THE INTERNATIONAL SEARCH REPORT
Attn. Hull » Michael R. ) OR THE DECLARATION

6300 Sears Tower AN 9 312003

233 South Wacker Drive

0025
34

Chicago, IL 60606-6402 | (PCT Rule 44.1)
UNITED STATES OF AMERTCA  MARSHALL GARSTEIN
Date of malling
(dayimonitVysar)  19/06/2003
Applicant's or agent's flle reference
28341/00287 FOR FURTHER ACTION \mnphﬂ and 4 below
Intamational application No. International flling dete
PCT/US 01/ 25603 (daymonttiysar) 13/08/2001
Appicant )
PHARMACIA & UPJOHN COMPANY et al. DOCKETED: \\\\y2

1. m The appiicant is heraby natified that the Intamational Search Report has besn established and Is transmitied herewith.

Flling of amendmernts and staiement undaer Article 19:
The eppiicant ls emitied, i he 30 wishes, 0 amend the claims of the Intemational Applcation (see Fule 48):

When? The time limkt for filing such amendments is normally 2 months from the date of transmittel of the
Intermational Search Report; however, for more details, see the notes on the accompanying sheet.

Where? Directiytothe Imemaiional Bureau of WIPO
34, chemin des Colombettes
1211 Gensva 20, Switzeriand
Fascimile No.: (41-22) 740.14.35

For more detalled instructions, ses the notes on the accompanying sheet.

2 D lcant Ia hereby notified that no International Ssarch Report will be established and that the declaration under
Mbh17(2)(l)bﬂ'lteﬂl=ﬂsnnm herewith.

3. I:I With regard to the protest against payment of (an) additional fea(s) under Rule 40.2, the applicant Is notified that:

D the protest tingether with the decision thareon has been transmitied to the Intemational Bureau togsther with the
applicant's request to forward the texts of both the protest and the declsion thareon to the designated Offices.

D no decision has been matde yet on the protest; the applicant will be notiflad as soon as & decision is made.

4. Further action{s): The epplicant is reminded of the following:

Shortly after 18 months from the priarity date, the intemational application will be published by the Intemetional Bureau.
If the appicant wishes to avold or posipone publication, & notice of withdrawal ol tha intemational application, or of the

priority clalm, must reach the Intsmational Bureau as provided in Rules 80bis.1 and 80biz.3, respectively, before tha
compietion of the technical preparations for imemational publication.

Within 19 months irom the priority date, a demand for intemational preliminary examination must be fiked if the applican
wishes to poatpona the entry into the netional phass until 30 months from the priority date (in some Offices even later).

Within 20 months irom the priority date, the appiicam must perform the prescribed acts for entry info the national phase
before all designated Offices which have not been elected in the demand or in & later electian within 18 mnnlhl from the
priority date or could not be elected becauss they are not bound by Chapter Il

Name and malling addreas of the Imemational Searching Authority | Authorized officer

_ﬂ Eurcpean Patent Office, P.B. 5818 Patentinan 2

NL-2280 HV Rijswijk Sylvia Hermier
Tel. (+31-70) 340-2040, Tx. 31 851 apo nl,
Fax: (+31-70) 340-3018

Form PCTASA/220 (July 1988)



NOTES TO FORM PCT/SA/220 HH }56/

Thesa Notes are intended 1o give ths basic ingtructions concaming the fing of amendments under article 18. The E
Notes are bassd on the requirements of the Patent Cooperation Treaty, the lehﬂomandhAdmm-m inatructions
undar that Treaty. I case of discrepancy batwean these Notea and those requirements, the latter are applicabie. For mora

detuiled information, see alsa the PCT Applicants Guide, a publication of WIPO.

In these Notes, "Article”, "Rule”, and "Section™ refer to the provisions of the PCT, the PCT Regulations and the PCT
Administrative Instructions, ty.

INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19

The appiicant has, after having recsived the Intemational search repost, one opporiunity to amend the claima of the
intsmational appication. it shoukd howsver be emphasized that, since all parts of the Intemnational application (claims,
description and drawings) be amanded during the intemational preliminary sxaminetion procadure, there is usually
no need to file amendments of the clalms under Article 18 axcept whemw, 9.p. the applicant wanis the latter to be published
for the purposas of provisional protection or has ancther reason for amending the ciaims before intemational publication.
Furthermors, it should be emphaslzed that provisional prataction is aveitable in soma States only.

What parie of the Intemnational application may be amended?
Undler Article 19, only the claims may be amanded.

During the intamational phasa, the clalms may also be amended (or further emende) under Articla 34 befora
the Intsmational Preliminary Examining Autharity. The description and drawings may only be amended under
Asticle 34 befara the intarnational Examining Autharity.

lbmcmlnhﬂnmﬂxﬂplme all parts of the intamational application may be amanded under Articie 28
or, where applicable, Aricie

When? Within 2 months from the date of transmiital of the international search raport or 18 months from the priority
date, whichever ime lmit expires later. it should be noted, however, that the amendments will ba considared
as having been recelvad on ime If they are received by the Intemational Bureau after the expiration of the
:gsl":ul;la )Ilma Iimit but before the compistion of the technical preparations for intemational publication

48.1).

Whare not to flle the amendments?

The amendments may only be fied with the intamational Bureau and nct with the receiving Office or the
International Searching Authority (Rule 48.2).

Where a demand for Intemational praliminary examination has besnls filed, see below.

How? Enher by canceffing one or mare entins cleims, by adding one or more new claims or by amending the text of
one or more of the clalms as flled.

A replacement shest must be submitted for each sheet of the claims which, on account of an amendment or
amendments, differs from the sheet originally flled.

Al the claims appesring on & replacement sheet must be numbered In Arabic numerals. Where a claim is
cancsllad, no renumbering of the other claims Is requinsd. in el cases whema claima are renumbered, they must
be renumberad consecutively (Administrative Instructions, Sectian 235(b)).

The amsndments must be made In the language in which the internstionsl appiication is to be published.

What documenis must/may accompany the amendments?
Latter (Section 205(b)):
The amandments must be submitiad with a lefter.

The letter will not be published with the international application and the amended claims. It should not be
confusad wih the “Statement under Article 15(1)" (see below, under "Statemant under Article 18(1)".

The lettar must be In English or French, at the cholcs of the applicant. Howaver, if the [anguage of the
intemational application is English, the lstter must be In English; H the language of the Intermational application
e French, the lettsr must be in Franch.

Nobes t Form PCT/ISA/220 (firet sheet) (July 1988)




NOTES TO FORM PCT/1SA/220 (continued) ﬁ 6

The letier must indicete the diferences between the claims as filed and the claims as amended. It must, in
particular, Indicata, in connection with each claim appearing in the ltamational application (it being understood
that identical Indicationa conceming seversl claime may be grouped).whether

{l) the claim ls unchanged;

{lj) the claim i cancelled;

(ki) the claim Is new;

{w) the clalm replaces one or more claims as filed;

(v} the claim is the result of the division of a claim as filed.

The following sxampies IRustrate the manner in which amendmeants must be explained In the
accompanying letter:

1. [Where originally there were 48 claims and after amendmant of somea claims there are 51]:
*Claims 1 10 28, 31, 32, 34, 35, 37 1o 48 replaced by amended claima bearing the same numbers;
claims 30, 33 and 38 unchanged; new claims 49 to 51 added.”

2. [Where originally there were 15 claims and after amendmant of all claims there amns 11]:
‘Claims 1 1o 15 replacad by amended claims 1 to 11.*

a3 [Whadr:l ml;ilnnllymmwnra 14 chalms and the amendments conaiat In cancalling some clalms and in adding
new claims]:
*Claims 1 to 6 and 14 unchanged; clalms 7 to 13 canceliad; new claims 15, 18 and 17 added." or
"Claims 7 to 13 cancelled; new claims 15, 18 and 17 added; all other ciaima unchangsd.”

4, ere various kinds of amendments are made):
ms 1-10 unchanged; claims 11 to 13, 18 and 10 cancslled; staims 14, 15!nd1lrepllcadtyamardad
claim 14; claim 17 subdivided into amended claims 15, 16 and 17; new claims 20 and 21 added.”

“Statement undsr article 18{1)" (Rule 46.4)

The amendments may ba accompanied by a staternent sxplaining s amendments and indicating any impact
that aud; (ar;)nnﬂmnm might have on the description and the drawmgs (which cannot be emended under
Articie 19(1)).

The statament will be published with the imemational application and the amended claims.
it must be In the Innguage in which the Intemational application |s to be published.
it ust be brief, not exceeding 500 words if in English or if translated into English.

It should not ba confused with and doss not replace the lstter indicat:ng the differences between the claims
as filed and as amended. It must be fllad on B sepamio sheset and must be ideniified as such by a heading,
preferably by using the words "Statement under Article 19(1)."

i may not contaln any disparaging comments on the internatlonal search report or the relevance of cltations
cortalned in that report. Aelerence to chations, relevant to a given clalm, contained in the International search
report may be made only In connection with an amendment of that claim.

Consequsnce H a demand for International preliminary exsminstion has siready been flled

If, at the time of fiing any amendiments and ary accompanying statement, undar Article 19, a demand for
Insmational preliminary examination has already baen submitted, ths epplicant must preferably, at the time of
fikng the amendments (and any atatemant ) with the Intermationsal Burasu, also file with the Intemational
Preliminary Emmlnlng Authority a copy of such amendments (and of any statement) and, whare requined, a
tranalation of auch amendments for the procedure before that Autharity (see Rules 55.3(a) and 822, first
sentance). For further information, see the Notes to the demand form: (PCT/IPEA/401).

Consaguence with regard to translation of the international application for entry into the national phase

The applicant's attenion is drawn to the fact that, upon entry into the national phass, & trarslation of the
clakns as amended under Articte 19 may have to ba fumished to the Jesignated/elected Offices, instead of, or
in addition to, the transiation of the claims as flled.

Eou:m details on the requirements of sach designated/alectad Otfice, sea Volume ! of the PCT Applicant’s
Uioe. ’

Notes to Form PCTASA/220 (second sheet) {July 1908}




PATENT COOPERATION TREATY
| PCT bo35§ 357

INTERNATIONAL SEARCH REPORT

(PCT Article 18 and Rules 43 and 44)
Feoow s | FOR FURTRER, o e o Lot o o oo s
28341/00287 ACTION
Intemational application No. Internationai filing date (daymontivyear) (Eariiest) Priority Data (daymonthvyear)
PCT/US 01/ 25603 13/08/2001 16/08/2000
Applicant

PHARMACIA & UPJOHN COMPANY et al.

This International Search Report has baen prepared by thia Intemational Ssarching Authority and is tranamitted to the applicant
according to Article 18. A copy s baing tranamitted to the Intsmational Bureau.

This intemnational Search Report conslsts of a total of a sheets.
: It s also accompanied by a copy of each prior art document cited In this report.

1. Basis of the reporn
a Whh regard to the language, the international search was camied out on the basis of the Intemational application In the
language In which it was filed, unless ctherwise indicated under this ltem.
D the Intemational ssarch was carried out on the basis of a tranalation of the intemational application fumiahad o this
Authority (Rule 23.1{b)).

b. With regard to any nuclsotide and/or aming acld sequance disclosad In the intemational application, the Intemational search
was caried out on the basis of the sequencs lisiing :

contained in the interational application In written form.

fllad together with the intemational application In computer readable form.
furnishad subsaquently to this Authority In written form.

furnished subsequently to thia Authority In computer readbie form.

the staternant that the aubsequently fumnished written ssquence listing does not go beyond the disclosure in the
International applcation aa filed has bean fumished.

;I'unsmmmmmmo informetion recorded In computer readable form ls identical to the written sequence listing has been
mished

Certain ciaims were found unssarcheble (See Box I}.
Unity of Invention Is lacking (see Box il).

M O 00000

4. With regard 1o the title,
[X] thetextis approved as submitied by the applicant.
[[] thetexthas been estabiished by this Authorily to read as follows:

5. With regard 1o the abstract,

[X] thetextis approved as submitted by the appiicant.
D the taxt has been established, acconding to Rule 38.2(b), by thias Authority as it appears in Box lIl. The applicant may,
within one month from the date of malling of this International search report, submit comments 1o this Authorlty.

’

8. The figure of the drawings to be published with the abstract is Figure No. =
[[] assuggestedby the eppiicant. [X]  None ot the figures.
[C] because the appiicant falled to suggest a figure,
[[] because this figure better charactarizes the inventon.

Form PCTASA/210 (firet sheet) (July 1886)



Imemnational application No. ]
INTERNATIONAL SEARCH REPORT PCT/US 61725603 - op&
00359

Box| Observations where certain ciaime were found unsearchable (Continuation of ltem 1 of first sheet)

This Intamational Search Report has not besn established in reapect of certain claims under Article 17{2){a) for the following reasons:

1. m Clalms Noas.:
becauses they relaie to subjact matter not required to be searched by this Authority, namely:
Although claims 1-4,13-25 are directed to a method of treatment of the

human/animal body, the search has been carried out and based on the alleged
effects of the compound/composition.

2. [X] ciaims Noa.: -

because they relats to parts of the Intemational Application that do not comply with the prescribed requirements to such
an axternt that ne meaningful Intsmational Search can be carrled out, specifically:

see FURTHER INFORMATION sheet PCT/ISA/210

3. D Clalms Nos.:
becausa they are deperndent claims and are not drafted in accordance with the second and third sentances of Rule 8.4{a).

Box il Observations where unity of invention (s lacking (Continuation of itam 2 of first sheet)

This intamational Searching Authority found multiple Inventions in this intsrnational application, as followa:

see additional sheet

1. E] As all required additional search fees were timely pald by the epplicant, this Intemational Ssarch Report covers all
searchable claima.

2. D As all ssarchable claims could be ssarched without effort Justitying an acddltional fee, this Authority did not Invita payment
of any additional fes.

a As only some of the required additional search fees were timely pald by the applicant, this iIntemational Search Report
covers only those claims for which fees were paid, apecifically claima Nos.:

4. III No required additional search fees were timely paid by the applicant. CWM. this Intemational Search Reportis
restricted to the Invention firat mentioned in the claims; it s covared by clalms Nos.:

1,13-25 (partially) 2-4

’

Ramark on Protest DTheddﬂomlmhfmmnamnpaﬂadhyﬁaamlbam‘spm

[:, No protest accompanied the payment of additional search fees.

Form PCTASA/210 (continuation of first sheet (1)) (July 1088)
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intemational Application No. PCT/US 01 /25603

FURTHER INFORMATION CONTINUED FROM PCTASA/ 210

Continuation of Box 1.2

Present claims 1-4,13-24 relate to a compound/use defined by reference to
the following expressions:

symptoms of at least one disorder selected from addictive disorders,
psychoactive substance use disorders, intoxication disorders, inhalation
disorders, alcohol addiction, tobacco addiction, and nicotine addiction.

The use of these parameters in the present context is considered to lead
to a lack of clarity within_the_meaning_of Article 6 PCT. It is
impossible to compare the parameters the applicant has chosen to employ
with what is set out in the prior art. The lack of clarity is such as to
render a meaningful complete search impossible.

The initial phase of the search revealed a very large number of documents
relevant to the issue of novelty of claim 1. So many documents were
retrieved that it is impossible to determine which parts of the claim may
be said to define subject-matter for which protection might legitimately
be sought (Article 6 PCT).

Consequently, the search has been restricted to the use of compounds of
formula (I) in relation to a disorder selected from addictive disorders,
psychoactive substance use disorders, intoxication disorders, inhalation
disorders, alcohol addiction, tobacco addiction, and nicotine addiction.

The applicant's attention is drawn to the fact that claims, or parts of
claims, relating to inventions in respect of which no international
search report has been established need not be the subject of an
international preliminary examination (Rule 66.1(e) PCT). The applicant
is advised that the EPO policy when acting as an International
Preliminary Examining Authority is normally not to carry out a
preliminary examination on matter which has not been searched. This is
the case irrespective of whether or not the claims are amended following
receipt of the search report or during any Chapter II procedure.
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FURTHER INFORMATION CONTINUED FROM  PCTASA/ 21p

This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. Claims: 1,13-25 (partially) 2-4

Use of a heterocyclic amine for the preparation of a
medicament for treating or suppressing the symptoms of at
least one disorder selected from addictive disorders,
psychoactive substance use disorders, intoxication
disorders, inhalation disorders, alcohol addiction, tobacco
addiction, and nicotine addiction.

2. Claims: 1,13-25 (partially), 5-7

Use of a phenylazacycloalkane for the preparation of a
medicament for treating or suppressing the symptoms of at
least one disorder selected from addictive disorders,
psychoactive substance use disorders, intoxication
disorders, inhalation disorders, alcohol addiction, tobacco
addiction, and nicotine addiction.

3. Claims: 1,13-25 (partially), 8,9

Use of a cabergoline for the preparation of a medicament for
treating or suppressing the symptoms of at least one
disorder selected from addictive disorders, psychoactive
substance use disorders, intoxication disorders, inhalation
disorders, alcohol addiction, tobacco addiction, and
nicotine addiction.

4. Claims: 1,13-16 (partially), 16-12

Use of a aromatic bicyclic amine for the preparation of a
medicament for treating or suppressing the symptoms of at
least one disorder selected from addictive disorders,
psychoactive substance use disorders, intoxication
disorders, inhalation disorders, alcohol addiction, tobacco
addiction, and nicotine addiction.




INTERNATIONAL SEARCH REPORT international Application No 3 é

PCT/US ©1/25603
:A[. CLASSIFICATION

PC 7 AOIKIL/ABI ' ADIK31/4745 A61K31/48  AG1K31/496  A61P25/38 _
A61P25/34 to )p 2

According to Intamational Paient Claasification (IPC) or to both national classification and IPC

B. AHELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)

IPC 7 A61K

Documantation ssarched other than minimum documantation 1o the extent that such documeaents are included in the fioids seanched

Electronic data base consutied during the intsmational search (name of data base and, whare practical, ssarch terms used)
EPO-Internal, MEDLINE, CHEM ABS Data, EMBASE, BIOSIS, WPI Data

€. DOCUMENTS CONBIDERED TO BE RELEVANT

Category * | Gitation of documsnt, with indicatian, where appropriate, of the relevant passages Relevant ®o claim No.

X US 6 608 233 A (SINAY TERRY G ET AL) 1
28 December 1999 (1999-12-28)
abstract

colum 2, line 35 -colum 3, line 52
X WO 99 24423 A (ELLIOTT MATTHEW JASON 1
;MERCK SHARP & DOHME (GB))
20 May 1999 (1999-65-20)

abstract
page 8, line 16 -page 9, line 26
X WO 99 10339 A (LOWE JOHN ADAMS III :PFIZER 1
PROD INC (US)) 4 March 1999 (1999-83-04)
abstract

page 4, line 19 -page 7, line 35
page 9, line 13-25; claims 1-9

-/--
m Further documants are Ested In the continuation of box C. E Patont family members are lsted in annex.
o e nem— T et bt e g o e
A" m“g‘lgg’.ml-'lhdh art which s not mranmmnm.#a'mm
"E° sarfer documant but pubiished on or sherthe miemational "X" document of particular relevance; the claimed
filing date camot ba corsidered novel or cannot be conasldered o
“L* documant which throw doubis claim{s) or invaive an irventive step when the document is tokan alone
"""""d'“u"" dute of ancther "Y" document of particular ralevance; the claimed Invention
ofher spacial raamon (as cannot b conaldared 1o invoive an invantive step whan the
'Ummumorlldem. exhibltion or documant is combined with one or more other such docu-
othar Mg maenis, such combination being obvious 1 a parson sidiied
documant published prior 1o the intemationst fling date but inthe arl
latar than the priority dato cialmed "8" documnent member of tha sama patent family
Dute of the actusl compistion of the international search Dats of maling of the intemational search report
19. 06. 2003 ;
26 February 2603
Name and mailing acdress of the I18A Authorizod officer
European Paisnt Office, P.B. 6818 Patentlaan 2
NL - 2280 HV Riswik
;:L.(&'T.’On),m Tx. 316851 sponl, A. JakObs

Form PCTABA/210 (sscond sheet) (July 1902}
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imemational Appiication No
PCT/US 91725603 %Z

.ﬁm DOCUMENTS CONSIDERED TO BE RELEVANT

Categery *

Chiation of documant, with indication, whers approprisis, of the relevan passages

hﬂ‘)ﬁ‘ﬁ

X

GARNER, K. J. ET AL: "Analysis of D2 and
D3 Receptor-Selective Ligands in Rats
Trained to Discriminate Cocaine from
Saline"
PHARMACOLOGY, BIOCHEMISTRY AND BEHAVIOR
(1999), 64(2), 373-378,
XP001148424
the whole document
CAINE S B ET AL: "D3-receptor test in
vitro predicts decreased cocaine
self-administration in rats”
CHENMABS,
XP0a2168926
abstract
WO 90 15058 A (UPJOHN CO)
13 December 1990 {1996-12-13)
cited in the application
the whole document
CALON, F. ET AL: “"Levodopa aor D2 agonist
induced dyskinesia in MPTP monkeys:
correlation with changes in dopamine and
GABAA receptors in the striatopallidal
complex."
BRAIN RESEARCH (1995), 680(1,2), 43-52,
XPe01148341
the whole document

1-3,
16-25

1-4,
13-25

1-4,
13-25

Farm PCTABA210 (continustion of secarsl aheet) Liuly 1082)
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Informstion on paiant family mambere

Patent document Publication Patent family Publication

cliad in search report date mamber(s) date

US 6608233 A 28-12-1999 AT 215872 T 15-04-2002
AU 710984 B2 87-10-1999
Al 5968496 A 12-03-1997
BG 63678 81 30-09-2002
BG 102289 A 30-89-1998
BR 9610766 A 13-07-1999
CA 2228752 Al 27-62-1997
DE 69620191 D1 02-85-2002
DE 69620191 T2 18-07-2002
DK 843661 T3 22-07-2002
EP 8843661 Al 27-05-1998
IL 122649 A 26-08-20601
JP 10510552 T 13-10-1998
JP 3099072 B2 16-10-2000
NO 980574 A 10-82-1998
NZ 309134 A 29-09-1999
PL 325050 Al 06-07-1998
RU 2140910 C1 10-11-1999
S1 843661 T1 30-06-2002
SK 16698 A3 11-06-1999
AP 755 A 02-08-1999
CN 1198739 A 11-11-1998
CZ 9800390 A3 17-02-1999
ES 2170857 T3 16-08-2002
HR 960372 Al 30-04-1998
HU 9802862 A2 28-04-1999
W0 9707098 Al 27-02-1997
PT 843661 T 31-07-2002
TR 98066208 T1 21-05-1998

WO 9924423 A 28-05-1999 AU 9755498 A 31-05-1999
CA 23089162 Al 20-05-1999
EP 1028957 Al 23-08-2000
WO 9924423 Al 20-05-1999
JP 2001522847 T 20-11-2001
US 2002052564 Al 82-05-20802

WO 9916339 A 04-03-1999 AU 8458898 A 16-63-1999
BG 104138 A 30-11-20600
BR 9811555 A 12-69-2008
CN 1268133 T 27-69-2008
EP 1607520 Al 14-06-2000
HR 980470 Al 30-66-1999
HU 0003700 A2 28-10-2061
WO 9910339 Al 04-03-1999
JP 2001514176 T 11-09-2601
NO 20080958 A 14-04-2600
NZ 502281 A 27-09-2002
PL 338987 Al 04-12-2000
SK 1462000 A3 11-07-2000
TR 200000535 T2 21-11-2000
US 2001049379 Al 06-12-2001
ZA 9807726 A 28-02-2000

WO 9015058 A 13-12-1996 AT 117688 T 15-02-1995
AU 626427 B2 30-07-1992
AU 5743890 A 07-01-1991
CA 2051697 Al 10-12-1996
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ched in search report date mamber(s) date
WO 9015658 A DE 69016430 D1 £9-083-1995
DE 69016430 T2 01-66-1995
DK 480939 T3 16-07-1995
EP 0480939 Al 22-64-1992
ES 2067744 T3 01-04-1995
FI 96310 B 29-02-1996
FI 944704 A ,B, 07-16-1994
HK 65397 A 23-05-1997
HU 60269 A2 28-068-1992
HU 9500660 A3 28-11-1995
JP 2955358 B2 04-10-1999
JP 4506071 T 22-10-1992
KR 167346 Bl 15-01-1999
NO 914827 A 07-02-1992
RU 2023712 C1 30-11-1994
Wo 9915058 Al 13-12-19906
us 5436240 A 25-07-1995
us 5273975 A 28-12-1993
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