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Anexos:

Comprobante de pago de la tasa de presentacién de la solicitud por 378.000.00.

Comprobante de pago por reivindicacion de prioridad.

Documento que acredita la existencla y representacion legal cuando el solicitante sea persona juridica.
Poderes, si fuere el caso.

Documento de cesion del Inventor al solicitants o a su causante.

Declaraciones.

Copla de la solicitud internacional. (Resumen, descripcion, relvindicacliones, dibujos)

Traduccion de la solicitud Intemacional al castellano. (Resumen, descripcién, reivindicaciones, dibujos)
Copla del examen preliminar efectuado por la IPEA.

Traduccién del examen prelimingr efectuado por la IPEA.

De ser el caso, copla del contrato de acceso.

De ser el caso, documento que acredite Ia lidencia o autorizacién de uso de conocimientos tradicionales de
las comunidades indigenas.

De ser ol caso, certificado de depésito del material bloldgico.

Arte final 12x12

De ser el caso, [Informacién sobre otras soliciiudes de patente o titulos obtenidos en el extranjero por el

mismo titular o su causante, relacionadas parclal o totalmente con la invencién de esta solicitud.
Otros
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. * Pour brevets, modéles d‘utilits, dessins industriels;

Cofombue »~ A")/

marques - de fabrique, de service, noms
commerciaux, enseignes, slogans, licences.

L
Para  patentes, modelos de utilidad, disefios
industriales, marcas: de fibrica y de sexvido,
gombgtsmma‘dﬂes,muﬁns,lmnsmdﬂs,

REPRESENTACION Y PODER 1G5s
- REPRESENTATION ET POUVOIR ey
Je (nous) soussigné (s)/ Yo (nosotros), abajo o{s) LTk
SANOFI-SYNTHELABO
. . résidant (s) &/domiciliado (s)en _174 Avenue de France,
75013 PartS, FRANCE
r ¢l presente nombramos & EMILIO FERRERO,( 31929; . r cet instrument désigne (ddsignons) EMILIO FERRERO, tpa.
NZALO PERDOMO, tpa. 831; LUZ CLEMENCIA & PAEZ, 5' 929; GONZALO PERDOMO, tpa. 831; LUZ CLEMENCIA DE
tpa. 23555 y GERMAN CAVELIER, tpa. 832, domiciliados en la
arrera 4 72-35, otd, Colombla, en obedecimiento a lo

dispuesto en el parigralo 1° del Articulo 543 del C de
Comercio, el primero como principal y los demés como
suplentes, en su orden, como mis (nuestros) representantea en
t los asuntos de propiedad industrial con facultad

ir notificaciones y nombrar apoderados judiclales o

judiciales. El primer represantinte supiente reemplazari al
principal en caso de ausencia o impedimento temporal o
definitivo de aquél. La misma regla se aplicari cuando el
segundo representante supiente haya de reemplazar al primero,
v el tercero al segundu. En tales casos, ¢l representants
principal, o el primero, 0 segundo suplente, 'en su caso, 0 am
declararin su intencién de no ejércer, la -representaclén
mediante declaracién autenticada por "Notarlo Piblico en
Colombia, o por Notario u otro Funcionario Piiblico, o Cénsul
de Colombia, en el extranjero; y si se tratare de impedimento,
<on el certificndo respectivo. 51 alguno de los nombradas faltare
definitivamente, el siguiente tomard su lugar. Cuando cesare la
ausencia 0 impedimento del representante princll_n.l, o de su
primero o segundo suplentes, en su caso, podran ejercer la
representacién, en su onden, uno u otros segin el caso,
asumiéndola por el solo hecho de ejercerla, tesando en ese
momento el ejerciciv de la representacién por el primero,
segundo o tercer suplente en su caso.

Ademds, confiero (conferimos) poder a los abogados amriba
nombrados, ra obtener la proteccibn de mil (nuestra)
propiedad industrial y contra la competencia desleal, 'n cuyo

efecto autorizo (amos) a los dichos apoderados para que-me
TEOTAS,

( representen ante cualesquiera entidades o

n o no jurisdiccidn, es Imente ante las del orden
administrativo, contencioso-administrativo y judicial, asl como
los tribunales de arbitramento, en todo lo concerniente a los
siguientes asuntos: a) Obtencién de patentes de invencién,
modelos de utilidad y disefios industriales; el registro de marcas
de fibrica, colectivas, defensivas, de servicio, lemas comerciales,
nombres comerciales, ensefias, variedades vegetales
denominaciones de origen; su renovacién, traspaso, cambio de
nombre o domicilio, cancelacién voluntaria; y el registro de
licencins de uso de esos derechos; b) Las acciones de
competencia desleal, proteccidn del consumidor, oposicién,
cancelacion administrativa y judiclal, nulidad, medidas -
cautelares, concesion de licencias, la tutela, la proteccién de
secretos industriales, y en general los juiclos civiles, penales,
administratives 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, edan sustituir este mandato, transigir,
conciliar, admitir los hechos del proceso, desistir, cancelar,
recibir, renunciar, y ratificar los actos de agentes oficic?os.

Signé le/Dado y firmado hoy

+ l'exercice

1

PAEZ, tpa. 23555 ot GERMAN CAVELIER, tpa. 832, domiciliés A
Bogota, Colomble, Carrera 48 N® , conformément au
paragraphe 1 de I'Article 543 du Code de Commerce, l¢ premier
comme principal et les autres comme suppléants, dans leur
ordre, comme (mes) {nos) représentants dans toutes les affaires
concernant ia propridté Industrielle ayant la faculté de recevoir
les notifications et de nommer des mandataires judiciaires ou
extrajudiciaires. Le premier représentant suppléant remplacera
le principal en cas d’absence ou d’empéchement temporaire ou
définitlf de celui-ci. La méme rigle sera appliquée quand il
faudra que le deuxidme représentant suppleant remplace le
premier, ou le troisidme au deuxigme. Dans ces cas, le
représentant principal, ou le premier ou le deuxiéme suppléant
dans leur cas, ou les deux, déclareront leur intention de ne pas
exercer Ia représentation moyennant déclaration par devant
Notaire Public en Colombie, ou par devant Notaire ou tout
autre Fonctionnaire Public ou Consul de Colombie 3 I'étranger;
et o'll sagismait d’empéchement, avec le certificat respectit. 5i
Fun des nommés venait & manquer définitivement, le suivant
prendrait sa place. Quand l'absence ou I'empéchement du
représentant principal, ou de son premier ou second suppiéant
dans leur cas, aurm cessé, 1ls urront exercer leur
représentation dans leur ordre, I'un ou les autres, suivant le cas,
Fassumant par le seul fait de I'exercer, cessant i ce moment-l3
@ la représentation par le premier, deuxitme ou
troisidme suppléant dans leurcas.

P:r nﬂleW
clkavant MMOLING
iété f10-F
g:?elt,,r luﬁfl’l#% '
I'Gli'l'f“‘| nier devanit; toute:
juridiction; nota n
!:ontentidux—nd‘mﬂrﬂ
Tribunmix d’Arbilrage, .pour .
suivantes: a) l'obtention de’ -

T

enselgnesisvariétés.. vég appgliftions d’origine; leur
renotvellement, transfert, c meht de nom ou de domicile,

radiation volontaire, et I'enregistrement des contrals de licence;
b) _les actions de concurrence déloyale, protection du
consommateur, opposition, radlation administrative ou
judiciaire, annulation, contrefagon, licences, tutelle, protection
des secrets industriels,- et les procés civils, Bnaux,
administratlfs ou contentieux-administratifs ayant trait i ces
droits; actions et procts établis par mol (nous) ou contre moi
({nous); et c) afin que pour tou les questions mentionnées
ci-dessus, ils puissent substituer ce pouvoir, transiger, concilier,
admettre les faits du procds, renoncer, et ratifier les actes des
agents officieux ou personnes sans mandat.

07 JUIN 2001 .
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LEGALIZACION ++ . ' LEGALISATION S e
Es necesaria la legalizacién con certificado consulaz.Tobr- la La légalisation consulaire est nécessaire, l¢ Consul certiflant
existencia legal de [a compailfa, que éste ejerce su cbjeto social existence légale des sociétés qul octrolent le pouvoir, I'exercice
que Ja persona que otorga ¢l poaer estf autorizada ello. d'une activité conforme A leur objet social st que la onne
este efecto les solicitamos que muestren al Cénsul E‘prucbn qul octrole le pouvolr est habilitée i le faire. A cet effet Il faut
que acreditan estos hechos. nter au Consul les documents qul prouvent les faits

mentionnés cl-dessus.
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NOTA PARA EL SENOR CONSUL DE COLOMBIA: Segtin los artfculos 65 del C. de P.C. y 480 del C. de Co., ~
si el poderdante es una sociedad, el Sefior Cénsul debe certificar que tuvo a la vista las pruebas de su
existencia, que ejerce su objeto social y que quien confiere el poder es su representante.
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TRADUCCION OFICIAL No. 243/01 DE UN DOCUMENTO ESCRITO EN FRANCES,
EL CUAL PARA SU IDENTIFICACION SE SELLA CON EL SELLO DEL TRADUCTOR.
ESTA ES UNA TRADUCCION OFICIAL EFECTUADA EL DIA 08 DE NOVIEMBRE DEL
ARNO 2001 POR JEAN-JACQUES TURPIN, C.E.: 193849 DE BOGOTA, TRADUCTOR
OFICIAL SEGUN RESOLUCION No. 2680/91 DEL 19 DE DICIEMBRE DE 1991,
EXPEDIDA POR EL MINISTERIO DE JUSTICIA DE COLOMBIA.

Autenticaciones que se hallan a continuacién de un documento de representacion
poder conferido en francés y espaiiol por SANOFI-SYNTHELABO, domiciliada en 174,
Avenue de France, 75013, Paris, Francia y otorgado a los Doctores Emilio Ferrero TPA
31929, Gonzalo Perdomo TPA 831, Luz Clemencia de Paez TPA 23555 y German
Cavelier TPA 832, todos domiciliados en Bogoté, Colombia, Carmera 4 No 72-35.

Dado y firmado el 07 de junio del 2001. Firma ilegible de Elizabeth THOURET-
LEMAITRE (Directora patentes).

Selio: Sanofi-Syntheiabo, 174, Avenue de France, 75013 Paris — 385 030 844 RCS
PARIS.

Legalizacion de la firma de la Sefiora Elizabeth THOURET-LEMAITRE por el Seflor

Koenig, Notario en Paris. Firma ilegible del Notario.
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2. - Hasido firado por el Doctor Koenig

3.- Obrando en calidad de Notario

4. - Con sello de su Notarla
' CERTIFICADO

- EnParis El 12 de septiembre del 2001

Por el Procurador General ante el Tribunal Superior

Bajo el nimero 56961/01 «~
Sello: Tribunal Superior de Paris — Procurador General.

©® ® N o o

Firma ilegible.
Es traduccion fiel y completa de la cual se deja copia en los archivos de esta oficina

para confrontacién y a la cual me remito.

Traduccién oficial No. 243/01 943 /0/
Colo; 12555-803-004-0 AN« B T
Toacctor @ Inkiqprete Oficial
Traductor: Jean-Jacques Turpin. s N 2en |
Bogotd,, D.Gy, 08 de noviembre del afio 2001.
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TRADUCCION OFICIAL No. 245/01 DE UN DOCUMENTO ESCRITO EN FRANCES,
EL CUAL PARA SU IDENTIFICACION SE SELLA CON EL SELLO DEL TRADUCTOR.
ESTA ES UNA TRADUCCION OFICIAL EFECTUADA EL DIA 06 DE NOVIEMBRE DEL
ANO 2001 POR JEAN-JACQUES TURPIN, C.E.: 193848 DE BOGOTA, TRADUCTOR
OFICIAL SEGUN RESOLUCION No. 2680/01 DEL 19 DE DICIEMBRE DE 1891,
EXPEDIDA POR EL MINISTERIO DE JUSTICIA DE COLOMBIA.

SECRETARIADO DEL TRIBUNAL DE PARIS
Cadigo del Secretariado: 7501

Ndmero de referencia : (en blanco)
Ndmero de matricula RCS 173 B 5933

Nombre o denominacién : (en blanco)
Sigla : (en blanco)

Espacio reservado para el secretariado del Tribunai: (en blanco)

REGISTRO DEL COMERCIO Y SOCIEDADES

Matricula: Principal - . segungara«r— - "t
. . euln ND'I'AIH: u;l'mn:ua
inscripcién Complementaria mdlﬁ%ﬂ'@‘é: """“_“' T
7’ f:_-. IR S
Correccién Canedlaclgnu 4 0C

Numero de radicacion en el Secretariado de! Tribunal : (en blanco)

N TA: Los Secretarios de los Tribunales y el Instituto de la Propiedad Industrial estan
obligados, y son los Gnicos habilitados, a expedir a cualquier persona que lo solicite
certificaciones, copias o certificados de las inscripciones llevadas en el registro y actas
depositados en anexo, salvo lo relacionado con las inscripciones canceladas, las cuales
se comunican de acuerdo con las condiciones establecidas por la resolucién (del 24 de
Septiembre de 1984), prevista en el articulo 88 (decreto No. 84-408 del 30 de mayo de
1984, art.67)

e e e 245 /01

JEAN = SACOUES H. TURPIN
Teadackr o Inadrete Oticial
MANCE - ESPAROL
Ras. Michmiicie No. 2480J91




DOCUMENTOS DE PRUEBA : (en blanco)
ACTIVIDADES REGLAMENTADAS (doc. No. 24) : (en blanco)
FECHA de PRESENTACION de los ESTATUTOS : (en blanco)

OBSERVACIONES del SECRETARIO DEL TRIBUNAL : (en blanco)
Sello: Tribunal de Comercio de Paris con fecha del 16 de junio de 1998, No. de

radicacién 118.

La conformidad de las declaraciones adjuntas con los documentos justificativos
presentados en aplicacién de los reglamentos ha sido verificada por el suscrito
Secretario del Tribunal quien luego procedié a la inscripciéon antes sefialada.
FECHA DE LA INSCRIPCION : (en blanco)

Certificado por el Secretario del Tribunal : (en blanco)

Espacio reservado para el Registro Nacional del Comercio y Sociedades: (en

blanco).

CAMARA OFICIAL DE ARTESANOS DE: (en blaqecq‘zw--

0 NOTA ﬂﬁmwwm %

/0% BOGOTA, HAGO CONSTAR GUN LA
Espacio reservado para la Cdmara Oficial de m?\_om? u-"?-"i-%'a?ﬁ'.'&?r:""

Y e Mt

04 0CT 2nnz ,

NUMERO DE GESTION : (en blanco)
NUMERO DE MATRICULARM : (en blanco) w.;'.;;,,b;mm,u ha'- "

HOTAS
hd#nnhmn

NOMBRE O DENOMINACION : (en blanco)

Siren : (en blanco)
s i -0 H5 /61
T o bobrue Ofil
2 RANCES - FSPAROL




-————— =

REPERTORIO DE LAS PROFESIONES
_____ SOLICITUD DE MATRICULA
______INSCRIPCION DE MENCION DE CONYUGE COLABORADOR (tinicamente
para persoﬁas naturales)
_____ DECLARACION DE MODIFICACION
_____ SOLICITUD DE CANCELACION
______CANCELACION DE MENCION DE CONYUGE COLABORADOR (iinicamente

para personas naturales)
CURSO DE INICIACION A LA GESTION (articulo 2 de |a ley del 23/12/82)
Certificacion - fecha de expedicién : (en blanco)
Dispensa - motivo de la dispensa : {en blanco)

DOCUMENTOS DE PRUEBA : (en blanco)

en caso de DECISION del PRESIDENTE de la CAMARA OFICIAL DE ARTESANOS

(articulo 11 del Decreto del 10/06/83)

Fecha de presentacion de la solicitud : (en bl nco)
. ,E‘I m Hmo IETO DMy el-;um
Solicitud de informaciones adicionales :( DH GoM e arrance

auEHE 'rllnnm\ STA

. . : . _ E exrag e
Presentaci6n de las informaciones solicitadas . fbﬁ‘ru:g Vﬁ RS
T
Fecha limite de la decisién del Presidente : n,ﬂéﬁgg)\xﬁxr:ﬂv:%

JUAN IANI.IEL Bﬂ'l I:HO NEDINA




S

DECISION DEL PRESIDENTE:
Acta No.: (en blanco), con fecha del (en blanco)
Acordado Negado

en caso de PRESENTACION en COMISION del REPERTORIO DE LAS
PROFESIONES (articulos 12 y 13 del Decreto del 10/06/83)

Fecha de transmision a la Comision de Repertorio : (en blanco)

Fecha de la notificacion : (en blanco)

Pago del impuesto : (en blanco) en F.

__ efectivo ______ cheque bancario ______ cheque postal
Referencia del Registro con talonario : (en blanco)

Fijacidn en cartelera: del (en blanco) al (en blanco)

Se verificé bajo nuestra responsabilidad la conformidad de las declaraci nes

adjuntas con base en los documentos justificativos presentados en aplicacién de

los reglamentos.
FECHA DE LA INSCRIPCION ) : (en blanco)
El Presidente de la Cdmara Oficial de Artesanos : (en blanco)
I TR s
£ i e
lll.ll NR TllIN A LA v
Espacio reservado al instituto Nacional de la Pro edad’ q‘fd% I larico)

I

JUAtN
i: HANUEL g5 |.'10 HEﬁIHA

hhuw.fﬁ’f.l -
v 245 /6

JEAN = JACOUES H. TURPIN
Teaducior @ insirprele Oficial
4 MRANCOS - ESPAROL




Declaracién presentada en el CFE el: (en blanc_;o)
DECLARACION DE CESACION TOTAL DE ACTIVIDAD

CIERRE DE LA LIQUIDACION -

CN_X o SI.N . SOLICITUD DE CANCELACION EN EL RCS
NUMERO(S) DE LA MATRICULA PRINCIPAL

RCS 732 059 332 R.C.S. PARIS (1973B5933)

73 B 5933

PERSONA JURIDICA: G7550 974563 7

M GUIDABEFHJKT

N° de paginas adicionales adjuntas: (en blanco)

DENOMINACION: SANOF!| SIGLA : (en blanco)

SEDE: DIRECCION incluyendo si hay lugar LA IDENTIDAD DEL DOMICILIARIO:

174, AVENUE DE FRANCE 75013 PARIS

N° SIRET: (en blanco)

FORMA JURIDICA: SA

PRINCIPALES ACTIVIDADES DE LA EMPRESA: TOMA DE PARTICIPACIONES EN

CUALQUIER SOCIEDAD O EMPRESA EN EL CAMPaOg& mﬂﬁel_“ﬂ%';w

NUMERO DE ASALARIADOS: 1176 pro ?&Tﬁ%‘%’&u‘ﬁq

@’F‘ﬁs}‘kﬂ-‘!ﬂ-““'-‘ AR
et 04 0CT 2007 Msx

32 AR

CESACION TOTAL DE LA ACTIVIDAD de Ia enmresa“mglgér Iq_f%ch 16/D5/§999

TERO MEDINA

, indicar la fecha: 18/05/1999

imadocclén Oficial No. -245/0'/
SEAN - JACCNES L TURPIN
5 Tendeckor @ Insirprote Oficial
RANGE - ESPAROL
Rew. Miciesicie No. 258091



Personas jurldicas que participaron en la operacién (Denominacién, forma juridica,
direccion de la sede, n° RCS):

SANOFI| - SYNTHELA.BO - 174, AVENUE DE FRANCE, 75013 PARIS

RCS PARIS 385 030 844

PA 2815199

En caso de SUPRESION de la SEDE de la empresa: (en blanco)
En caso de cesaci6n total de empleo de cualquier asalariado, indicar la fecha: (en
blanco)

FECHA de fin de explotacién: 18/05/1999

Indicar el DESTINO:

Desaparicién venta aportacioén

puesta en alquiler gerencia retoma por parte del propietario
X __ Otros (precisar)
FUSION ABSORCION CON EFECTO RETROACTIVO AL 01/01/1999

Identidad del BENEFICIARIO: SANOFI - SYNTHELABQ =174 -AVENUE DE FRANCE

75013 PARIS — RCS PARIS 395 030 844 E"'“‘“«:‘.‘..".?'r.'ﬁ'.'?.:?&':&':“
#1708 007 308 4

o -nl'\n-_..
rl'“ :*?a' .‘-.

Lugar principal de explotacién de la empresa: {en blanco)“,, whinet aof 'l

Oficina de recaudo de impuestos donde se presentaron ias ultlmas Heclh de

resultados y del IVA: (en blanco)

3
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JEAN = JACOUES H. TURPIN
Teaductor @ Intiprete Oficial
6 MRANCES - ESPAROL
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‘REBA .

Si es el caso, REFERENCIAS DE LOS ESTABLECIMIENTOS (diferentes a la sede)
SUPRIMIDOS CON OCASION DE ESTA DECLARACION:

ESTABLECIMIENTO: _DIRECCI('JN: (en blanco)

N° de SIRET: (en blanco)

En caso de cesacion total de empleo de cualquier asalariado, indicar la fecha: (en
blanco)

Indicar el DESTINO:

Desaparicion venta aportacion
puesta en alquiler gerencia retoma por parte del propietario
Otros (precisar)

Identidad del BENEFICIARIO: (en blanco)

DIRECCION PERMANENTE para la correspondencia: 174, AVENUE DE FRANCE
75013 PARIS

EL SUSCRITO "LES PETITES AFFICHES" (LM) 2, RUE MONTESQUIEU, 75001

PARIS solicita que el presente documento constituya una solicitud de INSCRIPCION:

- MODIFICATIVA en el RCS X ,enelRM _g7=2ve mfm:t':::qn el

'S ox BOGOTA, HAGOD COwSTAR OUB L4
FOTOCOMIA COINCION COM BL DR
ﬁ QUN HE TEMIDO A LA ¥isTA

Y
picst. 04 00
-de CANCELACIONenelRCS _____ RM____ [!SA_,_.,,__;! _

W . 7.
y LI
!i:"-"- Ry, b

y una declaracién a los Servicios Fiscales, Organismos.dekSegui, SEtRlSANSEE v si
e :

v
lt.

ITARIO

MW‘ e
es o deja de ser EMPLEADOR, en la Inspeccién del Trabajo y en el ASSEDIC.

y/d

Dado en (ilegibie), el (ilegible). Firma ilegibie.
s oo e 75 /o1
7 Tindackr @ hum:- Oficial
RANCES - ESPAROL
Ras. Missicia No. 2530191
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Sello: Copia certificada en el RNCS de Lille, con fecha del 31/07/01. Por el Director
General del INPI, firma ilegible del Jefe de Departamento.

Sello: Instituto Nacional de la Propiedad Industrial - Republica Francesa.

Sello: Ministerio de Economia, Hacienda e Industria - Instituto Nacionail de la Propiedad

Industrial = Repfiblica Francesa.

APOSTILLA

(Convencidn de La Haya del 5 de octubr%?ﬂ) ;
DE e, A
1.  Republica Francesa EE §§ 5%
. == o 25
El presents acta pablico %%%E _: E%
2.  Ha sido firmado por el funcionario encargado ZAme — g

. ."”:-F- rm —

3. Actuando en calidad funcionario encargado

i

4, Con sello del INPI

- r~ =
Certificado on B %
5. EnParis 6.  El12 de septiembre del 2001 ﬁ%é Z=
m —
. = - m
7. Porel Procurador General ante el Tribunal Superior == E&
8.  Bajo el namero 568311014 S2 5 2
T ST e RCT -
9.  Sello/estampilla: Tribunal Superiorde Rans wbRcala aRBpublic Francesa.
FOTOCOPIA COSNLIDE CON EL 1G]
10. Fimailegible. !_- ,ﬁ 04 0CT : g:\

LY

Es traduccién fiel y completa de la cual ‘éeﬂde;aiqbpla .""ps_;:'q chivos de esta oficina
para confrontacion y a la cual me remio. -« JuiN MANUEL BOTERD MEDLA

Traduccién oficial No. 245/01 Samcsicn, W bt 45 /@/
COLO: 12555-803-004-0 ﬂlﬂm ot-:l 11"; .
Traductor: Jean-Jacques Turpin. T-*;‘mm,m . Ofs
Bogota, D.C., 08 de noviembre del 2001 PANGES - esmgth I
Rew. Minjusicia No. 2580591

ova—
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WO 01/77108 Al

Gw&"—)’»’é{_

(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT) / é

(19) World Intellectual Property Organization
International Burcau

(43) International Publication Date
18 October 2001 (18.10.2001)

PCT

(10) International Publication Number

WO 01/77108 Al

(51) International Patent Classification’:
AS1K 31/425, ASIP 1700, 2500

Co7D 417112,

(21} International Application Number: PCT/HU01/00039

(22) International Filing Date: 4 April 2001 (04.04.2001)
(25) Filing Language: English
(26) Publleation Language: English
(30) Priority Data:

P 0001417 7 April 2000 (07.04.2000) HU

{71) Applicant (for ali designated Stores excepr USk
SANOFI-SYNTHELABO [FR/FR]: 174, sverue de
France, F-75013 Paris (FR).

(72) Inventors; and

(75) laventors/Applicants (for US only): HERMECZ,
Istvin J): Molnér u. 52, H-1056 Budapest (HU).
HORVATH, Agnes [HU/HU]; Budenz 1. 3(Va, H-1021
Budapest (HU). KISS, Gyuliné (HU/HUJ; Ajissi Direr
sor 3ib, H-1146 Budapest (HU). MORVHI, Mik-
I6s [HUHU); Zsik u. 11.. H-21456 Mogyorsd (HU).
PODANY1, Beofimin [HU/HU]; Kazinezy u. 29, H-2120
Dupakeszi (HU). SIMON, Kfimin ; Ratkéc
u. 9, H-1118 Budapest (HU). SIPOK, Judit [HUMHUJ;
Sifriny u. 40, H-1116 Budapest ('!-l'U). SMELKONE

ESEK, Agou [HUMHU); i u. 9a H-1028
Budspest (HU). SZABO, mumu] Berzeviczy
G. u. 5/B, H-1042 Budspest (HU). VASVARL Arpédué
[HU/HUJ: Goldmark K. u. 33, H-1122 Budapest (HU).

(74) Agent: SANOFI-SYNTHELABO; Dr. Gyorgy Mihdlyi
and Katalin Mérmarosi, T8 u. 1-5., H-1045 Budapesi (HU).

(81) Desiguated States (mational): AE. AG, AL. AM, AT. AU,
AZ, BA, BB.BG, BR. BY. BZ. CA.CH, .cd.cn.cu
CZ. DE. DK. DM. DZ. EE, ES, F1, GB, GD>GE7GH, GM,
HR, HU. ID, IL. IN. IS, JP. KE. KG. KP, KR, KZ, LC. LK.
LR. LS. LT, LU, LV. MA. MD, MG, MK, MN, MW, MX.
MZ, NO. NZ, PL. PT, RO, RU, 5D, SE, SG, SI. SK. SL,
T). T™M, TR. TT. TZ. UA, UG, US, UZ. VN, YU, ZA, ZW.

(84) Designated States (regionalj: ARIPO patent (GH, GM.
KE. LS, MW, MZ_ 8D, SL. S2, TZ, UG, ZW), Eurasisn
patent (AM, AZ BY KG, K2, MD, RU, T], TM), Europcan
patent (AT, BE, CH, CY, DE, DK, ES, FL. FR, GB, GR. IE.
IT, LU, MC, NL, FT, SE. TR), OAPI patent (BF., BJ, CF,
CG. CI. CM. GA. GN, GW, ML, MR, NE, SN, TD, TG).

Published:
with inernational search report

For nwo-letter codes and other abbreviations, refer 1o the “Guid-
ance Notes on Codes and Abbreviations” appearing al the begin-
ning of each regular issue of the PCT Gazente.

(54) Title: THERAPEUTICALLY USEFUL NEW SALTS OF CCK INHIBITORS, PROCESS FOR THE PREPARATION
THEREOF AND PHARMACEUTICAL PREPARATIONS CONTAINING THEM

H -CH,
- 1}-& L
1 OE 5
Cl
~0

3

X

(57) Abstract: Namdummm.m.mmﬂmwumpdmmxmm

ethanolamine, diethanolamine or diethylamine.
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INTERNATIONAL SEARCH REPORT

1

.  atlonal Applcstion Ne
PCT/HU 01/00039

A. CLASSIFICATION OF SU

MATTER
IPC c07D417 12 A61K31/425

A61P1/00

A61P25/00

Actording 1o International Patent Classificaron {IPC) or 10 both nalional classiiication and IPC

B, FIELDS SEARCHED

Minkmasm documentation
IPC 7 CO7D

ssarchad (classication systam folowed by classheaion symbois)
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EPO-Internal, WPI Data, PAJ
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C. DOCUNENTS CONSIDERED TO BE RELEVANT

Catsgory * | Chahon of document, wih indicaion, whnsrs Rppropnats, of thi Irplvant passags

Ralgvam 16 clalm Na,

A WO 99 15525 A (SANOFI)

1 April 1999 (1999-04-01)
cited in the application
claims; example 5

1~11

D Further documents are listec in the contmuation of box C.

E Patent amily members are sted Iy annex,

* Special categonas of ated documanis :

'A' documant defining the ral sinta of tha art which Is not
mmudpﬁ'.;wum

e I’I-:rmlnl but publishad on or aftar the imemationat

L which dauli clairmi(s)
R 1 Chlt S ewanASh (e pabCHon GLis Of axthar
dlhnnrmlpldllruﬂl(n specilnd)
'C’" documant referring to an ol disclosure, use, exhibxbon or
othar means

P dotu international
LR s W con

™ uurwmmpw-mrm intemational @
or priorily cale and net In contiict with the Il.l
mdmmunpﬂndmwﬂmq underiying tha

> mdwnﬂrnﬁnm the claimad Invention
be consiciersd noveld

or cannot be conaliersd 10
hmmnunﬂnmmmmmh takan alons

*¥Y" documant of particutar relevance: the ciaimed invendion
cannai ba considered 10 involve an inventive siap when the
document s combinad with ona or mom ather such docy—
i‘mm .:nmmhmmbl pursoh sidisd

[ ]

*&" documani mumber of the same patert family

Oute of the actual compistion of (he inlemational saarch

Dasa of maiing of I intemational saarch repost

26 June 2001 06/07/2001
Nama and maiing address of the ISA Authorizd officer
Eurcpaan Patent ONfica, P.B. 5818 Palantinan 2
#L(o%fmﬂxvao-m T 31 851 nl
Fax (+31-70) 340-301 e Helps, I

Form PGTASA/Z10 (swcond shest] (huy 1983)
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information on patent lamily rembars

w  stional Application No
PCT/HU 01/00039

Patent documant Publication . Pamnt family Publication
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W0 9915525 A 01-04-1999 FR 2768737 A 26-03-1999
FR 2777887 A 29-10-1999
Al 9170598 A 12-04-1999
BR 9812653 A 22-08-2000
CN 1276790 T 13-12-2000
EP 1017693 A 12-07-2000
HR 20000153 A 30-04-2001
NO 20001409 A 16-05-2000
PL 339292 A 04-12-2000
ZA 9807961 A 07-04-1999

Fem PCTASAZ10 {patent tamcdly arnex} Luly 1002)
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"E’ sarSiar document but published on or sfier the intemational
filing date
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0" documant referring to an ored disclosure. uss, axhibdion or
other maans

docznent published o the inlamational flling dals buf
mrmmmﬁm " '

“‘T* later documan publiished aftar the intarnational date
or prionty dale and not in conflici with the appication but
wuwmm«m unasrying the

‘X° documant of paricular relevance: the ctaimed brention
cannot be consicarad noval or canndt ba conaicersd 1o
Invoive an inventive step when the doamment is imken alons

‘Y documant of paiculer relevance: tha claimed kwantion
cannol ba congidared [0 INvolve An imentive siep when the
docizmant is combined with one or more other such docu—
mﬁnmnmmbl parson sidied

‘4" document mamber of the sarne patent famlly

Daia of tha actual completion of (he intamational saarch Dats of madng of the Intamational saarch repor
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WO 01/77108 Al

(19) World Intellectual Property Organization
International Burean

(43) International Pablication Date
18 October 200! (18.10.2001)

PCT

C_r.al-ed"‘}s/fq .

(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)

3 0 O T A A

(10) International Publication Number

WO 01/77108 Al

(51) International Patent Classifieation™
AG1K 31/425, ASIP 1/00, 25/00

CO7D 417/12.

(21) International Application Number: PCT/HU0IA0039

(22) Internationsl Filing Date: 4 April 2001 (04.04.2001)
(25) Fliing Language: English
{26) Publication Language: English

(30) Priority Data:

P 0001417 7 April 2000 (07.04.2000) HU

(71) Applicant (for all designated States excepy US):
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THERAPEUTICALLY USEFUL NEW SALTS OF CCK INHIBITORS. PROCESS FOR THE PREPARATION

10

THEREOF AND PHARMACEUTICAL PREPARATIONS CONTAINING THEM

The invention :"elate-s 1o the therapeutically useful new salts of the general formula
(I) (Figure 1). their solvates, polymorphs and pseudopolymorphs. to the process
for the preparation thereof and to the pharmaceutical preparations containing them.
wherein in the formula

X means ethanolamine, dicthanolamine or diethylamine.

The compound of the formula (IT) (Figure 2) is a cholecystokinin A (CCK-
A) agonist. which can be used for the treatment of the disorders of the
gastrointestinal system. and of the central nervous system.

The following salts of the compound of the formula (II) and the processes for
their preparation are described in  publication WO 99/15525: salt with
trifluoroacetic acid, salt with hvdrochloric acid, mono- and di-sodium salts. mono-
and di-potassium salts. The salt with trifluoroacetic acid and its hydrate, because of
the strong toxicity of the trifluoroacetic acid, are not suitable for therapeutic use.
The composition of the salt with hydrochioric acid is not stochiometrie, it is not
reproducible.

The mono- and di-sodium salts, as well as the mono- and di-potassium salts
and their hydrates are highly hygroscopic and chemically not stable compounds.
namely the compound of the formula (II) decomposes at the amide bond giving rise
to decomposition products of formulae (TV) (Figure 6) and (V) (Figure 7).

The subjects of the present invention, the therapeutically applicable new salts
of the general formula (I) and their solvates, polymorphs and pseudopolvmorphs.
wherein in the formula X has the meaning as given above. with special regards to
the ethanojamine salt and its solvates, are chemically stable, non-hygroscopic and

their preparation is well reproducible.

Preparation of the subjects of the present invention, the therapeuticallv
applicable new salts of the general formula (I) and their solvates, polvmorphs and

pseudopolymorphs is carried out by reacting the 2-[[[4-(4-chloro-2.5-
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2
dimethoxyphenyl)-S-(2-cyclohexyleth_vl)-i-l.hiazolyl]amino]carbon_vl]—5,7-
dimethyl-1H-indol-1-acetic acid of the formula (II) with the ethanolamine of the
formula (II1a) (Figl_lre 3) or the diethanolamine of the formula (I1Ib) (Figure 4) or
the diethylamine of the formula (IIIc) (Figure 5).

The compounds (IIIa), (IIIb) or (ITic) are preferably applied in an excess of
1,2-1,5 equivalents. The reaction is preferably carried out in protic solvents, at a
temperature berween 40-100°C, preferably at the boiling point of the solvent. As for
protic solvents preferably ethanol, acetonitrile or ethanol-water mixture can be
applied.

The therapeutically applicable new salts of the general formula (I) and their
solvates, polymorphs and pseudopolymorphs of the present invention are
cholecystokinin A (CCK-A) agonists, which can be used for the treatment of the
disorders of the gastrointestinal system, and of the central nervous system.

The agonistic effect of the compound according to the present invention was
investigated as described in the publication W0/99/15525 by investigating its effect
on emptying the stomac, on rat, p.0o. We have found that the EDs, value, 34 ng/kg
p-0, is in the same order as the EDjsp value of the trifluoroacetic acid salt and of the

potassium salt.

A further subject of the present invention are pharmaceutical preparations
containing the salts of the general formula (I), their solvates, polvmorphs and
pseudopolymorphs, as active ingredients.

The pharmaceutical preparations according to the present invention, beside
thg. active ingredients, may contain the usual pharmaceutical excipients and may be
formulated as oral, sublingual, subcutan, intramuscular, intravenous, topical,
intratracheal, intra-vasal, transdermal, rectal, intraocuiar, etc drug products.

The daily dose may be 0.01-50 mg bodyweight kg/day depending on the
severity of the illness, on the sex and weight of the patient.

Further details of the invention are demonstrated by the following examples

without limiting the invention to the examples.
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3
EXAMPLES

1. Preparation of 2-[[[4-(4-chloro-2,5-dimethoxyphenyl)-5-(2-
cyclohexylethyl)-2-thiazolylJamino]carbonyl})-3,7-dimethyl-1H-indol-1-
acetic acid ethanolamine salt

6474 g (1.060 mol) of 2-[[[4-(4-chloro-2,5-dimethoxyphenyl)-5-(2-

cyclohexylethyl)-2-thiazolylJamino]carbonyl]}-5,7-dimethyl-1H-indol-1-acetic acid
and 7000 cm® of ethanol are mixed and the resulting suspension is heated to 72 °C.
Then 95.3 cm® (97.2 g = 1.592 mol) of 2-aminoethanol are added to the suspension.
The reaction mixture is heated to reflux temperature and refluxed for 30 minutes.
The resulting pale yellow suspension is aliowed to cool to room temperature, under
stirring. The crystals are filtered off, washed with ethanol, dried in vacuum drying
cupboard at 60-65 °C.

Product: 694.6 g white crystals of the title compound, mp: 208-210 °C.

2. Preparation of 2-[[[4-(4-chloro-2,5-dimethoxyphenyl)-5-(2-
cyclohexylethyl)-2-thiazolyl]Jamino]carbonyl]-5,7-dimethyi-1H-indol-1-
acetic acid diethanolamine salt

122 g (2 mmol) of 2-[[[4-(4-chloro-2,5-dimethoxyphenyl)-5-(2-

cyclohexylethyl)-z-tl;iazolyl]amino]carbonyl]—S,7-dimethyl- 1 H-indol-1-acetic acid
and 18 cm? of ethanol are mixed and the resulting suspension is heated to 70-75 °C
and 0.4 cm® (4 mmol) of diethanolamine are added to the suspension. The mixture
is refluxed for 20 minutes. The resulting pale yellow suspension is allowed to cool
to room temperature, under stirring. After cooling the crystals are filtered off,
washed with ethanol, then with di-isopropy! ether.

Product: 1.29 g white crystals of the title compound, mp: 215.5-216.5 °C.
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4 .
3. Preparation of 2-[[[4-(4-chloro-2,5-dimethoxyphenyl)-5-(2-

cyclohexylethyl)-2-thiazolyllamino]carbonyl]-3,7-dimethyl-1 A-indol-1-
acetic acid diethylamine salt
1.22 g .(2 mmol) of 2-[[[4-(4-chloro-2,5-dimethoxyphenyl)-5-(2-

cyclohexylethyl)-2-thiazolyljaminojcarbonyl]-5,7-dimethyl-1H-indol-1-acetic acid
and 12 cm® of acetonitrile are mixed, the resulting suspension is heated to 50 °C
and 0.62 cm® (4 mmol) of diethylamine are added to it. The mixture is stirred at 50
°C for 20 minutes. The pale yellow suspension is allowed to cool to room
temperature, under stirring. After cooling the crystals are filtered off, washed with
acetonitrile, then with di-isopropy! ether.
Product: 1.28 g white crystals of the title compound, mp: 209.4 - 210.7 °C.

4, Preparation of 2-{{[4-(4-chloro-2,5-dimethoxyphenyl)-5-(2-
cyclohexylethyl)-2-thiazolylJamino]carbonyl]-5,7-dimethyl-1H-indol-1-
acetic acid ethanolamine monohydrate salt

5 g (82 mmol) of 2-[[[4-(4-chloro-2,5-dimethoxyphenyl)-5-(2-

cyclohexylethyl)-2-thiazolyl]Jamino]carbonyl]-5,7-dimethyl-14-indol-1-acetic acid
are added to the mixture of 45 cm® of 96 % ethanol and 30 cm® of water. The
resulting suspension is heated to 82 °C, then 0.74 cm’ (13.2 mmol) of
ethanolamine are added to it. :I'hc mixture is refluxed for 15 minutes. The pale
yellow suspension is allowed to cool to room temperature, under stirring. The
crystals are filtered off, washed with 96 % ethanol.

Product: 5 g white crystals-of the title compound, mp: 166-167 / 198-201 °C.
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What we claim is:

1) New salts of 1_:he general formula (I), their solvates, polymorphs and pseudo
polymorphs
—wherein X stands for ethanolamine, diethanolamine or diethylamine -.

2) 2-[[[4-(4-chloro-2,5-dimethoxy-phenyl)-5-(2-cyclohexyl-ethyl)-2-
thiazolylJamino]carbonyl}-5,7-diethyl-14-indol-1-acetic acid ethanolamine salt,
its solvates, polymorphs and pseudopolyvmorphs.

3) Process for the preparation of the new salts of the general formula (I), their
solvates, polymorphs and pseudopolymorphs —wherein X stands {or
ethanolamine, diethanolamine or diethylamine - ,characterized by reacting 2-
[[[4-(4-chloro-2,5-dimethoxy-phenyl)-5-(2-cyclohexyl-ethyl)-2-
thiazolyl]Jaminojcarbonyl]-5,7-diethyl-1F-indol-1-acetic acid of the formula (II)
with ethanolamine of the formula (IIIa), or diethanolamine of the formula (IIIb)
or diethylamine of the formula (IIIc).

4) Process according to claim 3 characterized by using the compounds of the
formulaes (I1Ia), (ITIb) or (ITlc) in an excess of 1,2-1,5.

5) Process according to claims 3 and 4 characterized by carrying out the reaction in
a protic solvent. .

6) Process according to claim 5 characterized by using as protic solvent ethanol,
acetonitrile or an ethanol-water mixture.

7) Process according to claims 3 to 6 characterized by carrying out the reaction at
the boiling point of the solvent.

8) Pharmaceutical composition containing as active ingredient a new salt of the
general formula (]), its solvates, polymorphs or pseudopolymorphs —wherein X
stands for ethanolamine, diethanolamine or diethylamine -.

9) Pharmaceutical composition according to claim 8 containing as active ingredient
2-{[[4-(4-chloro-2,5-dimethoxy-pheny!)-5-(2-cyclohexyl-ethyl)-2-
thiazolyl]amino]carbonyl}-5,7-diethyl-1H-indol-1-acetic acid ethanolamine salt,
its solvates, polymorphs or pseudopolymorphs.

2
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10)Use of the pharmaceutically acceptabfe new salts of the general formula (1), its '
. solvates, polymorphs or pseudopolymorphs —wherein X stands for
ethanolamine, diethanolamine or dicthylamine -.for the preparation of
pharmaceutical compositions suitable for the treatment of the disorders of the
gastrointestinal or central nervous systems.
11)Method of treatment of the disorders of the gastrointestinal or central nervous
systems using an effective amount of a new salt of the general formula (), its

solvates, polymorphs or pseudopolymorphs —wherein X stands for
ethanolamine, diethanolamine or diethylamine-.
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The applicant is hereby notified thal this International Preliminary Examining Authority transmits herewlth the international
preliminary examination report and its annexes, if any, established on the international applieation.

A cop g{r the report and its annexes, if wny, iz being transmitted to the International Buresu for communication to all the
e ices.

Where required by any of the elected Offices, the International Buresu will prepare an English translation of the report (but
not of any annexes) and will transmit such transiation to those Offices. P report (b

REMINDER

The applicant must enter the national phase before each elected Office by performing certain aris (filing transiations and
paying national feex) within 30 months from the pricrity date (or lazer in some Officex){Ardcle 39(1))(see also the reminder
went by the Internazional Buresu with Form PCIIIIBBOI).

Where & translation of the international spplication must be furnished to an elected Office, that transiation mus contain &
uansimion of any sanexes to the international preliminary examination report It Is the applicant’s responsibility to prepare
and furnish such wanslation directly to esch elected Office concerned.

gﬁndﬂr details on the applicable time limits and requirements of the elected Offices, see Volume I of the PCT Applicant’s
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Name 2 mailing address of the IPEA/ Autharized officer

Elr_.gun Patent Office

Fax: (+49-89) 23994485 Tel. (+49-89) 2399 2828
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PATENT COOPERATION TREATY

PCT

INTERNATIONAL PRELIMINARY EXAMINATION REPORT

(PCT Article 36 and Rule 70)

Applicent's or sgent's f-lh_uferm
Case B875/PCT

FOR FLRTHER ACTION  preliminary Examination Report (Form PCT/IPEAM16)

See Notification of Transmittal of Intemational

PCT/HU 01/ 00039 04/04/2001

International application No. Internationat ﬁn_g due (day/month/year) Priority date {day/month/year)

07 /04/2000

CO7D417/12

International Patent Classification (IPC) or national classification and [PC

Apphicant
SANOFI-SYNTHELABO et al.

1. This international preliminary examination report has been ared by this International Preliminary Exsmining
Authority and is tranzmitted to the applicant sccording to A%mugle 36. ald

2. This REPORT conalsts of a total of 2 theets, including this cover sheet.

D This report is also secompunied by ANNEXES, Le., sheets of the description, clsims andjor drawings which have
been amended and are the basls for this report and/or sheets conain “am:n! reations made befare this Autharity
(see Rule 70.16 and Section 607 of the Administrative Instructions the PCT).

These annexes consists of & total of gheets.

l@ Basis of the report
u[] ererity

IV [] Lack of unity of invention

vl D Certain documents cited

3.  This report contains indications relnting to the following items:

1t [X] Non-establishment of opinion with regard to novelty, inventive stzp and industrisl applicability

V [X] Ressoned staement under Article 35(2) with regard to novelty, inventive sep or industrial applicability;
citations and explanations supporting such statemnent

Vil [] Certain defects in the internazional applieation
VIl [ ] Certain observations on the international application

European Patent Office

D-80298 Munich

Tel (+49-89) 2399-0, Tx: 523636 epmu d
Fux: (+49-89) 21994465

Date of submistion of the demand Date of completion of this report
16/10/2001 25/02/2002
Name and mailing address of the IPEA/ Authorized officer
TZSCHOPPE D A

Tel. (+49-29) 2199 2828
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INTERNATIONAL PRELIMINARY Intemation application No. PCT/HU 01/ 00039
EXAMINATION REPORT

L Basis of report

1.  The basis of international preliminary axamination report is the application as originally
filed. )

ill. Non-establishment of opinlon with regard to noveity, Inventive step and Industrial
applicability

2. The question of whether the claimed invention appears to be novel, to involve an
inventive step, or to be industrially applicable has not been and will not be the subject
of the international preliminary examination (Article 34 (4) (a) (i) (ii) PCT; see also
international search report) in respect of:

2.1 Applications having an unnecessary plurality of independent claims (generally not more
than 1 independent claim in the same category is necessary; Article 6 PCT);

2.2 unsearched subject-matter (Article 17 (2) (a), Rule 66.1 {a) PCT).

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

3. To the extent that the international preliminary examination has been camied out (sea item
Il above), the following is pointed out (Article 35 (2) and (3) (b) and Rule 70.7 and 70.8 (i)
PCT):

In light of the documents cited in the international search report, it is considered

that the invention as claimed in the independent claims meets the criteria mentioned
in Article 33 (1) PCT, i.e. it appears to be novel, to involve an inventive step and to be
industrially applicable. '

Form PCT/409PE1 (EPO-March 2001)
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REQUEST
Intemational Filing Date

The undersigned requests that the present
international application be processed . . -
according 1o the Patent Cooperation Treaty. Name of receiving Oftice and "PCT Inicmational Application™

Applicant's or ogent's file reference
{if dexltred) 112 maximem) Case 875/PCT

AP T T O L NEW SALTS, PROCESS FOR THE PREPARATION

THEREOF AND PHARMACEUTICAL PREPARATIONS CONTAINING THEM

BoxNo.ll  APPLICANT [] This pervon is also inventor

hrl;‘me and udllrl:ss’ u{;;m;h m‘;ﬁ::wdh griven nome:; ﬁv«kp’mm,ﬁdlgﬁ-ﬂ*.dgmm Telephone No.
1] neone
T et il ook oué o namé of ounty. The couniry of he svest ificoiedinhix |, 33 1 41 24 12 37

Facsimile No.

SANOFY-SYNTHELABO .33 1 41 24 12 66
174, avenue de France Teleormer N
F-75013 Paris eleprinter Mo
FRANCE
Applicant’s registrativn No, with the Office
Stale fthat k, country) of nationaliny: Stwie frhat ix, conntiry) of residence:
| FRANCE FRANCE _
[ Disomon s spplcans [ g deviguand [ ol dspmnicd Smes ot [ e Ui S [ e S it

Boa No. Il FURTHER APPLICANT(S) AND/OR (FURTHER) INVENTOR(S)

Name and address: (Fom awed By given e, wndity, fill afficiud designution. | .2 .

mrdiumlm,mghnd-ﬁﬂ :ume‘ :mnrn rﬂ"k"' "yf’ﬂ-m indicutedlinthis | THS person is:

luluhwﬁml':Wmhwhmmmfy'mmﬂmﬁmoﬁmﬂnuhwmw D applicant only
L)

HERMECZ, Istvan

Budapest, Molnidr u. 53. EI spplicant and inventar
H-1056 HUNGARY :;nenmrnnﬂla ﬂ?ﬁm_mr

Agzplicant’s repistration Na, with theOffice

Stale {that i, cvniry) of nalionality: Siale {thet iv, country) of residenue:

HUNGARY BUNGARY

This person is applicant It designated Il designmed § e United Sta the Sutes indieatrd i
fur the pnmm?gf D §='.cs il l.!.'c Ugiled Slaus“r; \?n:l!la :',F A:::rien. m:-' the S:;?mmlal ﬁ

Further applicants and/or (further) inventors are indicated on a continuation sheet.

Box No. IV AGENT OR COMMON REPRESENTATIVE: OR ADDRESS FOR CORRESI'ONDENCE

‘The person identified below is hereby/has been appointed 1o act on behalf EI agent

comm
of the applicant(s) before the competent Inzemational Authorities as: D upmgn‘mi\'e

Name and address: (Family-name foliowed by given nunte: for a legal entlty. full officiol designation. | Telephane Na,

muih.ummlmkpwhukmdmd'm +36 1 369 5706
SANOFI-SYNTHELABO c/o Facsimile No.
Dr. Gydrgy Mih&lyi and Katalin Mirmarosi |+36 1 369 5706
Budapest, Té u. 1-5., Telcprinter No.

H-1045 HUNGARY

Agent's registeation No. with the Office

D Address far correspondence: Mark this check-box where no niem or common representative ishas been appointed and the

space above is used instesd to indicaie & special utkdress w which correspondence should be sent

Form PCT/RO/N0I (Brst sheet) (March 2001} See Notex o the regquext form
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Canutioasilon of Box No. 111

FURTHER APPLICANT(S) AND/OR (FURTHER) LNVENTOR(S)
If mane of the following sub-baxex It uveel thix sheet should not he included in the request.

Name and sddress: (Family namg foillowed by
Tha uskirexs muxt lr.hkmduub-dv-n
Aaviatheapplicont's Sawe fthot s, country) nf residence m&nﬂfm
HORVATH, Agnes

Budapest, Budenz u. 30/a
H-1021 HUNGARY.

rcr-h-fw.ﬂlw

This person is:
D upplicant only
m applicant and inventor

D inventor only {if thix check-hnr
ot Jill in botow.}

the address imbicoted in thin
in indiecsrexd Muiorw)

Applicant's registration No. with the Office

State (that ix, country) of nationality: Suate fihat ix, country) of residence:

HUNGARY HUNGARY

Thi i licant Il de tl ed Star the United S ke Suavey indicated i
for the purposea of L] Sues T 0[] the Uit Siaiem of Araia ofAmcricacaly || o Supplcracnal ux

The adsrens murt inchuds postal ende and numt of enuntry. The counery
Barivtheupplicans's Suemu iv, enuntry) of residenceifnn Stote of res

KISS, Gyuléané
Budapest, Ajtédsi Direr sor 33/b
H-1146 HUNGARY

Namw and eddress: (Fumih: mﬂlawdb;gh-nm ﬁlfﬂl@fﬂlﬂj ﬂhﬂ"‘”lﬁ’@lﬂbﬂ. This person is:

ixhiruns bulicenrd in thix
hllldkﬂdl.blu D spplicant only
E applicant and invenmar
mvunmr m:z (If thix check-hnx
not fill in bekow.)

Apalicant’s registrotion No. with the Office

Suate {that ix, country) of nationality:

Saie (that is, couniry) of residence:

MORVAI, Miklds
Mogyordd, Zsdk u. 1l.
H-2146 HUNGARY

HUNGARY HUNGARY

i i lican de ?
e pmotet  fere= ORnEEmaiass, EKlebmoy [0 kimaasss
;‘;"“I "'dl ﬁg:"‘-‘l . ‘f m”mfm mrﬂ'"w ﬂﬂmﬂ"!fl'h' lhh-' This person is:
larhﬁuwﬂtmrSm::hhmun)vﬂm;r:mmqu-fmnmmurm EI applicant only

E applicant and inventar

[j inventor oliy {If thix check-Inx
iv marked, do nex fill in helow:)

Applicant's registration Na. with the Office

Sute (that is, couniry} of natiomlfty: Staic {that Is. country) of residence:

HUNGARY HUNGARY

This person is applicamt 1 desipnaied desiynated Sialcs excep 7 indicated i
for the purposespgf: D gnmﬂpi D '.':'.'. Upiicd States of A.mn'n Lfﬁﬂﬁﬁﬁ' # g‘:;'lumnl B:

The oulcreny musst Include

PODANYI, Benjamin
Dunakeszi, Kazinczy u.
H-2120 HUNGARY

29.

Narpe and address: (Fomily u::ﬁllnnﬂm AT ity Tﬁ'n’%&'ﬂlﬂly , Jull afficld disignatine. | This person is:
mamwm:mahumm;qmmmnm an&h—u

25 badicated in thin

D applicant only

E applicant and inventor

D inventor or:g {If this check-bax
ix marked, o not fill in belaw.)

Anglicant's registration No. with the Office

Sute (that Is, couniry) of nationality:
HUNGARY

This person is applicant
for the purposes oft

D ;ﬂ-lf’ﬂmld Dll.ldugul:lﬁﬂlﬂelqpl

the United States of Amncrica

State {rhat Is, commiry) of residence:
HUNGARY
the Uniled Stawcs the States indicated in
E of America aaly D the Supplernenial Box

B Further applicants andfor (further) inveatars are indicatcd on another contimuation shecl.

Farm PCT/ROV101 {continuation sheet) (March 2001)

Sec Notes 1o the roquest form

33



Supplcmental Box

If the Supplemcnial Baz ix not used, this sheet showid not be included in the requet,

inany ufthe Buxex, excepi Buxex Nus. VIIIT) ki {v) for which
ﬁ' ial continuation bux ix the xpace it insufficlent
fo furnixh ail the information: Insuch case, write "Continuation

BaxNo._." (incdicate tha number qf the Box) and firnixh the
informarion in the same nanner o required to the
eopilonx of the Box In which the spoce wax Innyfficient, in
purticular:

{1) |f more than twa persons are io be Indicated as applicant
and/or inventurs and no “continuation sheet ™ s availabla: in
such cave, write "Contlmaation of Bux Nu. 11~ amd indicole for
cach ccklitinnal person thexame type of infrrmatinn ox required
in Bax Na._ JII. The couniry of the Indivated in this Box
Icthe cpplicant’s State (that is, cvuniry) of rexcldence If no Stata
of residence ix indicated belfow;

{1) If in Bax No. fi or In any of the suh-haxes of Bax No. 11, the
indication “the States indicated In the Supplemensal Bax" is
chocked: In xuch cave, write “Continuntion of Bux No. If* or
“Cantinnativn of Bux No. fIf * ur " Continvation of Boxex Nu. If
amd Na. Ill” (ax the case may be), indicate the name of the
ugplicanifz) involvedand, next o fuach) such mame, the State(x)
{orclior, where opplicoble. ARIPO, Evresian, Evropean or
Q..;”P! pateni) for the purposes of whick the named person Is
icant;

(i) if. in Bux No. I or in any of the xth-hocex of Box No. 11, the

inventor or the inventorfapplicant b nnt Inveniar for the
purposes of all designated Stares or for the purposes of the
United Sintes of America: in vuch caxe, write “Continuationof
Bax No. il or “Continvation of Box No. ili* or “Continuation
of Baxex No. [l cnd Na. 111 fax the care may be). indicate the
nawme of the inventor(s) and. next o (coch) sueh name,
the Statefs} (crclor. where applicahie, ARIPO, Eurosian.
European or OAPI potent) for the prpares of which the
namedd person iy inventor;

{iv) if.in adehition to the agent(s} indicated in Box Ne. IV, therc are

Jurther agents: In such caxe. write "Conlinvation of
Bux No. 1V and inlicate for each further ageni the xame ype
of information ax requinad in Box Ne. /17

(v) If.inBoxNo. ¥, the name afany State for OAP]) ls occempaniee!
by the indicatinon “patent of additdon,”” or “cerdificate of
addition, " or if, in Box Nu. ¥, the namk of the United Statex of
America is avcompanied by an Indicaiion “continustion™ or

“eontinuation-in-part™: in such caxc, write "Cortinuation of
Box No. V" crd the name of vach State involved {or OAPL,

eml afier the nome af cach such State for OAPY), the number of
It parent tile or parent application and the date of grant of
thke parent title ar filing of tke parent applicetion;

{vi} il in Bux No. VI, there are more than five carlicr applicationy

whase priority is clalmed: in swch case, write “Contimetion
of Hox No. VI and indicaie fir cach additivnal earlier
application the sume npe af infarmation es required
in Box Na VT,

If. with reyard 1o the prevautionary devignarian statement
curlulmal in Bux No. V, the applicant wiskes m eaclhude any
Swtefs) from the senpe of that siatement: in such cave, wrlle
“Dexignation{x) excluded from precoutionary deignation
Nutemont™ ard indicals the nama or ma-lettor colde of each
Seate w0 excluddad,

Continuation of Box N X:

o M

HERMECZ, Istvan

"nwu Cf W\
;givﬂwn, Aéshs

o G;é%1~{Q¢L:'

KISS, s

Moy ot /th7 C{e

MORVAI, Miklés

N (3%--
fglﬁﬁ, Benjéamin

/
< il
SIMON, Kalman

fr'-f‘ Tk

SIPOS, Judit ,
1 ] , o
fratlini o lpetn K

SMELKONE ESEK, Agota

A bt A

SZABG, Anna

.\ . !
Vaisah A adol
VASVARX, Arpadné

Continuation of Box No IV:
For further applicants the address written in Box No IV is
the special address to which correspondence should be sent.

Fuann PCT/ROZ101 (supplementul sheet) {March 2001) Scw Notex o the reguact farm
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Sheet No. 3

Continuntion of Box No. TIl  FURTHER APPLICANT(S) AND/OR (FURTHER) INVENTOR(S)

{f none of the follawing sub-baxes Is usvd, thiz sheer should not be includecd in the requocs:.

Name and address: (Family namefollnved by givairname: for o legal enticy, fisll offictol destypunion. | This peryon is:

Tha eddram murt inchede poxted curde oul name of country. Tie voantry
Box ix the egiplicart 's Siatu {Yhot Ir, country) of residence if no Sicse nf res

SIMON, Kalmin
Budapest, Ratkéc u. 9.
H-1118 HUNGARY °

‘the nckirexs indicated in shix
iz ind¥catad belrw.) D opplicant only

m applieant and inventor

D inventor MH i this check-box
i markel, do nos il In belew)

Applicant’s registrution No. with the OfTice

Tie acdririxs muent include postal eode and namr of coumery. 7

SIPOS, Judit
Budapest, Safriny u. 40.
H-1116 HUNGARY

Stote fihea is, couniry) of nationality: Smate {ilwy ix. counery) of residence:

HUNGARY HUNGARY

This peraon is applicant I} devignated all designated Stat the Lnited Starcs e Swites indicuwd i
for E\':pnqmscsrgl': D gum hes tw lﬂﬂl Stares o?ﬂn‘:rg:u of America only the Sllpﬁrlnw:lcl:l ll-il\‘
Name and address; iFamilv amme fillwed by given narme;

al warlty. fidl effhetal dospation.
mﬂ: frﬁffhﬁi:ﬂ:ﬂdhdﬁt
Bz ivehe applicam's Stete thexix, couniry) q,frr\i#m'u!i"mmqurai;mb bficated below j

This person is:
D applicant enly
m applicant :nd inventor

EI inventor anly rlf this chcck-hox
ix memrkond, oo next fill in Fedene)

Applivant’s repistrmion No. with the Olice

State {that Is. country) of nationality:

Suate frhat is, cownryy of residance:

HUNGARY HUNGARY
This persim is applicamt all desjcnated Il designatad Stase, the Unlted Suar the Siates indicawed i
lor |l'-.I:= purpn;ﬁpgl':l' D S e D Ialh' IEI‘I}?;‘;SW nl’.r:“mc:rl:\l.‘l cl'A::ll‘erin l.‘lll;i dr= Sﬁe:lmm:'ll Bc;:

wddress put invhak: pastul onde iixd naree of coimery.

SMELKONE ESEK, Agota

Budapest, Patakhegyi u. 9/a
H-1028 HUNGARY

Name and adidress: rFanile nane folfowed b rhmnmi-_‘n'nru legal eraity, il offictal doslgiation
The v country of |
Box i the appiicois s Strae tilet ic conniryi oy revidenee ifm State of resisoone s imfioeced belenr.s

This person is:
D applicant only

E upplicant and inventor

D imsentor only A this elwek-brax
is merked, dn nof fill in below)

the adkiress phoaied i this

Applicunt™s registrution No. with the OfYiee

EEn ceauninyt of |1:\lionnl-il)'.

State (rat Is, colnnj of residence:

the Unnied States of Amanca

HUNGARY HUNGARY
;I_:f:h ?:Im;;pggulm :ll.'. .ll:’m,nmd oll desiznated Setes eace E the L'nited Staves the $u2¢ fndicated in

of Atrcrica only the Suppieviznal thx

Hoc iy e appalivant s Shate {that i, country) of residence If o Stize of re,

SzABG, Anna

Budapest, Berzeviczy G. u. 5/b
H-1042 HUNGARY

N ind adddress; (Frevilnavse frllmuoad by giver rgme: fora fegat etioy, fill egiicind desipmomun, | Thi i
Thv exebelrers mminrlu!.-pmi:l!m'.'-ma-ul.l.-.-m.-r':l_fm:w_v Th.-mﬁqw dﬂﬂhﬁhlﬁ‘mm-um This persan is:

e ¢ Is inadicarteel botirw )

D aoplicaun only

E:I applicant and jnvemor

inventor only 717 thix check-hax
i marked, oo nex fill In il )

Applicant’s regisration No. with the Orfice

Sune (thar is. enuntry) of nationality : Sie (thet is. cnuntry) oF residence:

HUNGARY HUNGARY

‘Uhis person is applicant alt devignated Il dewignaied Swiea t the United Suue the Srates indicated in
for the pUEPOSES of: ] Se the Uniied States of Amersca of Aserica only'

dw Supplemental Bux

E Further applicents end/or {funther) inventors are indicied on anotwer cominuation sheet.

Form PCT/R(¥101 (conminuation sheet) (March 2001)

Svir Noter 1o the reques! form
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Continuntion of Bax No. Il

FURTHER APPLICANT(S) AND/OR (FURTHER) INVENTOR(S)
If nune of the following sub-boxes tv used, this sheer should not he included in the request.

N nd address: X Honweed by, i iry, Joddl sdesiymnath
S e S e
Bewx by the eqplicoms 's Siue (thot Is, countryy) of residence ifmo Seoze nf rey {3 indicated budens )

VvASVARI, Arpddné
Budapest, Goldmark K. u. 33.
H-1022 HUNGARY

This person is:
[] epptican onty

[i] applicant and inventor
D lovenwor only (§f this check-hax

Is marked, do m fill in befow,)
Applicant’s registrtion No. with the Office

The ackirext ment inchude pogridl end aumie of commvy. The couscry of e enkednen s Indicated in dhir
8es v she sppslicens s Siate (it io, contitry'] of residemew if o St of rasidens Is lidicored behne

Stnte #hat is. country} of nationality: State frhen iv. covntry) of residence:

HUNGARY HUNGARY

This person s applicant all designated 1 Jenignated § I Unized Ste the Srates inficuned i
lor L\I:pumnﬂ::l‘gf: D States nat lllw lt-';liE:l St.'u::l? N“n‘:r?n ::FA;elﬁea nul}" the S:;:um:l:l l!tll:
Name and address: ﬂ'?mll_l-mt;z‘whswdb- iven nns; for erlogal enelly. fidl offfcial designotion. | This person is:

D applicant only

D applicany and imventor
D inventor only 1if ihis check-hox

i merked, ot e fill in Medenv.)
Appliciun s registration No. with the Otlics

Siate fifnat Is, veneirys of vationalily:

State fthet ix, ceiwiryy of residence:

This person i»> applicant

alt desipnated all desipnated Stater except
lar the purposes of; D Suates D o ;

the United States of Amenca

the Unlred Starzs

the States indicated in
of Ameriea unly

the Supplomental Box

Nanw and address; rF.mMymwﬂ!omrdh_l’gﬁtﬂnm{_frnkplimlg.-. full ofichil dosigearinn.
The uldross st incluic poshal ende imi nome of conery. Tie eountry of tha eddreas indroned i this
Bax vt applhonnt's Staae el iv, crsonixi o relderme ifne St of reaick-noe s incfivared belo.)

This person is:
D applicant only
D upplivant and imventor

[

inventor anly (fr'this choek-bex
i merorked, o mat fill in hefow:.)

Applicant’s registztion No, with the Oftice

Swate {rhat ix, coienry oF residence:

- Siale fifm Ix, evrmiry) of nitienaliy:
This person is applicant

s the purposes of: I:I Yintey oo 3l designutes Sures date

the Linited S1aies of Amzrica

the $ta:25 inicated in

the United Statvs
the Supriewnental B

of Amrica naly

Name and aduress: (Pl nam frlinveed by given nanse: for a leyal ity full apficiol Jevignation,
Tine mitfress mu? ixciude prn!m.' Mﬂﬂmm.f}::}' Py, T:{f.- mnﬂ o I'Ig i'l.'i.fr?m i}ﬁﬁlﬂ-ﬁ'}" thiv
Rere b sl syprlica s Stte teizet Iy, couniry) of revidence {fno SLie nfrepl, it Indicated el )

Thix person is:
D applican enly

D applicant and inventar
B inventor only 7 this chock-bex

tx merked, oo not fiil in betow)
Applicant’s registration No. withthe Orfice

State ¢eher iv. eanntry) al” nntionalily:

Stme (thet ix. erumay) ol residence:

‘This peeson is applicany ull desigrated i1 designaned S the United Suatss the Siates indicnted
tor th: lmrlxnn:spgl': D Sur::l D :Iu- h'uw:iu::; -:m eu D urm:l:rin only de Suw!u'mﬁ'ltal Bux
D Funher applicants and/or (further) inventors are indicied on another cominuation sheel

Foarm PCTMRUNV 101 {continuation sheet) (March 2001) Suv Notes 1o he reyuesi form



SheatNo. 2.,

Bux No.¥'  DESIGNATION OF STATES Alark the applicable check-lrax= befor; ot lcaxt one must be marked,

The following dusignations are hereby made under Rule 4.9(u):

Regional Patent

B AP ARIPO Patent: GH Ghana, GM Gambia, KE Kenya, LS Lesotho, MW Malawi, MZ Mozambique, SD Suden,
SL Sicrru Leone, SZ Swaziland, TZ Uniwd Republic of Tonzania, UG Uganda, ZW Zimbabwe, end any other State which is
a Contracting State of the Harare Protocol and ofthe PCT

EA Eorusian Patent: AM Armenia, AZ Azerhaijan, BY Belarus, KG Kyrgyzsian, KZ Kazakhsian, MD Republic of Moldova,
RU Russian Federgtion, TJ Tajikistan, TM Turkmenistan, and any other State which is a Contracting State of the Eurasizn
Patent Convention and of the PCT

Bl EP Europeso Patent: AT Austria, BE Belgium, CH & LI Switzerland and Liechtensicin, CY Cyprus, DE Gennany,
DK Denmark, ES Spain, Fl Finland, FR France, GB United Kingdom, GR Greece, 1E Ireland, IT luly, LU Luxembourg,
MC Monaco, NL Netheriands, PT Portugal, SE Sweden, TR Turkey, and any other Staie which is a Controcting State of
the European Patent Canvention and af the PCT

Bl OA OAPI Patent: BF Burkina Faso, BS Benin, CF Central Aftican Republie, CG Congo, C1 Céic d'Ivoire, CM Cameroon,
GAGabon, GN Quinea, GW Guinea-Bissan, ML Mali, MR Mzuritania, NE Niger, SN Senegal, TD Chad, TG Togo,and any
other Sizte which is a member State of OAP1 and a Contracting State of the PCT fifother kind of protection or treatment dexired,

specifpondtted mg) ... it e ittt eimm st as et ettt saanaratanntananrean.

Narional Patent (if other kind of proteciion or treviment dusired, speclfy on dotted liney:
& AE United Arab Emirates BIGEQGeomgla..........ooaoantl B AMWMalawi...ooocieeeaaonn...
2] AG Antigus and Barbuda MGHGhana..........cveecnennn.. B MX Mexicn. .o ie i eiarmeans
D8 AL Albania.........ceeueununnn.. Bd GM Gambia 8] MZ Mozambique
AMAmMeni .. ..o FlHR Croatia ....oovviieeiiiennnes i) NO Norway
B AT Austria....ooeviieinnnnnnnn. BlHU Hungary ....oocveavnnnnnnns KINZ New Zealand................
DY AU Australin..........covnvnnnnnn B4 1D Indonesia BIPL Poland........ccvvvnvnennn
[ AZ Azerbaijan LT B PT Porugal.......ceeeeeennnns
5] BA Bosnia and Herzegovina......... BN India......oooiimiinnniaa.a, RO Romania

----------------------------- BI1S Iccland K] RU Russian Federation ... ........
BB Barbados BIJP Japan......cccciiiiiiiiiien rrerrsesasiasiiaaenaans
B BG Bulgariz.......cooevevennnnnn BIKEKenva.....ooovivvieiniinnnn. B¥ SD Sudan
BIBRBrazil........covcvneeannnnns KG Kyrgvzsian . .........cevuennn B3 SE Sweden
B3 BY Belarus.......ceeuenenennn... I8 KP Democratic People’s Republic & SG Singupore
BIBZ Belize.unonoooeeeenneannnnnn, ofKorea........covvvmuunnn (8St Sovenia............ccennen.
Kl cA Canada B8 KR Republicof Korea............. R SK Slovakia....................
Bl CH & LI Switzerland and Licchtenstein [ KZ Kazakhstan .................. I S1. Sierm Leone.................
KICNChina.......cceeeeennnnns I8 1.C Saint Lucia B TY Tajikistan...................
m’c'g:columbi: B LK Sri Lanka B3 T™M Turkmenistan . .....ovvunernn.
m‘ER/COSH |1 T E’LR Liberia BATR Tutkey.......cocvveveennnnes
CUCUBA. e BILS Lesotho.........cccuunnnnnns &I TT Trinidsd and Tobago . ..........
Rl CZ Czech Republic. ..... ieeeas B .1 Lithuania LTt e A
DE Germany . .....coveeeivnnnenn B LU Luxemhourg BTz umfd Republic of Tanzania
® DK Denmark . ...euneeanaees.. . B LV Latvia B UA Ukraine ..........ooennns
) DM Dominica B MA MOroceo ... cuveeeeneanneenss BIUGUgmnda ........... [EERERAEE
B DZ Abgeria ..ooooenenennnnnnn.. B MD Republic of Moldova, ... ... B US United States of America ... .
BIEE Estonin........coccvivmiienn,  mtmsresermeniinininaan o el
[ ES Spain .. ..oovor . RN I MG Madagascar..........ooeee. o VL ibdkan.
I Fr Finland . .........cocvnnnnn.n. B MK The former Yugoslav Repudlic of {8 vU Yugoslavia .................
¥ GB Uniwd Kingdom Macedomia . .ouonrianiinenas R ZA South Afeica....cu.ennn....
&l GD Grenada B3 MLV Mongolia I ZwW Zimbabwe . . o oeennn. ...
Check-boxes below reserved for designoting States which have beeome party to the PCT after issuance of this shect:
0 o N o
| o D] cevvennmnrornreearannanaenaaenns

Precautlonary Designation Statement: [n oddition ta the designations made above, the applicant also makes under Rule 4.9(h) all
other designations which would be permitted under the PCT except any designation(s) indicated in the Supplemental Box as being
excluded from the scope of this statement. The applicant declares that those additional designativns are subject to confirmation and that
any designation which is not confirmed befure the expiration of 15 months from the priority date is to be regarded as withdrawn by the
applicantat the expiration of that tirae limiL (Confirmation (inchuling feex) mut reach the receiving Office within the 15-month ime limit.)

Form PCT/RO/0] {second sheet) (March 2001) Sce Notex io the request form

3



Sheet No. . 7 .

Box No. VI PRIORITY CLAILM

The priority of the following carlicr spplication(s) is hercby chimed:

Filing date Number Where carlier application is:

of carlier applicalion of earlier application . . . . . . ..
(day/wnthiyecr) national application: | regional application:*| international application:
country regional Office receiving Office

item (1)}

[o3P5311,8839 |Poo 01417 HUNGARY

iter (2)

item (3)

item (4)

item (5)

] Funher priarity claims are indicated in the Supplememal Box.

The reeciving Office is requested 10 prepare and transmit to the [nternational Burean a certified copy of the earlier application(s) fonly
If the eeriier cpplicarinn we filed with the Office which for the purpoves of thix international application ix the receiving Ogfice) identified
ahove as:

O attitems [ iem) [ item@ [] item) [ ittm} [ item(® []gﬂ‘;;g_f‘m flox

* Where the exlicr appifcation ix an ARIPO application, indicate al leavt nre country party tn the Parls Convention for the Prosection of
Induntrial Pruperty or ons Member uf the H’ﬂ! Tragde Oryanization for which that earlier application was filed (Rule 4.10(8)(1)): - - . .

Box Ne. VIl INTERNATIONAL SEARCHING AUTHORITY

Cholce of Internationsl Searching Authoriry (ISA) (if we or more International Searching Avthoritles are compeient i carry out the
international xearch, indicate the 4 |E'Iwﬂj' chges:: Mg (r;{n-kﬂer vacle may he wxed): "

Request to use results of earlier search; reference to that search (if an carfier searck has heon carrled out by or reguested from the
Internatlanal Searching Authority):

Date fdowmonthfiar) Number Country {or reyional Office)

Box No. Y11l DECLARATIONS

The following declarations ure contsined in Boxes Nos. VLU (i) to (v) fmark the applicakie Number of
check-baxex below and indicate in the right column the mumber of voch tvpe af declarotion): declaralions
[ Box Na. vl () Declaration as to the identity of the inventor

[} Box No. viu (i) Declaration as 1o the spplicant's entitlement, sy 31 the internationat fifing

date, 10 apply for and be granted a patent

D Bux No. VIl (iii) Declarstion as to the upplicant’s entitlement, as at the international filing
date, tw claim the priurity of the earlier applicatian

D Box No. V1II {iv) Declaration of inventorship {only for the purposes of the designation of the
United States of Amerien)

] BoxNe.viu () Declaration as 1o nop-prejidicial disclosures os cxceptions 1o lack of novelly

Farm PCT/RO/101 (third sheet) (March 2001) See Nuiex io the requexi form
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Shect Na, ..8....

Box No.IX CHECK LIST; LANGUAGE OF FILING

This international application contalns:

(a) the following number of
sheets In paper form:

ot
description {excluding
sequence listing part)
chims

abstract

dmwings :
Sub-totul number of sheets : 16

sequence histi rt of
descriplion {m Aumber

HHNR O

Total oumberafsheets : 16

(b) ssquence listing part of description filed in
computer renduble form
{? O only (under Section 801{a)(i))

) O in addition 10 bein filed i
@0 form (:.".:1':-:“ Section 010N

Number

This intenational application is accompanled by the following
of items

item(s) {mark the applicable check-boges helow and Indicate In
right cofumn the member of each nem):

1. Bd fee calculation gheet

2. [0 original scparate power of attorncy

3.0 originel general power of attomney

4. [¥] copy of general pawer of sttormney: reference number,
ifany:....covenniaats eererrreaesaasiaraaa, H

5. [ sticinenl explaining lack of signature

6. [0 priority document(s) identified in Box No. VI as
T2 £ :

7.0 tmnslation of international application into

8. [] scpamate indications concerning deposited microorganism
or other biological material :
9. O sequence listing in computer readable form (indicate elso lype
and number of carricrs (diskette, CD-ROM, CD-R or other ))

(i) 3 copy submiticd for the purposcs of international scarch
under Rule 13rer anly (and not as part of the
intermational application) :

(ii) O] fonly where check-hox (B)(l) or (1) ks marked in left
column) additional copies including, where applicable,
the copy far the purposes of international scarch under

g)'pe Rg& ?Eaer of earriers _(ﬁ'lak‘cu, Rule 1 3ter :
-ROM, CD-R or ather) on which the (iii) ] together with relevant statement as to the identity
sequence listing pant is contained (acklicional of the copy ar capics witk the sequence listing part
cuplex fo be "_'dw uncler ltem 9(71), in mentioned in left column :
right cnlumn):
...................... I0.] okerfapecifi): ... ... ...l
Figure of the drawings which Language of flling of the
should accompany the nbstract: interaational applicaticna: English

Box No. X

SIGNATURE OF APPLICANT, yAGENT OR COMMON REPRESENTATIVE
Next io euch sigrature. indicate the nume of the persnn sigming and the capocity in which the persn sigrs if such capackiy i nit alviow from reading the request),

Budapest,

‘Dr.

)

!

30 March 2001
For and on\behglf of SANOFI-SYNTHELABO

WL N
yorqgy Mi%alyi

~ UG Vi ™)
Katalihtugrmarosi

f
!

1. Date of actual receipt of the purported
international application:

Far receiving Oftice use only

timely received popers or drawings comple
the purpurted internationa! application:

3. Corrected date of acal receipt due 16 later but

4. Date of timely receipt of the required
corrections under PCT Article 11(2):

5. Inicmations] Scarching Autharity
(if two or more are competent):

ISA/

6. Transmilul of search copy delayed
until search fec is paid

Date of receint of the record copy
by the Intemnational Burcau:

For Intemational Bureau use only

Form PCT/RO/101 (last sheet) (March 2001)

See Notex to the request form
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The demand must be filed direetlh: with the compren Internovionol Preliminary Exaomining Authorily or. {f twn or more Authorises ore
with the one choren by the gpplicant.  The fill name or molemer code of at Authority may be indicored by the applicont on the line befow:

IPEA/__EUr pean Patent Office

PCT CHAPTER II

DEMAND

. under Article 31 of the Patent Cooperation Treaty:
The undersigned requests that the intemational application specified below be the subject of
international preliminary examination according to the Patent Cooperation Treaty and
hereby elects all eligible States (except where otherwise indicated).

= S For Intemational Preliminary Examining Autharity use onty
T Date of receipt of DEMAND

. . . . Applicant's or agent’s file reference
Nn. ; N NTERN :
Box Nn.1  IDENTIFICATION OF THE INTERNATIONAL APPLICATION Case 875 PCT

[dentilication of IPEA

—
e —

R e T e T T
{04.04.2001) {07.04.2000)

Tite of invention PHERAPEUTICALLY USEFUL NEW SALTS, PROCESS FOR THE
PREPARATION THEREOF AND PHARMACEUTICAL PREPARATIONS CONTAINING

TR M-
Bux No. Il  APPLICANT(S)

N - (Family e follow p— e ; Telephone No.
e e i i S AL e vt it 1931 41 24 12 37
Faesitnile No.

SANOFI-SYNTHELABO

174, avenue de France +33 1 41 24 12 66

F-75013 Paris Telepritter No.

FRANCE —
. Applicact’sregiswation No. withthe Office

Suate ikar I5, cownrrmy) of nationatity: Stue (rAut iy, counrn) of residence;

FRANCE FRANCE

Name and address: (Fam:h amw iafimn! v ghie rmas e o boed ondy, Jl pifiend demprznas. The add—=u v inzlinde roni! e wed e, of counry)

HERMECZ, Istvan
Budapest, Molnar u. 53.
H-1056 HUNGARY

State fthat &s. country) of national:ty: State (i v, cowniry) of residence:

HUNGARY HUNGARY
Name and address: (Fombe e fodimod &y givet rary: for 8 kyxd ocity. fall yeic] devipracron Free aliias mur Inioly ool asde ud pone of cuimay)

HORVATH, Agnes
Budapest, Budenz u. 30/a
H-1021 HUNGARY

State (that és, coenny) of vesidence:

State glml Ir. eountry) of nationality:
HUNGARY HUNGARY

m Funther spplicacts are indicated on a continuation sheet.

Form PCT/TPEA/401 (first shect) (March 2001; reprint July 2001) See Notzx to the demand form
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Tmemacional application No.

Shest No. 2. PCT/HUOL/00039

Continnation of Box No. 11 APPLICANT(S)
{f mame of the following sub-haxes Iy wred, this rhvet chould not be included in the Jemend,

Name and address: (Foml: nawe foflowed by ghen nane: for o lagal eniey, fill ool desipraeton. The cakies munst Incliale postal code ard noveer of conmery)

KISS, Gyuléné

Budapest, Ajtési Diirer sor 33/b
H-1146 HUNGARY

‘ o

S

State ftim: In, couniry) of nationality: State (that ir, counirzj of residence:

HUNGARY HUNGARY

Name and address: (Famlly noow falmend by given zamer jor a keyed oy, fisl wificied denpriason.  The celress snat Deluke postel code axd seme of commny )

MORVAI, Miklés

Mogyordd, Zsdk u. 11.
H-2146 HUNGARY

Swue (he? iv. couny) of nazionality: Suue -hzn &, couniry; of residence:
HUNGARY HUNGARY

Name and addrass: Fonil) nem follraed by given rooe; for @ kpal ey, fidl aftdial desigmesion. Thy arbivvor mmsst izt povcod codi orad rome of cowzr)

PODANYI, Benjé&min
Dunakeszi, Kazinczy u. 29.
H-2120 HUNGARY

Starz fihar s, cazanyy) of rarionality: State fthat ér, comnry} ol residence:

HUNGARY HUNGARY

Name and address: Fumily name fislowed by phon 1zme: for @ hpal ey, fil! afficiel desigratio. Trx adirosy aee inglady pesal code and reme of awny:)
SIMON, KAalmén

Budapest, Ratkdéc u. 9.
H-1118 HUNGARY

State (that &, country) of nationality: Statc fthat is, conniry of residence:

m HUNGARY
E Further applicants are indicated on another cominuation sheet.

Form PCT/IPEA/40} (contimuating sheet) (March 2001; reprint July 2001) See Notes to the demand form

Y/



Iuernaional spplication No.

3
Sheet No. .2. PCT/HUO1 /00039

Continuation of Box No. 11 APPLICANT(S)

{Fnone of the Slloving xub-becees is wved, thic dheet shautd not he included in the dewnand,

Name and address: Fumtly nume Sillown? by e naue; for a hgl enfiy, fill offivil dexigiarion, The adines st inchak patal code @l nue of ey j

SIPOS, Judit
Budapest, Safriany u. 40.
H-1116 HUNGARY

State fika: is, couniry} of natioaality: State (thar iv, counrry) of residance;

HUNGARY HUNGARY

Name nnd address: (Famih anne frilraerd by giver mme: Jor a kepel oty il officiad deripnuting, The ackivos st inchuce posinl code oad nomu: af canas:)
SMELKONE ESEK, Agota

Budapest, Patakhegyi u. 9/a
H-1028 HUNGARY

Sote fhar Iy, counxy) of nationaliry:

HUNGARY

Suate rihar b. eouniryy of residence;

HUNGARY

Nane and aduress: Fioily ey followed by ghon rors; for o fapal ety £l eyficied deylpracion, The cidnng et birlude pased onde e rows of consys)

SZABG, Anna

Budapest, Berzeviczy G. u. 5/b
H-1042 HUNGARY

State ftrat I, crmmntrw) of narionaliny:
HUNGARY

Srate (that iv, vonnin) ol residence;

HUNGARY

Name and addreas: (Fuonky wams fallowse by gher e far o hoped ereiy, 58 offoid dosbmesssion. Thier 2elddvong mere el peaud code ond ke of oreeysy

VASVARI, Arpédné
Budapest, Goldmark K. u. 33.
H-1022 HUNGARY

State (that is, cuuntry) of nationality:
HUNGARY

Statc fthat ls, couniry) of residence:
HUNGARY

D Further applicanis are indicated on another continuation sheet.

Form PCT/IPEA/401 (continnation theet) (March 2001; reprint July 2001)

See Notvs io the demand form
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Interontional application No.

4
Sheet No. % PCT/HUO1/00039

BoxNo. Il AGENT OR CONLYMON REFRESENTATIVE; OR ADDRESS FOR CORRESPONDENCE

The followicg personis  [X] apem [[] commen representative
and m hos been appointed earlier and represents the applicani(s) also for international preliminary examination.
E] is hercby lppui.nt-ed and any earlier appointment of (an) apeni(s)/common representative iz hereby revoked,

is hereby appeinted, specifically for the procedure before tha [nternationat Preliminary Examining Authority, in addition to
lhe agml(';'tnmmnn representative sppointed eardier,

i leabone No.
R e e Ay o e [ T

SANOFI-SYNTHELABO c/o Focsimite No.
Dr. Gydrgy Mihdlyi and Katalin MArmarosi +36 1 272 0727
Budapest, Té u. 1-5., Teleprinter No.

H-1045 HUNGARY

Ageat’s reginwstion No. withthe Office

D Address for correspondence: Murk this check-box where no agent or common reprezeatative isliar been appointed and the
space above is used instead to indicatz a special nddress ro which correspondence skould be sent.

Bax No. IV BASIS FOR INTERNATIONAL PRELIMINARY EXAMINATION

Statement concernlng amendments:*

I. The applicant wishes the intzmationa! preliminary examination to start on the basis of:
m the imermational application us origiaally (iled
the descripiion s ariginally fled

as 1nnde.1 under Asticle 34

the clnims s arigizally filed
a3 amendad under Article 19 (together with any accornpanving stazensem)
as amended under Article 34

the drawings as originally liled

L0 000 O

as ameaced under Article 32

J

D The applicant wishes any amenrdmezt 10 the claims under Article 19 w he cozsidered as reversed.

kR D The applicant wishes the start onhe intematioaal preliminary examination ta be postponed unt:d the expiration of 20 months
from the priority dara unless the Interuational Preliminery Examining Auihority reccives a copy of any amend=nents made
under Article 19 or a notice Itom the applicant that he does not wish to make ruch amesdments (Rube 69.1(d)). (Thirz cleck-
hax miry e merked only where the time limit wider Article [9 hes not vet expired.)

Whete no check-bux is marked. iziernational preliminury exsmination will stan on 1k2 basis of the inlematioaal application
a3 originally filed or, where 1 copy of amendraenis to the ¢luims under Anticle 19 and’oranendments ofthe intemational applicution

under Article 34 are received by the [ntensnional Preliminary Examining Awbority before it has begus to draw up o written cpinion
of the international preliminnry examination report, as 50 amended.

Language fur the purposes of international preliminury examinatin: ERnglish
which is the language in which the intemational application was filed.
D which is the language of a translation fumnished for the purposes of internationa! scarch.
D which is the language of publication ol the internatioral application.
D which is the language of the translxtion (1o be) furnished for the purposcs of intemational preliminary examination.

Box No.V ELECTION OF STATES

The applicant hereby elects all ellgible States (thor it all Starer which hnve been designamd and which are bound by Chapier I of
the PCT)

excluding the following Sratea which the applicant wishes not to clect:

Form PCT/IPEAAO] (second sheet) (Mareh 2001; reprint July 2001) See Notes 1o the demand jorm



Sheet Na 5 Tnternational application No.

PCT/HUOL1/00039
Box No. ¥I CHECK LIST
The demand is accompanied by the fnliowing elemenis, in the langnage referred 1o in For Internatioasl Preliminary
Box No. IV, lor the purposes of imternational preliminary exarinalion: Examining Autherity use only
. ) reveived not reveived

1. tranglation of intcrnatianal application : shects D D
2. amcndments under Article 34 : sheets El I:]
3. copy {or, where required, transtation) of

amendments under Article 19 e sheets I (|
4. copy {or, where required, wanstation) of

sateent under Article 19 H shoets D D
5. letter . shoets D D
6. other fipeitiy : sheets D D

The deinnnd is also accompanied by the itemds) marked below:
1.[X fee calcutation shees 5.

2. D original sepamie power of attomey 6. D sequence listing in computer readable form
7.

other fpwifi): Transmittal Letter

[ wsatement explainiag luck of sigasre

3. [ ocriginal gencral power of attorey

4.K] copy of general power of anomes:
reference number, it azy:

DBox No. VII SIGNATURE OF APPLICANT, AGENT OR COMMON REPRESENTATIVE
Next to pevk vignonny, inZcuse the rense of e persor sXning and the copezio: i witich die peraon sigs ff st eciieriy s ne.c obvicay frior: rexlnig the deananJ),

Budapest, 15 October 2001

For and on behalf of SANOFI-SYNTHELABO

'l‘
( ( / ~ .l Lugy o)

Dr. Gyorgy Mihé];yi Katalin Miarmarosi
}

For Internarional Prelimninary Examining Autherity cse only

1. Date of actual receipt of DEMAND:

[ 5

. Adjusied date of receipt of dernand due
to CORRECTIONS under Rule €0.1(by:

D The date of receipt of the demamd is AFTER the expiration of |9 months D The applicunt has been
from ¢ priority date and item 4 or 5. below. does not apply. informed accondingly.

‘hl

4 EI ;tlc d:éejnf receipt of tha demand ix WITHIN the period of 19 months from the pricrity date as exiended by virtue af
. ¢ 30.5.

5. I:I Although the date of receipt of the demand is after the expiration of 19 months from the priority date, the delay in arrival
is EXCUSED pursuart to Rule 82,

For Imternational Bureau use only

Demand received from IPEA on:

Form PCT/IPEA301 (last sheet) (March 2001: repriut July 2001) Scv Notes 1o the demand form



CHAPTER IT

PCT.

FEE CALCULATION SHEET

Annex te the Demand

For Inicmarional Preliminary Examining Authority use only  eme
Internaxional
application No.  PCT /HUOL /00039
P ermee =" Cage 875 PCT Dase stamp of the IPEA .
Applicant

SANOFI-SYNTHELABO, Paris, France;
Istvan Hermecz, Budapest, Hungary et al.

CALCULATION OF PRESCRIBED FEES

1. Prelizninary exaininstion foe EUR 1 533 p

™

Hawdling fee (Applicunts from certain States are
eriltled to u reduction of 73% of the handling fee.
Waere the applicant ix {or oll applivants arg} so
ensitled, the amount v be entvred at Hic 25% of the | EUR 147 I H |
handiing foe) ...

1. Tow! of prascribed fzes
Add the amounts entered s P and H
and exser total in the TOTAL FaX corocorereroererscs e EUR 1 680
TOTAL
MODE OF PAYMENT

authorization to charge depogit
pecount with the IPEA (5e2 below)

cash

chegue revenue samps

postal inoney order coupans

KO0
o000

bank drafi other (areciiic

AUTHORIZATION TO CHARGE (OR CREDIT) DEPOSIT ACCOUNT
{Thiy mods of puyneent may nar be evetiable ot ell IPEAy)

IPEAS
[ Awthorizution to cliarge the 1otat fees imdicaied above. Degasit Account No.:
[0 is check-bax mavbe merked anly [f the condiniony for Date:
epavit acrounts of the IPEA so permit) Authorization
lo charpe any deficiency or credic iy overpayment in Nuarme:
the total fees indicated sbove.
Sigaature:

Form PCT/IPEA%01 (Annex) (March 2001 reprint July 2001) See Notes 1o the fex colvularion shest




NUEVAS SALES TERAPEUTICAMENTE UTILES DE INHIBIDORES CCK,
PROCESO PARA LA PREPARACION DE ESTOS Y PREPARACIONES

FARMACEGTICAS QUE LOS CONTIENEN.

La invencién se relacicna con nuevas sales
terapéuticamente Gtiles de la formula general (I) (figura
1). Sus solvatos, pelimorfos y seudopolimorfos, con el
proceso para la preparacién de estos y con las
preparaciones farmacéuticas que las contienen, en donde

en la formula

X significa etanolamina, dietanolamina, o

dietilamina.

El compuesto de formula (II) (figura 2) es un
agonista de colecistoquinina A(CCK-A), el cual puede ser
utilizado para el tratamlento de desordenes del sistema

gastrointestinal y el sistema nervioso central.

Las siguientes sales de los compuestos de formula
(II) y los procesos para su preparacién se describen en
la publicacién WO 99/15525: sal con dcido
trifluroacético, sal con acido clorhidrico, sales mono y

sodio, sales mono y dipotasio. La sal con 4acido

Y6



trifluoroacético y si hidrato, en razén de la fuerte
toxlcidad del &acido trifluorocacético, no son adecuados
para uso terapéutico. La composicién de la sal con Acido

clorhidrico no es estequiométrica, no es reproducible.

Las sales de mono-y diosodio, asi como también las
sales de mono-y dipotasio y sus hidratos son altamente
hidroscépicos y compuestos quimicamente no estables, a
saber los compuestos de la formula (II) descomponen el
enlace amida dando origen a productos de descomposicién
de la formula (IV) (figura 6) y (V) (figura 7).

\.

Los sujetos de la presente invencién, las nuevas
sales terapéuticamente aplicables de la formula general
(I) vy sus. solvatos, polimorfos y seudopolimorfos, en
donde en la formula X tienen el significado como se dio
anteriormente, con especial relacién a la sal de
etanolamina y sus solvatos,, son quimicamente estables,

no hidroscépicos y su preparacién es bien reproducible.

La preparacién de los sujetos de la presente
invencién, las nuevas sales terapéuticamente aplicables
de la formula general (I) y sus solvatos, polimorfos y

seudopolimorfos se lleva a cabo al hacer reaccionar el
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acido 2-[[[4-(-cloro-2,5-dimetoxifenil ) -5-(2-
ciclohexiletil)-2-tiazolil]amino]carbonil]-5,7-dimetil-

1H-indol-l-acético de la formula (II) con la etanolamina
de la formula (IIIa) (figura 3) o la dietanoclamina de la
formula (IIIb) (figura 4) o la dietilamina de la formula

(IIIc) (figura 5).

Los compuestos (IIIa), (IIIb) o (IIIc) se aplican
preferiblemente en un exceso de equivalentes 1, 2-1, 5.
La reaccién se lleva a cabo preferiblemente en solventes
préticos, a una temperatura entre 40-100°C,
preferiblemente al punto de ebullicién del solvente. Como
solventes préticos se pueden aplicar preferiblemente

etanol, acetonitrileo, o una mezcla de etanol-agua.

Las nuevas sales terapéuticamente aceptables de la
formula general (I) y sus solvatos, polimorfos vy
seudopolimorfos de la presente invencién son agonistas de
colecistoquinina A (ACCK-A), que se pueden utilizar para
el tratamiento de desordenes del sistema

gastrointestinal, y del sistema nervioso central.

El efecto agonista de los compuestos de acuerdo con

la presente invencién se investigdé como se describié en



la publicacién W0/99/15525 al investigar su efecto al
desocupar el estomago en ratas, p. 0. Hemos encontrado
que el valor EDsp, 34 ug/kg p. o, es del mismo orden que
el valor EDs5p de la sal de Acldo triflurocacético y 1la sal

de potasio.

El sujeto adicional de la presente invencién son las
preparaciones farmacéuticas que contienen la sal de 1la
formula (I), sus solvatos, polimorfos y seudopolimorfos,

como ingredientes activos.

Las preparaciones farmacéuticas de acuerdo con 1la
presente invencién, ademiAs de los ingredientes activos,
pueden contener los excipientes farmacéuticos usuales y
se pueden formular como productos de drogas orales,
sublinguales, subcuténeas, intramusculares, intravenosos,
tépicos, intratraqueales, intravasales, transdérmicos,

rectales, intraoculares, etc.

La dosis diaria puede ser 0,01-50 mg por kilogramo
de peso del cuerpo/dia dependiendo de la severidad de la

enfermedad, del sexo y del peso del paciente.



Detalles adicionales de la invencién se demuestran
por medio de 1los sigulentes ejemplos sin limitar la

invencién a los ejemplos.

1. Preparacién de sal de etanolamina de Acido 2-[[[4-
(4-cloro-2,5~dimetoxifenil)-5-(2-ciclohexiletil) -2~

tiazolil]amino]carbonil] -5, 7-dimetil-1H-indol-1l-acético.

647,4 g (1.060 mol) de Acido 2-{[[4-(4-cloro-2,5-
dimetoxifenil)-5-(2-ciclohexiletil}-2-
tiazolil}lamino]carbonil] -5, 7-dimetil-1H-indol-1-acético vy
7 cm® de etanol se mezclan y la suspensién resultante se
calienta a 72°C. Luego se agregan 95,3 cm’® (97,2 g =
1.592 mol) de 2-aminoetanol a la suspensién. La mezcla de
reaccién se calienta a temperatura de reflujo y se
refluye durante 30 minutos. La suspensién resultante
amarillo palido se le permite enfriarse hasta temperatura
ambiente, bajo agitacién. Los cristales son filtrados,
lavados con etanol, secados en una campana de secado al

vacio a 60-65°C.



Producto: 694,6 g de cristales blancos del compuesto del

titulo, MP: 208-210°C.

2. Preparacién de sal de dietanolamina de acido 2-[[[4-
(4-cloro-2,5-dimetoxifenil)-5-(2-ciclohexiletil)-2-

tiazolillamino]carbonil] -5, 7-dimetil-1H-indol-1l-acético.

1,22 g (2 mmol) de &acido 2-[[[4-(4-cloro-2,5-
dimetoxifenil) -5-(2-ciclohexiletil)-2-
tiazolil]lamino]carbonil] -5, 7-dimetil-1H-indol-1-acético y
18 cm® de etanol se mezclan y la suspensién resultante se
calienta a 70-75°C y 0,4 cm® (4 mmol) de dietanol amina
se agregan a la suspensidén. La mezcla se refluye durante
20 minutos. La suspensién resultante amarillo padlida se
le permite enfriarse hasta temperatura ambiente, bajo
agitacién. Después de enfriar los cristales se filtran,

se lavan con etanol, y luego con diisopropil eter.

Producto: 1,29 g de cristales blancos del compuesto del

titulo, mp: 215,5-216,5°.

3. Preparacién de sal de dietilamina de &acido 2-[[[4-
{4-cloro-2,5-dimetoxifenil)-5-(2-ciclohexiletil) -2~

tiazolil]amino]carbonil}-5, 7-dimetil-1H-indol-l1l-acético.
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1,22 g (2 mmol) de &cido 2-[[[4-(4-cloro-2,5-
dimetoxifenil)-5-(2-ciclohexiletil)-2-
tiazolil]amino]carbonil] -5, 7-dimetil-1H-indol-1l-acético y
12 cm3 de acetonitrilo se mezclan, 1la suspensién
resultante se calienta a 50°C y se agregan a este 0,62
cm3, (4 mmol) de dietilamina. La mezcla se agita a 50°C
durante 20 minutos. La suspensidén amarillo palida se le
permite enfriarse a temperatura ambiente, bajo agitacién.
Después de enfriar los cristales se filtran, se lavan con

acetonitrilo, y luego con diisopropil éter.

Producto: 1,28 g de cristales blancos del compuesto del

titulo, mp: 209,4-210,7°C.

4, Preparacién de sal de monohidrato de etanolamina de
acido 2-[[[4-({4-cloro-2,5-dimetoxifenil)-5-{2-
ciclohexiletil)-2-tlazolil]amino]lcarbonil] -5, 7-dimetil-

1H-indol-1-acético.

5 g (8,2 mmol) de A&cido 2-[[[4-(4-cloro-2,5-
dimetoxifenil)-5-(2-ciclohexiletil)-2-
tiazolil]lamino]carbonil] -5, 7-dimetil-1H-indeol-1-acético

se agregan a la mezcla de 45 cm® de etanol al 96% y 30 cm®



de aqua. La suspensidén resultante se calienta a B82°C,
luego 0,74 cm’® (13,2 mmol) de etanolamina se agregan a
esta. La mezcla se refluye durante 15 minutos. A la
suspensién amarilla pdlido se le permite enfriarse hasta
temperatura ambiente, bajo agitacién. Los cristales se

filtran, se lavan con 96% de etanol.

Productos: 5 g de cristales blancos del titulo del

compuesto, mp: 166~167/198-201°C.



REIVINDICACIONES

1. Nuevas sales de formula general (I), sus solvatos,

polimorfos y seudopolimorfos.

- en donde X representa etanolamina, dietanolamina o

dietilamina-

2. Sal de etanoclamina de 4cido 2-({([4-(4-cloro-2,5-
dimetoxi-fenil)-5-(2-ciclohexiletil-etil)-2-
tiazolil]amino]lcarbonil] -5, 7-dietil-1H-indol-1-acético,

sus solfatos, polimorfos y seudopolimorfos.

3. Proceso para la preparacidén de nuevas sales de la
formula general (I), sus solvatos, polimorfos vy
seudopolimorfos en donde X representa etanolamina,
dietanolamina o dietilamina, caracterizados por que se
hace reaccionar acido 2-[[[4-(4-cloro-2,5-dimetoxi-
fenil)-5-{2-ciclohexil-etil)-2-tiazolil]amino]carbonil] -

5,7-dietil-1H-indol-1-acético de 1la formula (II) con
etanolamina de la formula(IIIa), y dietanoclamina de 1la

formula (IIIb) o dietilamina de la formula (IIIc).
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4. Proceso de acuerdo a la reivindicacién 3
caracterizado por utilizar los compuestos de las formulas

(ITIa), (IIIb) o (IIIc) en un exceso de 1,2-1,5.

5. Proceso de acuerdo a las reivindicaciones 3 y 4
caracterizado por 1llevar a cabo 1la reaccién en un

solvente prético.

6. Proceso de acuerdo a la reivindicacién 5
caracterizado por utilizar como solvente prético etanol

acetonitrilo o una mezcla de etanol-agua.

7. Proceso de acuerdo a la reivindicacién 3 a 6
caracterizado por llevar a cabo la reaccién al punto de

fusién del solvente.

8. Composicién farmacéutica que contiene como
ingrediente activo una nueva sal de la férmula general
(I), sus solvatos, polimorfos o seudopolimorfos en donde

X representa etanolamina, dietanolamina o dietilamina.

9. Composicién farmacéutica de acuerdo a la
reivindicacién 8 que contiene como ingrediente activo sal

de etanolamina de &4cido 2-2-[[[4-(4-cloro-2,5-dimetoxi-
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fenil)-5-(2-ciclohexil-etil)-2-tiazolil]amino]lcarbonil]-
5,7-dietil-1H-indol-1-acético, sus solvatos, polimorfos o

seudopolimorfos.

10. Uso de nuevas sales farmacéutica mente aceptables de
la formula general (I), sus solvatos, polimorfos o
seudopolimorfos en donde X representa etanolamina,
dietanolamina o© dietilamina para la preparacién de
composiciones farmacéuticas adecuadas para el tratamiento
de los desordenes del sistema gastrointestinal o nervioso

central.

11. Método de tratamiento de desordenes del sistema
gastrointestinal o nervioso central utilizando una
cantidad efectiva de una nueva sal de la formula general
(I), sus solvatos, polimorfos o seudopolimorfos en donde

X representa etanolamina, dietanoclamina o dietilamina.
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