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ANEXOS

Comprobante de pago de la tasa de presentacion de la solicitud

Documento que acredita la existencia y representacion legal cuando el solicitante sea persona

Poderes si fuere el caso

Documento de cesion del inventor al solicitante o a su causante

Declaraciones

Copia de la solicitud internacional. (Resumen, descripcion, reivindicaciones, dibujos)

Traduccién de la solicitud internacional al castellano. (Resumen, descripcion, reivindicaciones, dibujos)

Copia del examen preliminar internacional efectuado por la Autoridad Internacional de Examen
Preliminar (IPEA).
Traduccién del examen preliminar internacional efectuado por la IPEA

De ser el caso copia de contrato de acceso.

De ser el caso, documento que acredite la licencia o autorizaciéon de uso de conocimientos tradicionales
de las comunidades indigenas

De ser el caso, certificado de deposito del material biolégico

Arte final 12 X 12 .

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

Otros  *Opinidn escrita.
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Certificate Number: 1146991910

APOSTILLE

(CONVENT]ONDE LA HAYE DU 5 OCTOBRE 1961)

COUNTRY: UNITED STATES OF AMERICA

THIS PUBLIC DOCUMENT HAS BEEN SIGNED BY:
AMANDA LIN HAYNES
ACTING IN THE CAPACITY OF:

NOTARY PUBLIC OF NEW JERSEY
BEARS THE SEAL/STAMP OF:

AMANDA LIN HAYNES, NOTARY

CERTIFIED

AT TRENTON, NEW JERSEY

THE 24TH DAY OF JUNE 2009

BY: R. David Rousseau, NEW JERSEY TREASURER

. NO: A367051

SEAL/STAMP: 10. SIGNATURE
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Verify this certificate at
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COLOMBIA

'COLOMBIA

Carrera 11 N° 86-53 Piso 6 Bogota Colombia Tel: (571) 6181088 ‘Fax: (57 1) 6350824-Email: info@clarkemodctcpm.co

PODER
Yo (nosofros), abzjo firmante(s)

en mi (nuestro) carécter de representante(s) legales de JANSSEN
PHARMACEUTICA NV
una sociedad organizada y existente de acuerdo con las leyes de

yen actual cumplimiento de su objeto social, con domicilio en Turnhout-
seweg 30, B-2340 Beerse, Bélgica.

por ¢l presente instrumento confiero (conferimos) poder especial 2 favor de .

DILIA MARIA RODRIGUEZ IPALEMAN, con Céduls de Ciudadania
No. 41.654.882 de Bogoth, y tp. 20824 y CLAUDIA LUCIA CARO
RAMIREZ, con Cédula de Ciudadania No. 40.017.374 de Tunja, y fp.
36448, con domicilio en Bogot4, Colombiz, para que actuando en su orden
en nomibre del (de fa) otorgante Ie (la) representen ante cualquier entidad,
autoridad y/o persona, especialmente ante las del orden Administrativo,
Contencioso Administrativo, Judicial, Tribunales de Arbitramento y/o
cualquier ofro en lo referente a los signientes asuntos:

1) Solicitar, tramitar, obtener y/o registrar cualquiera.de las modalidades de
Propiedad Industrial, tales como: patentes de invencién, modelos de
utilidad; disefios industriales, variedades vegetales; marcas, lemas, nombres
y ensefias eomerciales y denominaciones de origeny, asf como sus renovacio-
nes, prorrogas, transferencias, cambios de nombre y/o domicilio, contratos y
licencias.

2) Solicitar, tramitar, obtener y/o registrar derechos de autor, en cualquiera
‘de sus presentaciones ast como s proteccién de secretos industriales y
know-how.

3) Solicitar, tramitar, obtener y/o registrar registros sanitarios, permisos y/o
ficencias de funcionamiento; asi como sus removaciones o prémogas,
transferencias, cambios de nombre y/o domicilio, contratos y Heencias.

4) Ejercer acciones de oposicién, observacién, reclamos, reconsideraci6n,
reposicion, apelacién, cancelacién administrativa o judicial, nulidad,
proteccién al consumidor, concesion de licencias, proteccién de secretos
industriales y demds acciones y recursos relacionados con dereches
derivados de los asuntos arriba indicados y en contra de la competencia
desleal, acciones derivadas de la obtencién o explotacion de licencias,
acciones de indemnizacién de perjuicios. También podri(n) intervenir en
juicios civiles, comerciales, penales, contencioso-administratives, tutelas v
de policia; en acciones o juicios promovidos por ef (la) mandante o en
contra ¢l (ella) .

5) Registrar nombres de dominio ante la entidad competente.

6} En el ejercicio de este mandato los mandatarios amriba mencionados
quedan facultados para: conciliar, cancelar, transigir, comprometer en
arbitros, desistir, recibir y tomar posesién de Ia cosa objeto de litigio y
renunciar o desistir a derechos concedidos 0 en curso de concesién, admitiv
fos hechos det proceso.

7) Ratificar o no la agencia oficiosa.

8) Asi mismo faculto (facultamos) a los mencionados apoederados para
recibir notificacionss y designar apoderados judiciales o extrajudiciales,
sustitair el presente peder y revocar las sustifaciones que hicieren.

POWER OF ATTORNEY
I (we), the undersigned PETER L HERRIDGE

legal representative(s) of de JANSSEN PHARMACEUTICA NV
an organization existing under the laws of BELGIUM

and in present execution of its business activity, domiciled Turnhoutseweg 30,
B-2340 Beerse, Belgium.

do hereby grant POWER OF ATTORNEY to DILIA MARIA RODRIGUEZ
D’ALEMAN, identification card No. 41.654.882 of Bogots, and tp. 20824 and
CLAUDIA LUCIA CARO RAMIREZ, tp. 36448, identification card No.
40.017.374 of Tunja, residing in Bogoti, Colombia, to act in the order of their
appointment in behalf of grantor before any entity, authority and/or natural or
Contentious, Judicial, arbitration courts, and/or any other, in all matfers
concerning the following:

1) To apply, process, obtain and/or register any of the modalities of Industrial
Property, such as: Patents of Invention, Utility Models, Designs, plant varieties;
Marks, Slogans, Trade Names and emblems and appelations of Origin; 25 well as
their renewals, assignments, changes of name and/or domicile, agreements and
licenses.

2) To apply, process, obtain and/or register copyrights of any kind as welf as
protection. of industrial secrets or know-how.

3). To apply, process, obtain and/or register sanitary registrations, operating
authorizations and/or licenses; as well as their renewals or  assignments, changes
of name and/or domicile, agreements and licenses.

4) To bring actiens of opposition, observations, claims, reconsideration, appeat or
legal remedies, canceliations, nullity, protection to the consumer, granting of
licenses, protection of frade secrets and other actions related with rights derived
from the above- mentioned matters and against the unfair competition, actions
resulting from the obfaining er exploifation of licenses, recovering damages
actions. They can also intervene or participate in Civil, Commergifl, Criminal or
Contentious-Administrative  Trials; the actions for writ fpdndamus, police
actions; in actions, lawsuifs of litigations instituted by the gragfor or against him.
5} To register domain names before the competent entity.

6) To the effect of this mandate the above-named prgKy are empowered to:
conciliate, cancel, settle, submit to arbitration, withdrgf and to receive and take
possession of the Htigation related objet and waive g renounce the rights granted
orin process of granting, admit the facts of the cagé” ’

7) To ratify or not the officious agency.

8) I (we) hercby appoint the afore mentiongd attorneys with powers to receive
notifications and fo designate judicial and ghtrajudicial attorneys, substitute this
Power of Attorney and to revoke such sagfitutions.

Dado y firmado en Granted and signed at
alos dias de on this 27TH
7 Fifma / signatura’ a

PETER L HERRIDGE, POWER OF ATTO




CERTIFICADO NOTARIAL

(Cuando el solicitante es SOCIEDAD)
(Poderes oforgados er: El Salvador, Bstados Unidos, México y Veneznecla)

Alos dias delmesde de
, ¢f Notario que suscribe DA FE de que:

(nombre de Ia persona que firma ¢l poder)

mayor de edad y domicitiado

firmé de su puiio

y letra el documento que antecede.
2. Conoce al (2 Is} otorgante y que este (a) esté legalmente capacitado
para el otorgamiento.
3. El oforgante ha firmado i referido  documento en sw carfcter
de
de la persona juridica de de JANSSEN PHARMACEUTICA NV

4. La citada persona juridica con sede en Turnhoutseweg 30, B-2340
Beerse, Belgium, esti legalmentc constituida, que tienc actualmente
existencia legal y que el acto para el cual seha otorgado este poder
estA comprendido entre los que constituyen su objeto social.

5. El otorgante tiene efectivamente la representacifn que ostenta, que esta
es legitima y queestd facultado para otorgar este poder.

6. las anteriores certificaciones de los puntos 3, 4 y 5, me constan porque
he tenido a la vista los documentos auténticos.

AMANDA LI HAYNES
NOTARY PUBLICCF ww

NOTA: A continixacién de lo anterior, el Cénsul de Colombia debe
autenticar 1a firma del Notario Pablico.

CERTIFICADO NOTARIAL
INDIVIDUO)

(Cuando el solicitante es

Alos dias del mes de de
, €l Notario que suscribe DA FE de que:

1.

(nombre de la persona que firma el poder)

mayor de edad y domiciliado en
firmé en su presencia

NOTARIAL CERTIFICATE
( When the applicant is a CORPORATION)
(Powas of attorney granted in: El Salvador, Mexico, U.S.A. and Venezuela)

271 dayof 1 A4 . 2009

ﬁxeundasmdezym [FIES that:

1. PETER I, HERRIDGE .
(name of the person who signs the power of attomey)

“of lepal age and domiciled in__NEW BRUNSWICK, NJ USA
hand on the foregomg document.
2. The grantor is to him personally known and that he/she has legal capacity to
execute the document.
3. The grantor has exccuied the foregoing document in his capacity
of POWER OF ATTORNEY
of the juridical JANSSEN PHARMACEUTICA NV

set his

4. The mentioned jmjidical person with place of Turnhoutseweg 30, B-2340
Beerse, Belgium, is duly organized, has actual legal existence and that the
purposes for which the power of attorney mgrantedaremﬂlmtﬁeswpeufﬁs
corporate purposes.

5. The grantor has in fact the referred quality and that his/her representation
is legal and that he/she is empowered to grant this power of attorney.

6. I have based the above certifications 3, 4 and 5, on the authentic documents
which for such purpose were exhibited to me.

AN e~

Notary Public

NOTA: Then the Colombian Consul must legalize the signature of the Notary
Public.

NOTARIAL CERTIFICATE ( When the applicant is an INDIVIDUALS)

On this day of
the undersigned Notary CERTIFIES that:

1.

(name of the person who signs the Power of Attorney)

of legal age and domiciled at

signed in his presence the foregoing
document, the grantor is to him personally known and that he/she has legal
capacity to execute the document.

el documento que antecede, conoce al otorgante y que este esté legal
te capacitado para ¢l otorgamiento.

Notario Pablico
NOTA: A continuacién de lo anterior, el Cénsul de Colombia debe
autenticar Ia firma del Notario Pablico.

Para todos los demas paises el Sefior Consul de Colombia o ante quien
se otorgue, debe expedir una certificacién dejando constancia 1) de la
existencia legal de la sociedad, 2) dé que esta ejerce actualmente su
objeto social, y 3) de que la persona o personas que otorgan el poder
estan facultadas para hacerlo, dejando

constancia asi mismo de que tuvo a la vista las pruebas que acrediten
tales circunstancias.

LEGALIZACION POR EL CONSUL DE COLOMBIA
O PORAPOSTILLA

Notary Public
NOTA: Then the Colombian Consul must legahze
Public.

For all other countries the Colombian Consul/or before who it is granted
must issue a certification stating 1) the legal gxistence of the corporation, 2)
that the corporate purposes are actually Meing accomplished , 3) that the
person or persons who grant this Power/of Attorney are empowered to do
it. The Consul will certify also thay the documents evidencing those
circumstances were exhibited to him. 1

signature of the Notary

Como tarl
LEGALIZATION BY JyA (U
APOSTILLE. 0 '_ A




Traduccion oficial hecha por Jimena Escobar Uribe, traductora e intérprete oficial segiin
resolucién No. 0369 del Ministerio de Justicia, del documento legalizado mediante la
APOSTILLA No. A-367051 de 24 de junio de 2009 expedida en Estados Unidos de
América (Nueva Jersey) correspondiente a un documento de poder y una certificacion
notarial en inglés con su correspondiente traduccion al espafiol (razén por la cual no se hace
su traduccion), otorgado a la sociedad JANSSEN PHARMACEUTICA NV., domiciliada

en Beerse, Bélgica

Documento de poder firmado el 27 de mayo de 2009 por Peter L.

Herridge, con poder de Abogado.

Sello notarial: Amanda Lin Haynes, Notario Publico de Nueva

Jersey, comisidén termina el 10/28/2013.

APOSTILLA
(Convencién de la Haya de 5 de octubre de 1961)

1. Pais: Estados Unidos de América

2. Este documento publico ha sido firmado por AMANDA LIN
HAYNES

3. Actuando en su calidad de Notario Publico de Nueva Jersey

4. Lleva el sello/estampilla de AMANDA LIN HAYNES, notArio

CERTIFICADO

5. En Trenton, Nueva Jersey
6. E1 24 de junio de 2009

7. Por R. David Rousseau, Tesorero de‘"”J”:
8. Certificado No. A367051

9. Sello/Estampilla: El Gran Sellc del

—

JIMENA ESCOBAR URIBE

Traductor o intérprete Oficial
Resolucién No. 0369 Min. Justicia 1995



10. Firma: Firma ilegible

Nimero de certificado: 1146991910
Verifique este certificado en linea:

https://wwwl.state.nj.us/TYTR StandingCert/JSP/Verify Cert

-Jsp
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APOSTILLE

(CONVENTION DE LA HAYE DU 5 OCTOBRE 1961)

1. COUNTRY: UNITED STATES OF AMERICA

2. THIS PUBLIC DOCUMENT HAS BEEN SIGNED BY:
GERALDINE A BAILEY
3. ACTING IN THE CAPACITY OF:

NOTARY PUBLIC OF NEW JERSEY
4. BEARS THE SEAL/STAMP OF:

GERALDINE A BAILEY, NOTARY

6 ' CERTIFIED

5. AT TRENTON, NEW JERSEY

6. THE 13TH DAY OF JULY 2009
7. BY: R. David Rousseau, NEW JERSEY TREASURER

8. NO: A368604

9. SEAL/STAMP: 10. SIGNATURE

Certificate Number: 1148251010

Verify this certificate at
https://www1.state.nj.us/TYTR_StandingCert/JSP/Verify Cert.jsp




CERTIFICATION

I certify that Peter L. Herridge, Power of Attorney of Janssen Pharmaceutica NV, a
corporation existing, duly organized and complying with its corporate purposes in
conformity with the laws of Belgium, whose home office is located in Beerse,
Belgium. I further certify that said individual is duly authorized to sign any and all
instruments in his capacity as officer of the company and that the purposes for which
are within the scope of the objects or activities of said corporation.

Swormn to and subscribed
before me this

/¥ dayo 009

® | /y‘/&(_/y%u\;_‘__&‘ J—t;%

GERALDINE A, BAILEY
NOTARY PUBLIC OF NEW JERSEY
Comimission Bxpires 1/14/2014




Traduccion oficial hecha por Jimena Escobar Uribe, traductora e intérprete oficial segin
resoluciéon No. 0369 del Ministerio de Justicia, del documento legalizado mediante la
APOSTILLA No. A-368604 de 13 de julio de 2009 expedida en Estados Unidos de
América (Nueva Jersey) correspondiente a una certificacién notarial relacionada con la
sociedad JANSSEN PHARMACEUTICA., domiciliada en Beerse, Bélgica.

CERTIFICACION

Yo certifico que Peter L. Herridge, con Poder de Abogado de

Janssen Pharmaceutica NV, una sociedad existente, debidamente

constituida y cumpliendo con sus objetos corporativos de

acuerdo con las leyes de Bélgica, cuya casa matriz estéa

localizada en Beerse, Bélgica. Ademas certifico que dicho
individuo estd debidamente autorizado para firmar cualquier y-
todos los instrumentos en su capacidad como funcionario de la
sociedad y que los propésitos para los cuales estan dentro

del espectro de los objetivos o actividades de dicha

sociedad.

Firmado: Firma ilegible

Sello: Juramentado y suscrito ante mi este dia 10 de julig de

2009.

Firmado: Geraldine A. Bailey, notario publico Nueva

Jersey, comisidén termina 1/14/2014.
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2. Este documento publico ha sido firmado por GERLADINE A.
BAILEY

3. Actuando en su calidad de Notario Publico de Nueva Jersey

4. Lleva el sello/estampilla de GERLADINE A. BAILEY, notario

CERTIFICADO

5. En Trenton, Nueva Jersey
6. E1 13 de julio de 2009

7. Por R. David Rousseau, Tesorero de Nueva Jersey

8. Certificado No. A368604

9. Sello/Estampilla: El Gran Sello del Estado de Nueva Jersey

10. Firma: Firma ilegible

Numero de certificado: 1148251010

Verifique este certificado en linea:

https://wwwl.state.nj.us/TYTR StandingCert/JSP/Verify Cert.jsp
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RESUMEN

La presente invencion se refiere a un procedimiento de preparacion de

un compuesto de Férmula |:

Férmula |
en la que R se define en la memoria descriptiva Los compuestos de Férmula |
son utiles para tratar trastornos del sistema nervioso central, incluyendo la
epilepsia. El procedimiento incluye un nuevo uso del reactivo borohidruro de

10 litio.

(2
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PROCEDIMIENTO MEJORADO PARA PREPARAR 2-(FENIL SUSTITUIDO)-
2-HIDROXI-ETIL CARBAMATOS

Referencia Cruzada con las Solicitudes Relacionadas

Esta solicitud reivindica la prioridad de los beneficios de la presentacion
de la Solicitud Provisional de Estados Unidos con N° de Serie 60/980.877,
presentada el 18 de octubre de 2007. Las divulgaciones completas de la
solicitud de patente de Estados Unidos relacionada mencionada anteriormente
se incorporan en el presente documento por referencia para todos los
propdésitos.

Breve Descripcion de la Invencién

La presente invencion se refiere a un nuevo procedimiento para preparar
(S)-(+)-2-(fenil sustituido)-2-hidroxi-etil carbamatos y a nuevos intermedios
usados en este procedimiento.

Antecedentes de la Invencion

Los 2-(fenil sustituido)-2-hidroxi-etil carbamatos y sus isémeros se han
descrito en los documentos US 5.698.588, US 5.854.283, US 6.127.412, US
6.103.759, WO 97/26241 y WO 03/053916 como compuestos utiles para tratar
trastornos del sistema nervioso central. Estos trastornos incluyen convulsiones,
epilepsia, ictus, espasmos musculares, dolor neuropatico y migrafia. Un
trastorno preferido es la epilepsia.

Sumario de la Invencion

La presente invencién se refiere a un procedimiento de preparacion de

un compuesto de Férmula |

R
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OH
. O_ _NH
RN 2
R'— hif
S 0
Formulal
en la que:

R' se selecciona entre el grupo constituido por Cl, F y Br;
comprendiendo dicho procedimiento el uso de borohidruro de litio para reducir
el intermedio de éster de Formula Il para dar un alcohol de Férmula Ill, que se

lleva a reacciones posteriores para convertirlo en un compuesto de Férmula I.

OPG : OPG
R _.(j/\cozalquiloc(1_4) LiBH, e ~OH
| - 1 _
Formula 11 Férmula II1

en las que PG es un grupo protector obtenido a partir de un éter,
seleccionandose dicho éter entre el grupo constituido por 2-metoxi-1-propeno,
dihidropirano, metil vinil éter, etil vinil éter y 5,6-dihidro-4-metoxi-2H-pirano.

Descripcion Detallada de la Invencién

La presente invencion se refiere a un procedimiento de preparacion de

un compuesto de Férmula I:

OH
‘_O_ _NH
RS 2
R'-+ \f(
= O
Formula |
en la que:

R' se selecciona entre el grupo constituido por Cl, F y Br; j y
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comprendiendo dicho procedimiento el uso de borohidruro de litio para reducir
el intermedio de éster de Formula Il para dar un alcohol de Férmula lil, que se

lleva a reacciones posteriores para convertirlo en un compuesto de Férmula I.

QPG OPG
R"@/\COZ alquilo C(1_4) LiBH, 1~ = : OH -
] / * 1 _
Férmula 11 ’ Férmula 111

en las que PG es un grupo protector obtenido a partir de un éter,
seleccionandose dicho éter entre el grupo constituido por 2-metoxi-1-propeno,
dihidropirano, metil vinil éter, etil vinil éter y 5,6-dihidro-4-metoxi-2H-pirano.

En otra realizacion, la presente invencion se refiere a un procedimiento

de preparacion de 2-(2-cloro-fenil)-2-hidroxi-etil éster del acido (S)-carbamico:

2-(2-cloro-fenil)-2-hidroxi-etil éster del acido (S)-carbamico, comprendiendo
dicho procedimiento el uso de borohidruro de litio para reducir el intermedio de
éster de Formula I para dar un alcohol de Férmula lll, que se lleva a
reacciones posteriores para que se convierta en 2-(2-cloro-fenil)-2-hidroxi-etil

éster del acido (S)-carbamico.

Cl OPG G OPG
@/\CO;GIQU"O C(1_4) LiBH, @/\/OH

Formula II Formula 11

en las que R' es 2-cloro y PG es como se ha definido en la Férmula Il
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En otra realizacién, la presente invencion se refiere a un procedimiento

de preparacion de 2-(2-cloro-fenil)-2-hidroxi-etil éster del acido (S)-carbamico:

cl QH
: om/mH2
0

2-(2-cloro-fenil)-2-hidroxi-etil éster del acido (S)-carbamico
comprendiendo dicho procedimiento el uso de las etapas a, b y ¢ que se
describen a continuacion:

a) esterificacion de acido (S)-(2-cloro-fenil)-hidroxi-acético,

Ci OH

©/\COZH

acido (S)-(2-cloro-fenil)-hidroxi-acético

con un alcohol C1.4, seleccionado entre el grupo constituido por: metanol,
etanol, n-propanol, iso-propanol, n-butanol, iso-butanol, sec-butanol y terc-
butanol: caracterizandose dicha esterificacién por el uso de: de 0,025 a 0,4

equivalentes de oxicloruro de fésforo para obtener un éster de Formula IV.

Ct OH

©/\C028|QU"O C(1_4)

Férmula IV

b) proteccién del resto alcohol de un compuesto de Férmula IV, en la que dicha
proteccion se caracteriza por el uso de catalisis acida controlada por dejar el
acido del oxicloruro de fosforo de la reaccidon anterior y un éter seleccionado

entre el grupo constituido por: 2-metoxi-1-propeno, dihidropirano, metil vinil

/€
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éter, etil vinil éter y 5,6-dihidro-4-metoxi-2H-pirano para obtener un compuesto

de Férmula I,

C  OPG

CO;alquilo C(1.4)

Férmula li

en la que R' es 2-cloro y PG es como se ha definido en Formula |I.

c) Uso de borohidruro de litio para reducir el intermedio de éster de Férmula Il
para dar un alcohol de Férmula lll, que se lleva a reacciones posteriores para

convertirlo en 2-(2-cloro-fenil)-2-hidroxi-etil éster del acido (S)-carbamico.

Cl OPG Cl  OPG
@ACOQanuilo Cpay  LiBH, C('vo“
Formula H Formula 11

en las que R es 2-cloro y PG es como se ha definido en la Férmula Ii.
En otra realizacién, la presente invencion se refiere a un procedimiento

de preparacion de 2-(2-cloro-fenil)-2-hidroxi-etil éster del acido (S)—cérbémico

Cl OH
. OYNHz
o

2-(2-cloro-fenil)-2-hidroxi-etil éster del acido (S)-carbamico
comprendiendo dicho procedimiento el uso de las etapas a, b, ¢, d, e, fy g que
se describen a continuacién:

a) esterificaciéon de acido (S)-(2-cloro-fenil)-hidroxi-acético,
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Cl - OH

| @Acoza

acido (S)-(2-cloro-fenil)-hidroxi-acético

con un alcohol C(14), seleccionado entre el grupo constituido por. metanol,
etanol, n-propanol, iso-propanol, n-butanol, iso-butanol, sec-butanol y terc-
butanol: caracterizandose dicha esterificacién por el uso de: de 0,025 a 0,4

equivalentes de oxicloruro de fosforo para obtener un éster de Férmula V.

C OR

COz alquilo C(1_4)

Férmula IV

b) proteccidn del resto alcohol de un compuesto de Férmula IV, en la que dicha
proteccién se caracteriza por el uso de catalisis acida controlada por dejar el
4cido del oxicloruro de fésforo de la reacciéon anterior y un éter seleccionado
entre el grupo constituido por: 2-metoxi-1-propeno, dihidropirano, metil vinil
éter, etil vinil éter y 5,6-dihidro-4-metoxi-2H-pirano para obtener un compuesto

de Formula Il

Ct OPG

©/\C02alquilo Ciray

Férmula il
en la que R' es 2-cloro y PG es como se ha definido en la Férmula i.
c) Uso de borohidruro de litio para reducir el intermedio de éster de Formula |l

para dar un alcohol de Férmula lll.
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Cl  OPG Cl  OPG
CO,alquilo C1y  LiBH, ~AOH

Formula 11 ~ Formula 111

en las que R' es 2-cloro y PG es como se ha definido en la Férmula Il.

d) Reaccion de un alcohol de Férmula Il

Clt  OPG
: OH

Formula Il

con un compuesto de carbonilo,

O

L

X7TY

en el que X e Y son grupos salientes seleccionados independientemente entre
el grupo constituido por bromo, cloro, imidazolilo y fenoxi;

caracterizandose dicha reaccioén por una temperatura de la reaccion: de -10 a

65°C, para producir un compuesto de carbonilo de Férmula V.

Cl QPG
e
_ 0
Foérmula V

e) Reaccion de un compuesto de Férmula V con hidroxido de amonio o
amoniaco, caracterizandose dicha reaccion por temperatura de la reaccién: de

0 a 55°C para formar el carbamato de Férmula VI.
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Cl  OPG
O _NH,

hig

0

Férmula VI

f) La desproteccion del carbamato de Férmula VI, caracterizandose dicha
desproteccion por el uso de un acido seleccionado entre el grupo constituido
por acido fosférico, acido clorhidrico y acido sulfurico para formar 2-(2-cloro-

fenil)-2-hidroxi-etil éster del acido (S)-carbamico

©/:\/OYNH2
ol

2-(2-cloro-fenil)-2-hidroxi-etil éster del acido (S)-carbamico
g) Recristalizacién del 2-(2-cloro-fenil)-2-hidroxi-etil éster del acido (S)-
carbamico, caracterizandose dicha recristalizacion por un gradiente de
refrigeracion controlada.

En ofra realizacion, la presente invencion se refiere a un procedimiento
de preparacién de 2-(2-cloro-fenil)-2-hidroxi-etil éster del acido (S)-carbamico

Cl OH
~_O_NH,

g

0

2-(2-cloro-fenil)-2-hidroxi-etil éster del acido (S)-carbamico
comprendiendo dicho procedimiento el uso de las etapas a, b y ¢ que se
describen a continuacién:

a) Metilesterificacion de acido (S)-(2-cloro-fenil)-hidroxi-acético,

20
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Cl OH

COH

acido (S)-(2-cloro-fenil)-hidroxi-acético
caracterizandose dicha esterificacion por el uso de 0,1 equivalentes de
oxicloruro de fosforo para obtener éster metilico del acido (S)-(2-cloro-fenil)-

hidroxi-acético.

cl OH
CO,CH;4

éster metilico del acido (S)-(2-cloro-fenil)-hidroxi-acético
b) proteccion de éster metilico del acido (S)-(2-cloro-fenil)-hidroxi-acético,

caracterizandose dicha proteccion por el uso de catalisis acida controlada por

dejar el acido del oxicloruro de fésforo de la reaccién anterior y 2-metoxi-1-

propeno, para obtener éster metilico del acido (S)-(2-cloro-fenil)-(1-metoxi-1-
metil-etoxi)-acético.

C ><O/

ct O

(j/\cozcua

éster metilico del acido (S)-(2-cloro-fenil)-(1-metoxi-1-metil-etoxi)-acético

¢) reduccién de éster metilico del acido (S)-(2-cloro-fenil)-(1-metoxi-1-metil-
etoxi)-acético, caracterizandose dicha reduccion por el uso de LiBH4, para
obtener (S)-2-(2-cloro-fenil)-2~(1-metoxi-1-metil-etoxi)-etanol, que se lleva a
reacciones posteriores para convertirlo en 2-(2-cloro-fenil)-2-hidroxi-etil éster

del acido (S)-carbamico.
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(S)-2-(2-cloro-fenil)-2-(1-metoxi-1-metil-etoxi)-etanol
En otra realizacion de la invencion, la presente invencion se refiere a un
procedimiento de preparacion de 2-(2-cloro-fenil)-2-hidroxi-etil éster del acido

(S)-carbamico:

Cl OH ,
¥ O\n,NHZ
0

2-(2-cloro-fenil)-2-hidroxi-etil éster del acido (S)-carbamico
comprendiendo dicho procedimiento el uso de las etapas a, b, ¢, d, e, fy g que
se describen a continuacion:

a) metilesterificacion de acido (S)-(2-cloro-fenil)-hidroxi-acético:

Cl OH

©/\COZH

acido (S)-(2-cloro-fenil)-hidroxi-acético
caracterizandose dicha metilesterificacion por el uso de:
10 equivalentes de metanol,
0,1 equivalentes de oxicloruro de fésforo,
temperatura de la reaccion: de 40 a 50°C,
concentracién parcial, y

co-disolvente de tolueno;

s
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para obtener éster metilico del acido (S)-(2-cloro-fenil)-hidroxi-acético.

Cl OH

©/\C020H3

éster metilico del acido (S)-(2-cloro-fenil)-hidroxi-acético
b) proteccién de éster metilico del acido (S)-(2-cloro-fenil)-hidroxi-acético,
caracterizandose dicha proteccion por el uso de:

catalisis acida controlada por dejar el acido del oxicloruro de fosforo de
la etapa anterior, adicion de 1,6 equivalentes de isopropenil metil éter a la
mezcla de reaccion, y

1 extraccidén con agua;
para obtener éster metilico del acido (S)-(2-cloro-fenil)-(1-metoxi-1-metil-etoxi)-

acético.

X

a O 0

©/\COZCH3

éster metilico del acido (S)-(2-cloro-fenil)-(1-metoxi-1-metil-etoxi)-acético
c) reduccién de éster metilico del acido (S)-(2-cloro-fenil)-(1-metoxi-1-metii-
etoxi)-acético, caracterizandose dicha reduccion por el uso de:
LiBHy,
disolventes: disolventes aproticos tales como éteres, por ejemplo, THF,
éter dietilico y similares,
hidrocarburos tales como, por ejemplo, tolueno,
tratamiento con cetonas tales como, por ejempio, acetona,

temperatura de la reaccion: de 40 a 50°C,

23
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destilacion de THF y acetona, e isopropanol (el ultimo formado durante
el procedimiento de trabajo por reduccién de acetona)
2 extracciones con solucion de hidroxido sédico y solucién de NaCl;

para obtener (S}-2-(2-cloro-fenil)-2-(1-metoxi-1-metil-etoxi)-etanol.

(S)-2-(2-cloro-fenil)-2-(1-metoxi-1-metil-etoxi)-etanol
e) reaccidn de 2-(2-cloro-fenil)-2-(1-metoxi-1-metil-etoxi)-etil éster del acido (S)-

imidazol-1-carboxilico

2-(2-cloro-fenil)-2-(1-metoxi-1-metil-etoxi)-etil éster del acido (S)-imidazol-1-
carboxilico
con hidréxido de amonio, caracterizandose dicha reaccién por

1,60 equivalentes de hidréxido de amonio, y

temperatura de la reaccion: de 40 a 50°C

para formar 2-(2-cloro-fenil)-2-(1-metoxi-1-metil-etoxi)-etil éster del acido (S)-

carbamico.
cl oyo/

@’NOYNHZ
0

2-(2-cloro-fenil)-2-(1-metoxi-1-metil-etoxi)-etil éster del acido (S)-carbamico
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f) desproteccion de 2-(2-cloro-fenil)-2-(1-metoxi-1-metil-etoxi)-etil éster del
acido (S)-carbamico, caracterizandose dicha desproteccion por

adicién de 2 equivalentes de acido sulfurico ac., y

temperatura de la reaccion: de 40 a 50°C

para formar 2-(2-cloro-fenil)-2-hidroxi-etil éster del acido (S)-carbamico.

2-(2-cloro-fenil)-2-hidroxi-etil éster de acido (S)-carbamico
g) recristalizacion de 2-(2-cloro-fenil)-2-hidroxi-etil éster del acido (S)-
carbamico, caracterizandose dicha recristalizacion por
metanol/agua 1:4,y
uso de un gradiente de temperatura controlada.
Ejemplos:

Los siguientes ejemplos ilustran las realizaciones de la invencion, y

cl OH
0
se puede usar 2-(2-cloro-

fenil)-2-(1-metoxi-1-metil-etoxi)-etil éster del acido (S)-carbamico en lugar de la

como se aplican a la sintesis de

férmula del texto.

Ejemplo 1

z<



10

15

20

14

1) Metanol
Trimetoximetano
Tolueno
¢l oH Oxicloruro de fésforo () € OH

L A OH 40-45°C N
m 2) Concentracién o)

3) Tolueno
4) Concentracion v

Un recipiente se reaccién se carg6é con 300 kg (1607,8 mol) de acido (S)-
2-cloromandélico, 519 kg (16199 mol) de metanol, 24,6 kg (160,4 mol) de
tricloruro fosférico, 190 kg (1790,4 mol) de trimetoximetano y 672 kg de tolueno
y se calent6 de 40 a 50°C, después de lo cual se formé una solucion
transparente. La solucién se concentré parcialmente al vacio hasta que se
retiraron aproximadamente 708 kg de disolventes. Se afiadieron 708 kg mas de
tolueno y la destilacion al vacio se repitié hasta que se retiraron de nuevo 708
kg de disolventes. El éster IV se transfirié a la siguiente etapa de reaccion en
forma de una solucién en tolueno.

La concentraciéon parcial de la solucién de tolueno, a diferencia de la
retirada total del metanol en forma de reactivo/disolvente y tolueno como
disolvente, proporcioné el beneficio de evitar la reaccién inversa y, por lo tanto,
de aumentar el rendimiento de la reaccién. Ademas, se descubrié que pueden
usarse cantidades menores que las equimolares, tal como 0,025-0,4
equivalentes de POCI; en forma de un acido, en lugar de 2,8 equivalentes de
HCI. El uso de una cantidad subestequiométrica de POCI; tiene ventajas que
incluyen: aumento de la seguridad evitando la necesidad de destruir una gran
cantidad de acido después de la destilaciéon, reduccién del tiempo del ciclo,
disminucion del uso de reactivos y una simplificacién global del procedimiento

(sin adicién de HCI gase0s0).
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Ejemplo 2
1) 2-Metoxi-1-propeno X
20-30°C
¢ oH 2) Trietilamina o 9”0
0 4) Concentracion o
A% |

La mezcla de reaccién se enfrié de 5 a 15°C. Se afiadié lentamente una
maéa de 184 kg (2552 mol) de 2-metoxi-1-propeno de 5 a 30°C. La solucion
resultante se agité durante 30 a 120 min de 20 a 30°C antes de afadir 24,6 kg
(243,1 mol) de trietilamina anhidra. Después de que se comprobara que el pH
estaba en el intervalo de 8 a 11, se afadieron 270 kg de agua, después de lo
cual se formd una mezcla bifasica. La emulsién se agité durante 10 a 30 min,
antes de que las fases se separaran. La fase acuosa inferior se descart6
(aproximadamente 305 kg). La fase organica se concentr6 parcialmente al
vacio hasta que se retiraron aproximadamente 300 kg de disolventes. El éster ||
se transfirié a la siguiente etapa de reaccion en forma una solucion.

El descubrimiento de que puede usarse el control de pH para la catalisis
acida controlada por el acido sobrante del oxicloruro de fosforo de la etapa
anterior en lugar de POCI; nuevo dio como resultado varias simplificaciones del
procedimiento, incluyendo las que se indican a continuacion: evitar la
necesidad de afadir mas cantidad de oxicloruro de fosforo, evitar la necesidad
de supervisar y controlar el pH para una formacién cetal optima y eliminar la
necesidad de cambiar el reactor, que da como resultado la reduccién del
tiempo del ciclo.

Ademas, se descubrié que esta reaccion no requeria multiples lavados y
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secados sobre Na,SQO,; en su lugar, se descubrié que era suficiente un unico

lavado de agua con secado azeotrépico.

Ejemplo 3
>< 1) KBH, / LiCt / Tetrahidrofurano X
a0 -~ 40 -50 °C- _
0" "0 2) Adicién del intermedio IV & o o
mO\ . 3) Acetona @/\/OH
0 4) Concentracién
i 5) Hidroxido sédico ac. al 30%
6} Agua g

7) Concentraciéon

Un recipiente seco se cargdé con 91,8 kg (1702,2 mol) de borohidrato
potasico, 72,0 kg (1698,9 mol) de cloruro de litio y 516 kg de tetrahidrofurano.
La suspension resultante se agité de 40 a 50°C durante 1 a 2 h antes de afadir
la solucién del éster Il durante 90 a 180 min de 40 a 50°C. Después de la
adicion, la mezcla de reaccion se agité de 40 a 50°C durante 2,5 a 3,5 h mas. A
la misma temperatura, se afadieron lentamente 271 kg de acetona durante 60
a 120 min, seguido de 240 kg de tolueno, y la mezcla se agitd durante 30 a 60
min mas de 40 a 50°C. Después, se usé destilacion al vacio para retirar 786 kg
de disolventes. Se afadié una solucién de hidréxido sédico (aproximadamente
al 30% (p/p), 278 kg, 2085 mol) seguido de 557 kg de agua purificada. La
emulsion resultante se agité durante 20 a 40 min de 40 a 50°C, y las fases se
separaron. La fase acuosa inferior se descarté (aproximadamente 997 kg). La
fase organica se diluyd con 240 kg de tolueno, se traté con 300 kg de agua
purificada y 30 kg de cloruro sodico. La emulsién se agito de 40 a 50°C durante
10 a 30 min y las fases se separaron de nuevo. La fase acuosa
(aproximadamente 360 kg) se descarté. La fase organica se concentr6

parcialmente al vacio hasta que se retiraron aproximadamente 600 kg de

2%
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disolventes. El alcohol! Il se transfiri6 a la siguiente etapa de reaccién en forma
una solucion.

El uso de LiBH4 en forma de un reactivo sélido o en forma una solucion
en un disolvente apropiado o formado in situ a partir de borohidruro potasico y
cloruro de litio como agente reductor dio como resultado varias mejoras del
procedimiento, incluyendo; eliminar la necesidad de usar el disolvente de
dimetil éter de tetraetilenglicol -que puede ser dificil de retirar, reducir la
temperatura de la reaccién, aumentar el rendimiento en volumen y eliminar la
necesidad del secado sobre Na,SQO, y la filtracién. Ademas, el uso de LiBH4 dio
como resultado una selectividad de reduccion excelente e inesperada. Las
reacciones secundarias indeseables que se evitan incluyen la retirada del

grupo protector y/o deshalogenacion.

Ejemplo 4
' 1,1'-Carbonilbis-1H-imidazol .
c QXO/ (CDI) cl QXQ/ r,N
“_OH 35-45°C O NJ)
‘ hig
‘ 0
4 5

Un recipiente de reaccién se cargd con 326 kg (2010,5 mol) de 1,1-
carbonilbis-1H-imidazol y 540 kg de tolueno. La suspensién se agitd
vigorosamente durante 10 a 30 min antes de afiadir lentamente la solucion del
alcohol Ill durante 30 min de 15 a 45°C, formando una soluciéon casi
transparente. La imidazolida V se transfirié a la siguiente etapa de reaccion en
forma de una solucién en tolueno.

El uso de un intervalo de temperatura de 15 a 45°C dio como resultado

una conversion sistematicamente completa y un aumento del rendimiento en

2T
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volumen, en comparacion con la misma realizacién realizada a un intervalo de

temperatura de 0 a 20°C.

Ejemplo 5
¢ o o~ l/:N) Hidréxido de Amonio Cl QXO/
A O N7 35-40°C ~_-O-_NH,
T Y
0 o)
v Vi
5 La solucién de la etapa anterior se agité de 35 a 45°C durante 30 a 60

min antes de afadir lentamente 175 kg de una solucién de hidréxido de amonio
(al 25% (p/v), 1,6 equiv.) en 90 a 180 min de 35 a 45°C. La mezcla de reaccion
bifasica se agité de 35 a 45°C durante 45 a 75 min mas. El carbamato VI se
transfirié a la siguiente etapa en la mezcla de reaccion bifasica.

10 El uso de 1,6 (1,44-1,77) equivalentes de hidréxido de amonio en lugar
de 10 equivalentes permitio transferir la mezcla de reaccion directamente a la
siguiente etapa sin extracciones acuosas. El nuevo procedimiento tenia los
beneficios de la conversidon completa con una baja incidencia de reacciones
secundarias, no hubo pérdidas de producto en las fases acuosas y el

15 rendimiento en volumen aumento.

Ejemplo 6

1) Agua
2) Acido sulfurico

N 40-50°C

J) Cristalizacion en Tolueno/ Cl OH

Q" "o
R O\IrNHZ Acido sulftrico acuoso : OYNHZ
(o) 4) Centrifugacién 0
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La mezcla de reaccion bifasica que contenia el carbamato VI se trato
con 392 kg de agua purificada seguido de la adicién de 311 kg (3171,2 mol, 2
equivalentes) de acido sulfurico de 15 a 50°C seguido de 43,5 kg mas de agua
purificada. La emulsion se agité de 40 a 50°C durante 45 a 75 min después de
lo cual el carbamato | en bruto precipit. La suspension se enfrié de 10 a 20°C
seguido de centrifugacion. El producto himedo (aproximadamente 360 kg) se
lavd con 360 kg de agua purificada en varias porciones y se sec6 en un
secador de bandejas (cabina de secado) o un secador mecénico al vacio de 65
a 75°C durante 0,5 a 24 h.

El de uso de 2 equivalentes de acido sulfirico permitié la combinacion
de la formacion de carbamato en el ejemplo 5 con el procedimiento en el
ejemplo 6. Ademas, el uso de 2 equivalentes de acido sulfdrico de 40 a 50°C
en lugar de 0,73 equivalentes de HCI| de 20 a 30°C dio como resultado un
aumento del rendimiento del 83,7% al 91,6%. El rendimiento en volumen

aumentd de 70 g/l a 146 g/l y el tiempo del ciclo se redujo.

Ejemplo 7
1) Metanol, 60-70°C
cl OH 2) Filtracién
= 3) Refrigeracién a 18-22°C Cl OH

Oy N 8 Agua, 1822°C A _O_NH,
- bl
O 5) Refrigeracion a 0-5°C (0]
6) Centrifugacion '
!

El carbamato | se disolvié en metanol a la temperatura de reflujo (~65°C)
y se filtré6 por un cartucho de filtro de 0,45 um en un reactor precalentado. La
solucion se enfrid con un gradiente de refrigeracion determinado de 18 a 22°C

durante el cual el producto comenzé a cristalizar.

3/
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A la suspensién se le afadi®é agua, hasta que la proporcion
metanol/agua fue de 1:4 La suspensién se enfrié6 adicionalmente con un
gradiente determinado a 0-5°C. La suspension se filtré y la torta resuitante se
lavé con agua. El producto himedo se secé al vacio a 48-52°C en una cabina
de secado o en un secador mecanico.

El uso de un gradiente de refrigeracion controlado dio como resultado un
ligero aumento del rendimiento en volumen de 118 g/l a 123 g/l y el control de
los polimorfos.

Aungue la memoria descriptiva anterior muestra los principios de la
presente invencién, con ejemplos proporcionados para propésitos de
ilustracion, se apreciara que la practica de fa invencién incluye todas las
variaciones, adaptaciones y/o modificaciones habituales que se encuentran
dentro del alcance de las siguientes reivindicaciones y sus equivalentes.

Todas las publicaciones que se describen en la memoria descriptiva

anterior se incorporan en este documento como referencia en su totalidad.
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Habiendo descrito la invencion como antecede, se declara como propiedad lo

contenido en las siguientes

REIVINDICACIONES
1. Un procedimiento de preparacién de un compuesto de Férmula I:
OH
pZ 0
Férmula |
en la que:

R' se selecciona entre el grupo constituido por Cl, F y Br;
comprendiendo dicho procedimiento el uso de borohidruro de litio para reducir
el intermedio de éster de Férmula |l para dar un alcohol de Férmula Ill, que se

lleva a reacciones posteriores para convertirlo en un compuesto de Férmula |.

OPG : OPG
]! {j/\cozalquiloc(1_4) LiBH, e O
| P | _
Formula 11 Formula 111

en las que PG es un grupo protector obtenido a partir de un éter,
seleccionandose dicho éter entre el grupo constituido por 2-metoxi-1-propeno,

dihidropirano, metil vinil éter, etil vinil éter y 5,6-dihidro-4-metoxi-2H-pirano.

2. El procedimiento de la reivindicacién 1, en el que R' es 2-cloro.
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3. El procedimiento de la reivindicacion 2, que comprende adicionalmente
las siguientes etapas ay b.

a) esterificacion de acido (S)-(2-cloro-fenil)-hidroxi-acético,

Cl OH

©/\COZH

acido (S)-(2-cloro-fenil)-hidroxi-acético

con un alcohol C(14), seleccionado entre el grupo constituido por: metanol,
etanol, n-propanol, iso-propanol, n-butanol, iso-butanol, sec-butanol y terc-
butanol: caracterizandose dicha esterificacién por el uso de: de 0,025 a 0,4

equivalentes de oxicloruro de fésforo para obtener un éster de Formula IV.

Ct OH

©/\C023|QU"0 C(1_4)

Férmula IV
b) proteccion del resto alcohol de un compuesto de Férmula 1V, en la que dicha
proteccion se caracteriza por el uso de catalisis acida controlada por dejar el
acido del oxicloruro de fésforo de la reaccion anterior y un éter seleccionado
entre el grupo constituido por: 2-metoxi-1-propeno, dihidropirano, metil vinil
éter, etil vinil éter y 5,6-dihidro-4-metoxi-2H-pirano para obtener un compuesto
de Férmula i,

¢ OPG

CO,alquilo Ci14

Formula ll

3
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4. El procedimiento de Ia reivindicacion 3 que comprende adicionalmente
las etapas d, e, f y g que se muestran a continuacioén:

d) Reaccién de un alcohol de Férmuia [l

Cl OPG
‘__OH

Férmula Il

con un compuesto de carbonilo,

O

J

Xy

en el que X e Y son grupos salientes seleccionados independientemente entre
el grupo constituido por bromo, cloro, imidazolilo y fenoxi;
caracterizandose dicha reaccion por una temperatura de la reaccién: de -10 a

65°C, para producir un compuesto de carbonilo de Férmula V.

Cl OPG

O Y

)i

o]

Férmula V
e) Reaccién de un compuesto de Férmula V con hidréxido de amonio o
amoniaco, caracterizandose dicha reaccion por temperatura de la reaccién: de

0 a 55°C para formar el carbamato de Férmula VI.

cl  OPG
O _NH,

hil

o)

Férmula VI

33
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f) La desproteccion del carbamato de Férmula VI, caracterizandose dicha
desproteccion por el uso de un acido seleccionado entre el grupo constituido
por acido fosfdrico, acido clorhidrico y acido sulfarico para formar 2-(2-cloro-

fenil)-2-hidroxi-etil éster del acido (S)-carbamico

©/;\/OYNH2
0

2-(2-cloro-fenil)-2-hidroxi-etil éster del acido (S)-carbamico
g) Recristalizacion del 2-(2-cloro-fenil)-2-hidroxi-etil éster del acido (S)-
carbamico, caracterizandose dicha recristalizacion por un gradiente de

refrigeracion controlada.

5. Un procedimiento de preparaciéon de 2-(2-cloro-fenil)-2-hidroxi-etil éster
del acido (S)-carbamico

Cl OH
O _NH,

g

0

2-(2-cloro-fenil)-2-hidroxi-etil éster del acido (S)-carbamico

comprendiendo dicho procedimiento el uso de las etapas a, b y ¢ que se
describen a continuacion:

a) Metilesterificacion de acido (S)-(2-cloro-fenil)-hidroxi-acético,

Cl OH
CO,H

acido (S)-(2-cloro-fenil)-hidroxi-acético
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caracterizandose dicha esterificaciéon por el uso de 0,1 equivalentes de
oxicloruro de fosforo para obtener éster metilico del acido (S)-(2-cloro-fenil)-
hidroxi-acético.

cl OH
CO,CH;4

éster metilico del acido (S)-(2-cloro-fenil)-hidroxi-acético
b) proteccion de éster metilico del acido (S)-(2-cloro-fenil)-hidroxi-acético,
caracterizandose dicha protecciéon por el uso de catalisis acida controlada por
dejar el acido del oxicloruro de fosforo de la reaccion anterior y 2-metoxi-1-
propeno, para obtener éster metilico del acido (S)-(2-cloro-fenil)-(1-metoxi-1-
metil-etoxi)-acético.

Ci c:)><o/
©/\cozc+43
éster metilico del acido (S)-(2-cloro-fenil)-(1-metoxi-1-metil-etoxi)-acético
c) reduccién de éster metilico del acido (S)-(2-cloro-fenil)-(1-metoxi-1-metil-
etoxi)-acético, caracterizandose dicha reduccién por el uso de LiBH,, para
obtener (S)-2-(2-cloro-fenil)-2~(1-metoxi-1-metil-etoxi)-etanol, que se lleva a
reacciones posteriores para convertirlo en 2-(2-cloro-fenil)-2-hidroxi-etil éster

del acido (S)-carbamico.
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(S)-2-(2-cloro-fenil)-2-(1-metoxi-1-metil-etoxi)-etanol

6. Un procedimiento de preparaciéon de 2-(2-cloro-fenil)-2-hidroxi-etil éster

del acido (S)-carbamico:
Cl OH ,
~ O NH;
5

2-(2-cloro-fenil)-2-hidroxi-etil éster del acido (S)-carbamico

comprendiendo dicho procedimiento el uso de las etapas a, b, ¢, d, e, fy g que
se describen a continuacion:

a) metilesterificaciéon de acido (S)-(2-cloro-fenil)-hidroxi-aceético:

Cl OH

@’/\COZH

acido (S)-(2-cloro-fenil)-hidroxi-acético

10

caracterizandose dicha metilesterificacién por el uso de:
‘ 10 equivalentes de metanol,
0,1 equivalentes de oxicloruro de fésforo,
15 temperatura de la reaccién: de 40 a 50°C,
concentracién parcial, y
co-disolvente de tolueno;

para obtener éster metilico del acido (S)-(2-cloro-fenil)-hidroxi-acético.

Cl OH

©/\C020H3

20 éster metilico del acido (S)-(2-cloro-fenil)-hidroxi-acetico

3§
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b) proteccién de éster metilico del acido (S)-(2-cloro-fenil)-hidroxi-acético,
caracterizandose dicha proteccién por el uso de:

catalisis acida controlada por dejar el acido del oxicloruro de fésforo de
la etapa anterior, adicion de 1,6 equivalentes de isopropenil metil éter a la
mezcla de reaccién, y

1 extraccién con agua;
para obtener éster metilico del acido (S)-(2-cloro-fenil)-(1-metoxi-1-metil-etoxi)-

acético.

X

a o o

©/\COZCH3

éster metilico del acido (S)-(2-cloro-fenil)-(1-metoxi-1-metil-etoxi)-acético
c) reduccion de éster metilico del acido (S)-(2-cloro-fenil)-(1-metoxi-1-metil-
etoxi)-acético, caracterizandose dicha reduccién por el uso de:

LiBHa,

temperatura de la reaccién: de 40 a 50°C,

destilacion de THF y acetona, e isopropanol (el ultimo formado durante
el procedimiento de trabajo por reduccion de acetona)

2 extracciones con solucion de hidroxido sédico y solucién de NaCl;

para obtener (S}-2-(2-cloro-fenil)-2-(1-metoxi-1-metil-etoxi)-etanol.

>

ct O 0.

@;VOH

(S)-2-(2-cloro-fenil)-2-(1-metoxi-1-metil-etoxi)-etanol

S
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e) reaccion de 2-(2-cloro-fenil)-2-(1-metoxi-1-metil-etoxi)-etil éster del acido (S)-
imidazol-1-carboxilico

>

@£ Y
0

2-(2-cloro-fenil)-2-(1-metoxi-1-metil-etoxi)-etil éster del acido (S)-imidazol-1-
carboxilico
con hidréxido de amonio, caracterizandose dicha reaccion por
1,60 equivalentes de hidréxido de amonio, y
temperatura de la reaccién: de 40 a 50°C
para formar 2-(2-cloro-fenil)-2-(1-metoxi-1-metil-etoxi)-etil éster del acido (S)-

carbamico.

U\/o\( NH,
!

2-(2-cloro-fenil)-2-(1-metoxi-1-metil-etoxi)-etil éster del acido (S)-carbamico
f) desproteccion de 2-(2-cloro-fenil)-2-(1-metoxi-1-metil-etoxi)-etil  éster del
acido (S)-carbamico, caracterizandose dicha desproteccion por

adicion de 2 equivalentes de acido sulfurico ac., y

temperatura de la reaccién: de 40 a 50°C

para formar 2-(2-cloro-fenil)-2-hidroxi-etil éster del acido (S)-carbamico.

2-(2-cloro-fenil)-2-hidroxi-etil éster de acido (S)-carbamico

4O
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g) recristalizacion de 2-(2-cloro-fenil)-2-hidroxi-etil
carbamico, caracterizandose dicha recristalizacion por
metanol/agua 1:4,y

uso de un gradiente de temperatura controlada.

éster

del

acido (S)-

4
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(i) O (enly where check-box (ﬁ){ﬁ) or(e)(i) is marked in lefl column)
additional copics including, where applicable, the copy for the
purposes of international search under Rule 13ter

i) [ together with relevant statement as to the identity of the copy or
copies with the sequence listing mentioned in left column :

10. [[] tables in electronic fonm related to sequence listing
(indicate type and number of carriers)

(i) [ copy submitted for the purposes of international search under
Section 802(b-guater) only (and not as part of the international
application) :

(1) [ (ondy where check-box ()i} or (c)(ii) is marked in left cohamn)
additional copies including, wherc applicable, the copy for the
purposes of international search-under Section 802(b-quarer)

aiiy [J together with relevant statement as to the identity of the copy or
copies with the tables mentioned in left column :

1.0 copy of results of earlier search(es) (Rule 12bis.1(a)) :
12. [0 Other (SPecifi): « e v i e it :

Figure of the drawings which
should accompany the abstract:

Language of filing of the \
international application: English

Box No. X SIGNATURE OF APPLICANT, AGENT OR COMMON REPRESENTATIVE
Next to each signature, indicate the name of the person signing and the capacity in which the person signs (if such capacity is not obvious from reading the request).
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e, T -

" \;\i ook

\ H...--lrll

the purported international application:

timely received papers ot drawings completing

WARNER, James Algxander
4 For receiving Office use only
1. Date of actual receipt of the purported }
intemnational application: 2. Drawings:
3. Corrected date of actual receipt due to later but D received:

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

I:] not received:

S. International Searching Authority
(if two or more are competent):  [SA /

6. Transmittal of search copy dclayed
D until searctr fee is paid

Date of receipt of the record copy
by the International Bureau:

For International Bureau use only

Form PCT/RO/101 (last sheet) (July 2008)

See Notes to the request form
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(10) Internationiiil Publication Number

W0.2009/050587 Al
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(51) International Patent Classification:
CO7C 29/147 (2006.01) CO7C 271/12 (2006.01)
CO7C 269/00 (2006.01) CO7C 33/46 (2006.01)

(21) Internatlonal Application Number:
PCT/IB2008/003300

(22) Inlerpational Filing Date: 18 October 2008 (18.10.2008)
(25) Filing Language:

(26) Publication Language: Englis]f
(30) Priority Data:

60/980,877 18 October 2007 (18.10.2007) us
(71) Applicant (for all designated States except US):
JANSSEN PHARMACEUTICA, N.V. [BE/BE],

Tumhoutseweg 30, B-2340 Beerse (BE).

(72) Inventors; and

(75) Inventors/Applicants (for US only): PORSTMANN,
Frank [CH/CH]; Tubackackerstr. 34, ch-8234 Stet-
ten (CH). MEIER, Thomas [CH/CH]; Teldstrasse 9,
CH-8200 Schaffhausen (CIH).

(74) Agents: WARNER, James, Alexander et al.; Carpmaels
& Ransford, 43-45 Bloomsbury Square, London WCIA
2RA (GB).

English ,

81 Designated/ 5 (unles{f otherwise indicated, for every
kind of. idfional pratec;t‘f:m available): AE, AG, AL, AM,
AO, AT, AU, AZ, B/}{BB, BG,BH, BR,BW, BY,BZ, CA,
CH, LN, CO, CR, GU, CZ, DE, DK, DM, DO, DZ, EC, EE,
. BS, FI, GB, @b, GE, GH, GM, GT, HN, HR, HU, ID,
 KG, KM, KN, KP, KR,KZ,LA,LC, LK,
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(84) Designated States (unless otherwise indicated, for every
kind of regional protection available): ARIPO (BW, GH,
GM, KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM,
ZW), Eurasian (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM),
Buropean (AT, BE, BG, CH, CY, CZ, DG, DK, EE, ES, T,
FR, GB, GR, HR, HU, 1E, IS, IT, LT, LU, LV, MC, MT, NL,
NO, PL, PT, RO, SE, 8L, SK, TR), OAPI (BF, BJ, CF, CG,
CI, CM, GA, GN, GQ, GW, ML, MR, NE, 8N, TD, TG).

Published:

-~ with international search report

—  before the expiration of the time limit for amending the
claims and 1o be republished in the event of receipt of
amendments

(54) Title: TMPROVED PROCESS FOR PREPARING 2-(SUBSTITU ITED PHENYT)-2-HYDROXY-ETHYT, CARBAMATES

(57) Abstract: The present invention relates {o a process of preparing a compound of
OH Formula I (1) Formula T Wherein R'is defincd in the specification. Compounds of For-
mola I are useful for treating disorders of the central nervous systeni, including epilepsy.
The process includes a novel use of the reagent lithjum barohydride.
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PATENT COOPERATION TREATY

PCT

INTERNATIONAL SEARCH REPORT

(PCT Article 18 and Rules 43 and 44)

Applicant's or agent's file reference FOR FURTHER see Form PCT/ISA/220
PO51931WO ACTION as well as, where applicable, item & below.
international application No. International filing date (day/month/year) (Earliest) Priority Date (day/month/year)
PCT/IB2008/003300 18/10/2008 18/10/2007
Applicant

JANSSEN PHARMACEUTICA, N.V.

This international search report has been prepared by this International Searching Authority and is transmitted to the applicant
according to Article 18. A copy is baing transmitted to the international Bureau.

This international search report consists of a total of 4 sheets.
it Is also accompanied by a copy of each prior art document cited In this report.

1. Basis of the report
a. With regard to the language, the international search was carried out on the basis of:

the international application in the language In which it was filed

D a translation of the intemational application into , which is the language
of a translation furnished for the purposes of international search (Rules 12.3(a) and 23.1(b))

s

oooo

This international search report has been established taking into account the rectification of an obvious mistake
authorized by or notified to this Authority under Rule 91 (Rule 43.6bis(a)).

Certain claims were found unsearchable (See Box No. II)

Unity of invention is lacking (see Box No llI)

4. With regard to the title,
the text is approved as submitted by the applicant
the text has been established by this Authority to read as follows:

LI

5. WIth regard to the abstract,
the text is approved as submitted by the applicant

[:] the text has been established, according to Rule 38.2(b), by this Authority as It appears in Box No. V. The applicant
may, within one month from the date of mailing of this international search report, submit comments to this Authority

6. With regard to the drawings,
a. the figure of the drawings to be published with the abstract is Figure No.
[[] assuggested by the applicant
D as selected by this Authority, because the applicant falled to suggest a figure
D as selected by this Authority, because this figure better characterizes the invention
b. D none of the figures is to be published with the abstract

With regard to any nucleotide and/or amino acid sequence disclosed In the intemational application, see Box No. I.

Form PCT/ISA/210 (first sheet) (April 2007)
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INTERNATIONAL SEARCH REPORT

International appiication No

PCT/1B2008/003300

CLASSIFICATION OF SUBJECT MATTER

TN 0067020147 C07C 269/00

co07c271/12

C07C33/46

According to international Patent Classification (IPC) or to both national classification and IPC

B. FIELDS SEARCHED

co7C

Minimum documentation searched (classification system followed by classification symbols)

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched

Electronic data base consulted during the intemational search (name of data base and, where practical, search terms used)

EPO-Internal, CHEM ABS Data, BEILSTEIN Data, WPI Data

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category*

Citation of document, with indication, where appropriate, of the relevant passages

Relevant to claim No.

[~ 3 October 2000 (2000-10-03)
cited in the application
the whole document
Y DE 31 45 436 Al (BASF AG [DE])
.26 May 1983 (1983-05-26)

page 2, line 20

page 8, lines 21-34

~"29 May 1979 (1979-05-29)

column 2, lines 15-27

claim 1

Y //U§'5 250 744 A (JOHNSON FRANCIS
‘ AL) 5 October 1993 (1993-10-05)
claims 1,4

US 6 127 412 A (CHOI YONG MOON [US] ET AL) 1-6

Y US 4 156 791 A (CHILDS WILLIAM V [US]) 1-6

[USs] ET 1-6

Y

m Further documents are listed in the continuation of Box C.

See patent family annex.

* Special categories of cited documents :

*A" document defining the general state of the an which is not
considered to be of particular relevance

*E" earlier document but published on or after the international
filing date

*'L.* document which may throw doubls on priority claim(s) or
which i$ cited to establish the publication date of another
citation or other special reason {as spacified)

*0O* document referring to an oral disclosure, use, exhibition or
other means

‘P* document published prior to the international filing date but
later than the priority date claimed

*T* later document published after the international filing date
or priorily date and not in conflict with the application but
clted o understand the principle or theory undetlying the
invention

"X* document of particular relevance; the claimed invention
cannot be considered novel or cannot be considered to
Involve an inventive step when the document is taken alone

*'Y* document of patticular relevance; the claimed invention
cannol be considered to involve an invenlive step when the
document is combined with one or more other such docu—
ments, such combination being obvious to a person skilled
in the art.

*&" document member of the same patent family

Date of the actual completion of the international search

2 March 20609

Date of mailing of the international search report

10/03/2009

Name and mailing address of the ISA/

European Patent Office, P.B. 5818 Patentlaan 2
NL - 2280 HV Rijswijk

Tel. (+31-70) 340-2040,

Fax: (+31-70) 340-3016

Authorized officer

Gotz, Gerhard

Form PCT/ISA/210 (second sheet) {(Aprit 2005)

page 1 of 2
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INTERNATIONAL SEARCH REPORT

International application No

PCT/1B2008/003300
e Jontinuation). DOCUMENTS CONSIDERED TO BE RELEVANT
Category* | Citation of document, with indication, where appropriate, of the relevant passages Relevant 1o claim No.
Y US 4 237 138 A (CAMPBELL SIMON F ET AL) 1-6
I~ 2 December 1980 (1980-12-02)
(| page 24, line 56 - page 25, line 10
Form PCT/ISA/210 (continuation of second sheet) {Aprit 2008)
page 2 of 2



INTERNATIONAL SEARCH REPORT

Information on patent famlly members

International application No

PCT/1B2008/003300
r Patent document Publication Patent family Publication
cited in search report date member(s) date
US 6127412 A 03-10-2000 US 6103759 A 15-08-2000
US 2001034365 Al 25-10-2001
DE 3145436 Al 26-05-1983  NONE
US 4156791 A 29-05-1979  NONE
US 5250744 A 05-10-1993 CA 2105411 Al 17-03-1994
: EP 0588652 Al 23-03-1994
US 4237138 A 02-12-1980  NONE

Form PCT/ISA/210 (paten family annex) (April 2605}




PATENT COOPERATION TREATY

[fe

Fr. i the
INTERNATIONAL SEARCHING AUTHORITY

o S R ;' P CT

WRITTEN OPINION OF THE
INTERNATIONAL SEARCHING AUTHORITY

(PCT Rule 43bis.1)

see form PCTASA/220

Date of mailing
(daysnonth#ear) see form PCTASA210 (second sheet)

Applicant's or agent's file reference FOR FURTHER ACTION

see form PCTASA220 See paragraph 2 below

Iinternational application No. International filing date (day/monthiear) Priority date (day/monthjsear)
PCTAB2008/003300 18.10.2008 18.10.2007

Iinternational Patent Classification (IPC) or both national classification and IPC

INV. C07C29/147 C07C269/00 C07C271A2 C07C33/46

Applicant
JANSSEN PHARMACEUTICA, N.V.

1.  This opinion contains indications relating to the following items:

Box No. | Basis of the opinion
Box No. Il Priority
Box No. lli  Non-establishment of opinion with regard to novelty, inventive step and industrial applicability

Box No. IV Lack of unity of invention

Box No.V  Reasoned statement under Rule 43bis.1(a)(i) with regard to novelty, inventive step or industrial
applicability; citations and explanations supporting such statement

Box No. VI Certain documents cited
Box No. VIl Certain defects in the international application
Box No. VIl Certain observations on the international application

2.  FURTHER ACTION

OX0O0 XOOOK

If a demand for international preliminary examination is made, this opinion will usually be considered to be a
written opinion of the international Preliminary Examining Authority ("IPEA") except that this does not apply where
the applicant chooses an Authority other than this one to be the IPEA and the chosen IPEA has notifed the
International Bureau under Rule 66.1bis(b) that written opinions of this International Searching Authority

will not be so considered.

if this opinion is, as provided above, considered to be a written opinion of the IPEA, the applicant is invited to
submit to the IPEA a written reply together, where appropriate, with amendments, before the expiration of 3 months
from the date of mailing of Form PCTASA/220 or before the expiration of 22 months from the priority date,
whichever expires later.

For further opticns, see Form PCTASA/220.

3. For further details, see notes to Form PCTASA220.

Name and mailing address of the ISA: i’ Date of completion of Authorized Officer .

{ this opinion e

i & %

European Patent Office ! . : %
Q)) D-80098 Munich | ,if_{*{,fg};m 0 Gotz, Gerhard i 0))) e:’

——w—Zee  Tel. +49 89 2399 - 0 Tx: 523656 epmu d | %, &

i Fax: +49 89 2399 - 4465 i Telephone No. +49 89 2399-8105 “"‘wf,,,,‘m""
i

Form PCTASAR237 (Cover Sheet) (April 2005)
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W ATTEN OPINION OF THE International application No,
INTERNATIONAL SEARCHING AUTHORITY PCTAB2008/003300

Box No. | Basis of the opinion

1. With regard to the language, this opinion has been established on the basis of:
& the international application in the language in which it was filed

O a translation of the international application into , which is the language of a translation furnished for the
purposes of international search (Rules 12.3(a) and 23.1 (b)).

2. O This opinion has been established taking into account the rectification of an obvious mistake authorized
by or notified to this Authority under Rule 91 (Rule 43bis.1(a))

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application and
necessary to the claimed invention, this opinion has been established on the basis of:

a. type of material:
O a sequence listing
O table(s) related to the sequence listing
b. format of material:
O on paper
O in electronic form
c. time of filingfurnishing:
0 contained in the international application as filed.
01 filed together with the international application in electronic form.

O furnished subsequently to this Authority for the purposes of search.

4. O In addition, in the case that more than one version or copy of a sequence listing andfor table relating thereto
has been filed or furnished, the required statements that the information in the subsequent or additional
copies is identical to that in the application as filed or does not go beyond the application as filed, as
appropriate, were furnished.

5. Additional comments:

Form PGCTASA/237 (April 2007) S; 3



W *ITTEN OPINION OF THE International application No.
INTERNATIONAL SEARCHING AUTHORITY PCT/AB2008/003300

——

Box No.V Reasoned statement under Rule 43bis.1(a)(i) with regard to novelty, inventive step or
industrial appiicability; citations and explanations supporting such statement

1. Statement

Novelty (N) Yes: Claims 1-6
No: Claims
Inventive step (IS) Yes: Claims

No: Claims 1-6

(o)

industrial applicability (1A) Yes: Claims 1-6
No: Claims

2. Citations and explanations

see separate sheet

Box No. VIl Certain defects in the international application

The following defects in the form or contents of the international application have been noted:

see separate sheet

Form PCTASA/237 (April 2007)



WRITTEN OPINION OF THE International application No.
INTERNATIONAL SEARCHING
AUTHORITY (SEPARATE SHEET) PCT/1B2008/003300

D1: US-A-6 127 412 (CHOI YONG MOON [US] ET AL) 3 October 2000 (2000-
10-03) cited in the application

D2: DE 31 45 436 A1 (BASF AG [DE]) 26 May 1983 (1983-05-26)

D3: US-A-4 156 791 (CHILDS WILLIAM V [US]) 29 May 1979 (1979-05-29)

D4: US-A-5250 744 (JOHNSON FRANCIS [US] ET AL) 5 October 1993 (1993-

10-05)
D5: US-A-4 237 138 (CAMPBELL SIMON F ET AL) 2 December 1980 (1980-12-
02)
Re Iltem V

Reasoned statement with regard to novelty, inventive step or industrial
applicability; citations and explanations supporting such statement

1. The claimed prdcess according to present claims 1 to 6 differs from the closest
prior art process disclosed in D1 in particular by the reduction step of present
claim 1.

The process of D1 starts already from the alcohol of formula lll and gives no
information as to how this alcohol has been prepared.

The subject matter of present claim 1 as well as of claims 2 to 6 is thus novel over
said prior art (Article 33(2) PCT.

2. Having regard to the prior art of D1 the underlying problem can be defined by the
provision of an alternative process for preparing the compounds of formula | of
present claim 1.

The solution consists in particular in the reduction step of present claim 1 whereby
lithium borohydride is used as reducing agent to provide the starting compound of
the process of D1.

This solution, however, is regarded as not being based on an inventive step: it is
well-known in the art (see D2 to D5) that lithium borohydride is widely used as
reducing agent in particular for the reduction of an ester to the corresponding
alcohol.

furthermore, since the further process steps have to be regarded as mere routine
measures to modify the alcohol to get the wanted carbamates of present formula |

" Form PCTASA/237 (Separate Sheet) (Sheet 1) (EPO-April 2005)



WRITTEN OPINION OF THE International application No.
INTERNATIONAL SEARCHING
AUTHORITY (SEPARATE SHEET) PCT/1B2008/003300

no surprising nor inventive step in the whole process can be identified.
The claimed process is thus regarded as being an obvious non-inventive process
having regard to the prior art disclosed in D1 to D5 and to the general knowledge.

The present application does therefore not meet the criteria of Article 33(1) PCT,
because the subject-matter of claims 1 to 6 does not involve an inventive step in

the sense of Article 33(3) PCT.

The industrial applicability is not in question (Article 33(4) PCT.

Re Item VII
Certain defects in the international application

1.

The first paragraph as well as the whole page 19 contains irrelevant subject
matter and renders the scope of the claims unciear (Article 6 PCT).

Contrary to the statement on page 1, second paragraph, intermediates are not
part of the invention as claimed in claims 1 to 6 (Article 6 PCT).

Claims 1, 5 and 6 are drafted as independent claims and lack therefore
conciseness and as such do not meet the requirements of Article 6 PCT.

Form PCT/ISA/237 (Separate Sheet) (Sheet 2) (EPO-April 2005)
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Fussible steps after receipt of the international search report (1SR) and
written opinion of the International Searching Authority (WO-ISA)

General
information

Amending claims
under
Art. 19 PCT

Filing a demand
for international
preliminary
examination

Filing informal
comments

End of the
international
phase

Relevant PCT
Rules and more
information

RNSHOCIN: «¥Q PONTNENINCHK |~

For all international applications filed on or after 01/01/2004 the competent
ISA will establish an ISR. It is accompanied by the WO-ISA. Unlike the
former written opinion of the IPEA (Rule 66.2 PCT), the WO-ISA is not
meant to be responded to, but to be taken into consideration for further
procedural steps. This document explains about the possibilities.

Within 2 months after the date of mailing of the ISR and the WO-1SA the
applicant may file amended claims under Art. 19 PCT directly with the
International Bureau of WIPO. The PCT reform of 2004 did not change
this procedure. For further information please see Rule 46 PCT as well as
form PCTHSA/220 and-the corresponding Notes to form PCT/ISA/220.

in principle, the WO-ISA will be considered as the written opinion of the
IPEA. This should, in many cases, make it unnecessary to file a demand for
international preliminary examination. |f the applicant nevertheless wishes
to file a demand this must be done before expiry of 3 months after the
date of mailing of the ISR/ WO-ISA or 22 months after priority
date, whichever expires later (Rule 54bis PCT). Amendments under Art.
34 PCT can be filed with the IPEA as before, normally at the same time as
filing the demand (Rule 66.1 (b) PCT).

If a demand for international preliminary examination is filed and no
comments/amendments have been received the WO-ISA will be transformed
by the IPEA into an |PRP (International Preliminary Report on Patentability)
which would merely reflect the content of the WO-ISA. The demand can still
be withdrawn (Art. 37 PCT).

After receipt of the ISR'WO-ISA the applicant may file informal comments
on the WO-1SA directly with the International Bureau of WIPO. These
will be communicated to the designated Offices together with the I1PRP
(International Preliminary Report on Patentability) at 30 months from the
priority date. Please also refer to the next box.

At the end of the international phase the International Bureau of WIPO will
transform the WO-1SA or, if a demand was filed, the written opinion of the
IPEA into the IPRP, which will then be transmitted together with possible
informal comments to the designated Offices. The |PRP replaces the former
IPER (international preliminary examination report).

Rule 43 PCT, Rule 43bis PCT, Rule 44 PCT, Rule 44bis PCT, PCT Newsletter
12/2003, OJ 11/2003, OJ 12/2003
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PCT/IB2008/003300

From the INTERNATIONAL BUREAU

PCT
)‘3 NP »‘»\
Y \ !
FIRST NOTICE INFORMING THE APPLICANT OF ELAAIINT,
THE COMMUNICATION OF THE INTERNATIONAL WARNER, James, Alexgnder= -
APPLICATION (TO DESIGNATED OFFICES WHICH Carpmasls & Ranslora -l 05 JUN 2009
DO NOT APPLY THE 30 MONTH TIME LIMIT o WOIA oRA q“ﬂ i =
UNDER ARTICLE 22(1)) DOV AUME.UNI e
CAR & HANSFORD
(PCT Rule 47.1(c)) ACTIONEEN =y eernvoen
Date of mailing (day/month/year)
28 May 2009 (28.05.2009)
Applicant's or agent's file reference
P051931WO IMPORTANT NOTICE
Intemational application No. International filing date (day/month/year) Priority date (day/month/year)
PCT/1B2008/003300 18 October 2008 (18.10.2008) 18 October 2007 (18.10.2007)

Applicant

JANSSEN PHARMACEUTICA, N.V. et al

ATTENTION: For any designated Office(s), for which the time limit under Article 22(1), as in force from 1 April 2002 (30 months from
the priority date), does apply, please see Form PCT/IB/308(Second and Supplementary Notice} (to be issued promptly after the expiration
of 28 months from the priority date).

Notice is hereby given that the following designated Office(s), for which the time limit under Article 22(1), as in force from 1 April 2002,
does not apply, has/have requested that the communication of the international application, as provided for in Article 20, be effected under
Rule 93bis.1. The International Bureau has effected that communication on the date indicated below:

23 April 2009 (23.04.2009)

None

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

The following designated Offices, for which the time limit under Article 22(1), as in force from 1 April 2002, daes not apply, have not
requested, as at the time of mailing of the present notice, that the comumunication of the internaticnal application be effected under Rule
93bis.1 :

LU, T7Z, UG

In accordance with Rule 47.1(c-bis)(ii). those Offices accept the present notice as conclusive evidence that the Contracting State for which
that Office acts as a designated Office does not require the furnishing, under Article 22, by the applicant of a copy of the international
application.

TIME LIMITS for entry into the national phase

For the designated Office(s) listed above, and unless a demand for intemational preliminary examination has been filed before the
expiration of 19 months from the priority date (see Article 39(1)), the applicable time limit for entering the national phase will, subject to
what is said in the following paragraph, be 20 MONTHS from the priority date,

In practice, time limits other than the 20-month time Jimit will continue to apply, for various periods of time, in respect of certain of the
designated Offices listed above. For regular updates on the applicable time limits (20 or 21 moaths, or other time limit), Office by
Office, refer 1o the PCT Gazette, the PCT Newsletter and the PCT Applicant’s Guide, Volume TI, National Chapters, all available from
WIPO’s Internet site, at http://www.wipo.int/pct/en/index.html.

Tt is the applicant's sole responsibility to monitor all these time limits.

The International Burean of WIPO Authorized officer

34, chemin des Colombettes H
1211 Geneva 20, Switzerland Cecile Chatel

Facsimile No. +41 22 338 82 70 e-mail: r0.ib@wipo.int

Fornm PCT/IB/308(First Notice) (January 2004)
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PCT

SECOND AND SUPPLEMENTARY NOTICE
INFORMING THE APPLICANT OF THE
COMMUNICATION OF THE INTERNATIONAL
APPLICATION (TO DESIGNATED OFFICES

WO 2009/050587
PCT/1B2008/003300

From the INTERNATIONAL BUREAU

To:

e
-~

WARNER, James, Alexander A\
Carpmaels & Ransford e

43-45 Bloomsbury Square

WHICH APPLY THE 30 MONTH TIME London WC1A 2RA
LIMIT UNDER ARTICLE 22(1)) ROYAUME-UNI
(PCT Rule 47.1(c))

Date of mailing (day/month/year)

18 February 2010 (18.02.2010) bel
Applicant's or agent's file reference

P0O51931WO IMPORTANT NOTICE
International application No. International filing date (day/month/year) Priority date (day/month/year)

' PCT/IB2008/003300 18 October 2008 (18.10.2008) 18 October 2007 (18.10.2007)

Applicant

JANSSEN PHARMACEUTICA, N.V. et al

1.

ATTENTION: For any designated Office(s), for which the time limit under Article 22(1), as in force from 1 April 2002 (30 months from
the priority date), does not apply, please see Form PCT/IB/308(First Notice) issued previously.

Notice is hereby given that the following designated Office(s), for which the time limit under Article 22(1), as in force from 1 April 2002,
does apply, has/have requested that the communication of the interational application, as provided for in Article 20, be effected under
Rule 93bis.1. The International Bureau has effected that communication on the date indicated below:

23 April 2009 (23.04.2009)

AU, AZ, BY, CN, CO, DZ, EP, HU, KG, KP, KR, MD, MK, MY, MZ, NA, NG, PG, RU, SY, TM, US

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

The following designated Offices, for which the time limit under Article 22(1), as in force from 1 April 2002, does apply, have not
requested, as at the time of mailing of the present notice, that the communication of the international application be effected under Rule
93bis.1 :

AE, AG, AL, AM, AO, AP, AT, BA, BB, BG, BH, BR, BW, BZ, CA, CH, CR, CU, CZ, DE, DK, DM, DO, EA, EC, EE, EG,
ES, FI, GB, GD, GE, GH, GM, GT, HN, HR, ID, IL, IN, IS, JP, KE, KM, KN, KZ, LA, LG, LK, LR, LS, LT, LY, MA, ME,
MG, MN, MW, MX, NI, NO, NZ, OA, OM, PH, PL, PT, RO, RS, SC, SD, SE, SG, 8K, SL, SM, ST, SV, TJ, TN, TR, TT,
UA, UZ, VC, VN, ZA, ZM, ZW

In accordance with Rule 47.1(c-bis)(ii), those Offices accept the present notice as conclusive evidence that the Contracting State for which

that Office acts as a designated Office does not require the furnishing, under Axticle 22, by the applicant of a copy of the jnternational
application.

TIME LIMITS for entry into the national phase

For the designated or elected Office(s) listed above, the applicable time limit for entering the national phase will, subject to what is said in
the following paragraph, be 30 MONTHS from the priority date.

In practice, time limits other than the 30-month time limit will continue to apply, for various periods of time, in respect of certain of the
designated or elected Office(s) listed above. For regular updates on the applicable time limits (30 or 31 months, or other time limit),
Office by Office, refer to the PCT Gazette, the PCT Newsletter and the PCT Applicant’s Guide, Volume II, National Chapters, all available
from WIPO's Internet site, at http://www.wipo.int/pct/en/index huml.

It is the applicant's sole responsibility to monitor all these time limits.

Facsimile No. +41 22 338 8270

The International Bureau of WIPQ Authorized officer

34, chemin des Colombettes

1211 Geneva 20, Switzerland Cecne Chatel

e-mail: 10.ib@wipo.int

Form PCT/IB/308(Second and Supplementary Notice) (Tannary 2004)
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PATENT COOPERATION TREATY

From the INTERNATIONAL SEARCHING AUTHORITY

To:

CARPMAELS & RANSFORD
Attn. Warner, James Alexander
43-45 Bloomsbury Square
London WC1A 2KRA

GRANDE BRETAGNE

(R

ife

PCT

NOTIFICATION OF TRANSMITTAL OF
THE INTERNATIONAL SEARCH REPORT AND
THE WRITTEN OPINION OF THE INTERNATIONAL
SEARCHING AUTHORITY, OR THE DECLARATION

(PCT Rule 44.1)

Date of mailing

(day/month/year) 10/03/2009

Applicant's or agent's file reference

FOR FURTHER ACTION See paragraphs 1 and 4 below

JANSSEN PHARMACEUTICA, N.V.

P051931W0

International application No., international filing date
PCT/IB2008/003300 (day/month/year) 18/10/2008
Applicant

1. [x]

Filing of amendments and statement under Article 19:

International Search Report.

2.[]
3]

4. Reminders

The applicant is hereby notified that the International search report and the written opinlon of the International Searching
Authority have been established and are transmitted herewith.

The appiicant is entitled, if he so wishes, to amend the claims of the international Application {see Rule 46):
When? The time limit for filing such amendments Is normally two months from the date of transmittal of the

Where? Directly to the International Bureau of WIPQ, 34 chemin des Colombettes
1211 Geneva 20, Switzerland, Fascimile No.: (41-22) 338.82.70

For more detailed instructions, see the notes on the accompanying sheet. oy

Y

The applicant is hereby notified that no international search report will be established and that the declaration under
Article 17(2)(a) to that effect and the written opinion of the International Searching Authority are transmitted herewith.

With regard to the protest against payment of (an) additional fee(s) under Rule 40.2, the applicant Is notified that:
the protest together with the declsion thereon has been transmitted to the International Bureau together with the

applicant's request to forward the texts of both the protest and the decision thereon to the designated Otfices.
no decision has been made yet on the protest; the applicant will be notified as soon as a decision is made,  —

Shortly after the expiration of 18 months from the priority date, the international application will be published by the

international Bureau. If the applicant wishes to avoid or postpone publication, a notice of withdrawal of the international
application, or of the priority claim, must reach the International Bureau as provided in Rules 90b/s.1 and 90bis.3, respectively,
before the completion of the technical preparations for international publication.

The applicant may submit comments on an informal basis on the written opinion of the International Searching Authority to the
International Bureau. The International Bureau will send a copy of such comments to all designated Offices unless an
International preliminary examination report has been or is to be established. These comments would also be made available to
the public but not before the expiration of 30 months from the priority date.

Within 19 months from the priority date, but only In respect of some deslgnated Offices, a demand for International prefiminary
examination must be filed if the applicant wishes to postpone the entry into the national phase until 30 months from the priority
date (in some Offices even later); othérwise, the applicant must, within 20 months from the priority date, perform the prescribed
acts for entry into the national phase before those designated Offices.

In respect of other designated Offices, the time limit of 30 months (or fater) will apply even if no demand is filed within 19
months.

See the Annex to Form PCT/IB/301 and, for detalls about the applicable time limits, Office by Office, see the PCT Applicant's
Guide, Volume I, National Chapters and the WIPO Internet site.

Name and maliing address of the International Searching Authority | Authorized officer

European Patent Office, P.B. 5818 Patentlaan 2

NL--2280 HV Rijswijk
. o Tel. (+31-70) 340-2040, Tx. 31 651 epo n!,
v . Fax: (+31-70) 340-3016

Susan Roche

Form PCT/ISA/220 (October 2005)

{See notes on accompanying sheet)



NOTES TO FORM PCT/ISA/220

These Notes are intended to give the basic instructions concerning the filing of amendments under article 19. The
Notes are based on the requirements of the Patent Cooperation Treaty, the Regulations and the Administrative instructions
under that Treaty. in case of discrepancy between these Notes and those requirements, the latter are applicable. For more
detailed information, see also the PCT Applicant's Guide, a publication of WIPO.

in these Notes, "Article”, "Rule”, and "Section” refer to the provisions of the PCT, the PCT Regulations and the PCT
Administrative Instructions, respectively.

INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19

The applicant has, after having received the international search report and the written opinion of the Internationai
Searching Authority, one opportunity to amend the claims of the international application. It should however be emphasized
that, since all parts of the international application (claims,description and drawings) may be amended during the
international preliminary examination procedure, there is usually no need to file amendments of the claims under Articie 19
except where, e.g. the applicant wants the latter to be published for the purposes of provisional protection or has another
reason for amending the claims before international publication. Furthermore, it should be emphasized that provisional
protection is available in some States only (see PCT Applicant's Guide, Volume VA, Annexes B1 and B2).

The attention of the applicant is drawn to the fact that amendments to the claims under Article 19 are not allowed where
the International Searching Authority has declared, under Article 17(2), that no international search report would be
established (see PCT Applicant’s Guide, Volume I/A, paragraph 296).

What parts of the international application may be amended?
Under Article 18, only the claims may be amended.

During the international phase, the claims may also be amended (or further amended) under Article 34 before the
International Preliminary Examining Authority. The description and drawings may only be amended under
Article 34 before the International Examining Authority.

Upon entry into the national phase, all parts of the international application may be amended under Article 28 or,
where applicable, Article 41.

When? Within 2 months from the date of transmittal of the international search report or 16 months from the priority date,
whichever time limit expires later. It should be noted, however, that the amendments wlll be considered as having
been recelved on time if they are received by the international Bureau after the expiration of the applicable time
limit but before the completion of the technical preparations for international publication (Rule 46.1).

Where not to file the amendments?

The amendments may only be filed with the International Bureau and not with the receiving Office or the
International Searching Authority (Rule 46.2).

Where a demand for international preliminary examination has been/is filed, see below.

How? Either by cancelling one or more entire claims, by adding one or more new claims or by amending the text of one
or more of the claims as filed.

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

All the claims appearing on a replacement sheet must be numbered in Arabic numerals. Where a.claim is
cancelled, no renumbering of the other claims is required. In all cases where claims are renumbered, they must be
renumbered consecutively (Section 205(b)).

The amendments must be made in the language In which the international application is to be published.

What documents must/may accompany thé amendments?
Letter (Section 205(b)):
The amendments must be submitted with a lstter.

The letter will not be published with the international application and the amended claims. 1t should not be
confused with the "Statement under Article 13(1)" (see below, under "Statement under Article 19(1)").

The letter must be in English or French, at the choice of the applicant. However, if the language of the
international application is English, the ietter must bein English; if the language of the international application
is French, the letter must be in French.

Notes to Form PCT/ISA/220 (first sheet) (October 2005)



NOTES TO FORM PCT/ISA/220 (continued)

The letter must indicate the differences between the claims as filed and the claims as amended. It must, in
particular, indicate, in connection with each claim appearing in the international application (it being understood
that identical indications concerning several claims may be grouped),whether

(i) the claim is unchanged;

(i) the claim is cancelled;

(iii) the claim is new;

(iv) the claim replaces one or more claims as filed;

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

The following examples illustrate the manner in which amendments must be explained in the
accompanying letter:

1. [Where originally there wers 48 claims and after amendment of some claims there are 51]:
"Claims 1 to 29, 31, 32, 34, 35, 37 to 48 replaced by amended claims bearing the same numbers;
claims 30, 33 and 36 unchanged; new claims 49 to 51 added."

2. [Wherse originally there were 15 claims and after amendment of all claims there are 11]:
"Claims 1 to 15 replaced by amended claims 1 to 11."

3. [Where originally there were 14 claims and the amendments consist in cancelling some claims and in adding
new claims:
*Claims 1 to 6 and 14 unchanged; claims 7 to 13 cancelled; new claims 15, 16 and 17 added." or
"Claims 7 to 13 cancelled; new claims 15, 16 and 17 added; all other claims unchanged.”

4. [Where various kinds of amendments are made]:
*Claims 1-10 unchanged; claims 11 to 13, 18 and 19 cancelled; claims 14, 15 and 16 replaced by amended
claim 14; claim 17 subdivided into amended claims 15, 16 and 17; new claims 20 and 21 added."

"Statement under article 19(1)" (Rule 46.4)

The amendments may be accompanied by a statement explaining the amendments and indicating any impact
that such amendments might have on the description and the drawings (which cannot be amended under Article 19(1)).

The statement will be published with the international application and the amended claims.
It must be in the language in which the international application is to be published.
it must be brief, not exceeding 500 words if in English or if transiated into English.

It should not be confused with and does not replace the letter indicating the differences between the claims as filed
and as amended. It must be filed on a separate sheet and must be identified as such by a heading, preferably by
using the words "Statement under Article 19(1)."

It may not contaln any disparaging comments on the international search report or the relevance of citations
contained in that report. Reference to citations, relevant to a given claim, contained in the International search
report may be made only in connection with an amendment of that claim.

Consequence if a demand for international preliminary examination has already been filed

It, at the time of filing any amendments and any accompanying statement, under Article 19, a demand for
international preliminary examination has already been submitted, the applicant must preferably, at the time of
filing the amendments (and any statement ) with the International Bureau, also file with the International
Preliminary Examining Authority a copy of such amendments (and of any statement) and, where required, a
translation of such amendments for the procedure before that Authority (see Rules 55.3(a) and 62.2, first
sentance). For further information, see the Notes to the demand form (PCT/IPEA/401).

If a demand for international preliminary examination is made, the written opinion of the Intemationat Searching
Authority will, except in certain cases where the International Preliminary Examining Authority did not act as
International Searching Authority and where it has notified the International Bureau under Rule 66.1bis(b), be
considered to be a written opinion of the International Preliminary Examining Authority. If 2 demand is mads, the
applicant may submit to the International Preliminary Examining Authority a reply to the written opinion together,
where appropriate, with amendments before the expiration of 3 months from the date of malling of Form
PCT/ASA/220 or before the expiration of 22 months from the priority date, whichever expires later (Rule 43bis.1(c)).

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

The applicant’s attention is drawn to the fact that, upon entry into the national phase, a translation of the claims as
amended under Article 19 may have to be furnished to the designated/elected Offices, instead of, or in addition to,
the translation of the claims as filed.

For further details on the requirements of each designated/eiected Office, see the PCT Applicant's Guide,

Volume il.

Notes to Form PCT/ISA/220 (second sheet) (October 2005)




PATENT COOPERATION TREATY

NOTIFICATION CONCERNING
SUBMISSION OR TRANSMITTAL
OF PRIORITY DOCUMENT

(PCT Administrative Instructions, Section 411)

IS

' From the INTERNATIONAL BUREAU

PCT/IB2008/003300

I To:

WARNER, James, Alexander
Carpmaels & Ransford
43-45 Bloomsbury Square
London WC1A 2RA
ROYAUME-UNI

Date of mailing (day/month/year)
12 March 2009 (12.03.2009)

Applicant's or agent's file reference

IMPORTANT NOTIFICATION

P051931WO
International application No. International filing date (day/month/year)
PCT/IB2008/003300 18 October 2008 (18.10.2008)

International publication date (day monih/year)
Not yet published

Priority date (day/month/year)
18 October 2007 (18.10.2007)

Applicant

JANSSEN PHARMACEUTICA, N.V. et al

1. By means of this Form,

in compliance with Rule 17.1(a) or (b).

this Form, had not yet been received by the International
priority document must be submitted by

opportunity, upon entry into the national phase, to furnish the
circumstances.

(f applicable) The letters “NR" appearing in the right-hand column

the applicant to the receiving Office or the International
submit the priority document within the applicable time limit under that Rule, the attention of the applicant is directed to Rule
17.1(c) which provides that no designated Office may disregard the priority claim concemned before giving the applicant an

which replaces any previously issued notification conceming submission or transmittal of priority
documents, the applicant is hereby notified of the date of receipt by the International Bureau of the priority document(s) relating to
all earlier application(s) whose pricrity is claimed. Unless otherwise indicated by the letters “NR", in the right-hand column or by an
asterisk appearing next to a date of receipt, the priority document concerned was submitted or transmitted to the International Bureau

denote a priority document which, on the date of mailing of
Bureau under Rule 17.1(a) or (b). Where, under Rule 17.1(a), the
Bureau, but the applicant fails to

priority document within a time limit which is reasonable under the

. (If applicable)An asterisk (*) appearing next to a date of receipt, in the right-hand column, denotes a priority document submitted

receiving Office after the applicable
compliance with Rule 17.1(a) or (b),

or transmitted to the International Burean but not in compliance with Rule 17.1(a) or (b) (the priority document was received
after the time limit prescribed in Rule 17.1

(a) or the request to prepare and transmit the priority document was submitted to the
time limit under Rule 17.1(b)). Even though the priority document was pot furnished in
the International Bureau will nevertheless transmit a copy of the document to the designated

Offices, for their consideration. In case such a copy is not accepted by the designated Office as the priority document, Rule 17.1(c)

provides that no designated Office may disregard the priority claim concerned before giving the applicant an opportunity, upon entry

Facsimile No. +41 22 338 82 70

34, chemin des Colombettes
1211 Geneva 20, Switzerland

into the national phase, to furnish the priority document within a time limit which is reasonable under the circumstances.
Priarity.d Priagi lication N c gional Off Date of recei
or PCT receiving Office of priority document
18 October 2007 (18.10.2007) 60/980,877 us 06 March 2009 (06.03.2009)
The International Bureau of WIPO Authorized officer

Cecile Chatel

e-mail RO.IB@WIPO.INT
Telephone No. +41 22 338 92 22

Form PCT/IB/304 (October 2003)
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SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO

Lestriay Comercio |I||IIIIIIIIIIIIIIIIIIIII'IIIIIIIIIII
SUPERINTENDENCIA |

387- -00000-0000
Fecha: 2010 05 10 15 1544 Dep. 2020 DIRNUEVASCR

PATENTE DE |NVENC|0N D MODELO DE | Tra. 11 PATENTEIYH Eve: 378 FASENACIONALI

Act. 411 PRESENTACION Folios: 63

0000

Indicacion que se solicita una patente.

Datos de identificacion del solicitante o de la persona que presenta la solicitud
Descripcién de la invencién

Dibujos de ser estos pertinentes

Comprobante de pago de las tasas establecidas (De ser el caso formato de descuento)

Completa D Incompleta D

PATENTE DE INVENCION PCT D MODELO DE UTILIDAD PCT D Art.33 Decision 486/00, Circular Unica

HIERERN

Indicacién que se solicita una PCT .

Copia de la solicitud en espafiol, tal como fue presentada inicialmente (capitulo descriptivo,
reivindicatorio, resumen)

Dibujos de ser estos pertinentes

Comprobante de pago de las tasas establecidas (de ser el caso formato de descuento)

Completa D Incompleta D

DISENO INDUSTRIAL || (Art. 119 Decision 486/00)

L]
L]

O
® O

Indicacion que se solicita Disefio industrial
Datos de identificacién del solicitante o de la persona que presenta la solicitud

Representacion grafica y fotografica del Disefio industrial o muestra del material que incorpora el
disefio

Comprobante de pago de las tasas establecidas

Completa D Incompleta D

ESQUEMA DE TRAZADO || (Art. 92 Decision 486/00)

HNNRERE

Indicacion que se solicita un esquemla de trazado
Datos de identificacion del solicitante 0 de la persona que presenta la solicitud
Representacién graflca de un esquema de trazado

Comprobante de pago de las tasas establecidas

Completa D Incompleta D

PIN?-FOR 1720NQ.11.18)
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e ) Industria y Comercio
o SUPERINTENDENCIA

Bogota D.C.,

2020

Doctor(a)

RODRIGUEZ D* ALEMAN DILIA MARIA
Apoderado(a) y/o Representante de
JANSSEN PHARMACEUTICA N.V.

REFERENCIA Radicaciéon No. 10 055387
Solicitud internacional PCT/i1B2008/003300
Fecha inicio fase nacional 18/05/2010

Tramite 11
Evento 378
Actuacion 430

Oficio No. _h!i 0 6 6 Z 6

Como resultado del examen de forma, realizado con fundamento en el articulo 38 de la Decisién 486 de la
Comision de la Comunidad Andina, articulo 27 del Tratado de Cooperacion en Materia de Patentes (PCT), regla
51 bis del Reglamento y Circular Unica de la Superintendencia de Industria y Comercio, se le comunica que:

1. La solicitud no contiene la copia del documento en que consta la cesion del derecho a la patente del inventor al
solicitante 0 a su causante, conforme a lo establecido por el articulo 26 literal k) de la Decisién 486 de la
Comision de la Comunidad Andina. Cuando se trate de documentos otorgados en el extranjero, estos deberan
legalizarse de conformidad con lo dispuesto por los articulos 259 y 260 del Cédigo de Procedimiento Civil.
Cuando se trate de las declaraciones a que hace referencia la Regla 4.17 ii) del Tratado de Cooperacion en
Materia de Patentes PCT., el alcance de las tales declaraciones se determinara segun indiquen claramente una
cesion de derechos del inventor al solicitante o su causante, de conformidad con lo dispuesto en el numeral
5.2.15 del Capitulo Quinto, Titulo X de la Circular Unica de Superintendencia de Industria y Comercio.

En cumplimiento de lo dispuesto por el articulo 39 de la Decision 486, se le requiere para que dentro del término
de dos meses siguientes a la fecha de notificacién del presente oficio, complete los requisitos anteriormente
enunciados. En caso de no dar cumplimiento al presente requerimiento, la solicitud se considerara abandonada y
perdera su prelacion.

Notifiquese el presente oficio corfprme a lo dispuesto en el numeral 5.2, literal e), del capitulo quinto del titulo
primero de la Circular Unica Né.10{de 2001.

ALIX CARMEN
Directora de

CESPEDES DE VERGEL
evas Creaciones (¢)

El anterior requerimiento fue notificado por fijacion en lista de fecha 2 l

adpa11
Al contestar favar indique el nimero de Sede Centro: Carrera 13 No. 27-00 Pisos 2, 5, 7 y 10 PBX: 5870000
radicacién que se encuentra a continuacion Sede CAN: Av. Cra 50 No. 26-55 int. 2 Tel: 5880070

Call Center 6513240. Linea 01800-910165
Web: www.sic.aov.co e-mail: info@sic.aov.co



