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Ref: Expediente No. 02.084.184
Solicitud de patente de invencién titulada:
“COMPPUESTOS QUE CONTIENEN BENZAMIDO-
PIPERIDINA Y COMPUESTOS RELACIONADOS”.
Solicitante: PFIZER PRODUCTS INC,

SOLICITUD DE EXAMEN DE PATENTABILIDAD SEGUN
EL ARTICULO 44 DE LA DECISION 486, GACETA No. 533

CARLOS R. OLARTE, mayor de edad y vecino de Bogotd, D.C., identificado tal como aparece al
pie de mi firma, en mi condicién de apoderado del solicitante, segln consta en el nuevo poder

adjunto, respetuosamente me permito solicitar, que se examine si la invencién reline los requisitos

de patentabilidad previst(;s en la misma. Dando cumplimiento a lo establecido en el articulo 44 de

la Decision 486 de la comisién de la Comunidad Andina de Naciones. Adjunto recibo por el monto
de $177.000 pesos para cubrir la tasa correspondiente, segin la Resolucién 37323 del afio 2003.

Aprovecho la presente oportunidad para poner en conocim-iento del Despacho mi cambio de

oficinas, por lo que de ahora en adelante, recibiré notificaciones en la Calle 100 No. 8A-55 Torre
C, Piso fO, World Trade Center, o en la secretarfa de ese Despacho.

!
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Atentamente, ;

CARLOS R. OLARTE
C.C. 79.782.747 de Bogotd
T.P. 74.295

Anexo:Recibo por $177.000 pesos
Poder
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Traduccién oficial del Inglés por Marlén Neira Castro, resolucién
2117 del Ministerio de Justicia de Colombia

APOSTILLA EN PODER DE REPRESENTACION DE
PFIZER PRODUCYTS 1INC. O 3
Bilingle inglés- espafio]l otorgado en Nueva York, Estados Unidos el 14 de julio
de 2003 y firmado por J. Trevor Lumb, Vicepresidente de Pfizer Products Inc.
CERTIFICACION NOTARIAL
Bilingle inglés- espafiol, el 14 de julio de 2003 el suscrito notario Kenneth
Greenwood certifica que J. Trevor Lumb ejercia funciones de Vicepresidente de 1a

Compafiia Pfizer Products Inc., con sede en Groton, Connecticut, Estados Unidos.

Firma del notario

Sello notarial: certificado, verificado y autenticado en 1a Localidad de Egham

en Surrey, 14 julio, 2003 por el Notario Kennsth Greenwood-Horne Engall & Freeman

Sello Notario Pibiico en alto relieve rojo.
APOSTILLA

REINO UNIDO DE GRAN BRETARA E IRLANDA DEL NORTE
1. Pais :Reino Unido de Gran Bretafla e Irlanda del Norte
Este documento Pdblico
2. ha sido firmado por K. Greenwood
ejerce Tunciones de Notario Publico
4. Lleva el sello de dicho Notario Piblico
CERTIFICADO
En Londres 6. E1 17 de julio de 2003
T. Por el Secretario de Estado Principal de su Majgs
exteriores y de 1a mancomunidad
8. No. G210435
9. Sello del Secretario de Estado Principal de su Majestad para Asuntos
exteriores y de 1a mancomunidad
10. Firma de R. Bawden - Por Secretario de Estado

81 el docemento se usa en un pais que no es parte de 1a convenciém de 1a Haya del § de octubre 1981, debe
presentarsa en seccida consslar de 1a misidn que representa el pafs.

Es traduccién fiel del 1inglés, con copia )jarchiyo para
confrontacién. Bogotd 25 de julio-2003. \{0 ﬁl \E i
Marlen Nei -
MARLEN NEIRA CASTRO
Troductor e Intérprete Olﬂciul
ingiés - Espaftol - Inglés
P.asolucri‘gn No. 2117 del 7 Oct 1987
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Power of Attorney
The undemigned,

El susctito,

Pfizer Products Inc.

domiciled m

Jomiciliado en

Eastern Point Road, Groton, Connecticut 06340 USA

by means of these presents hereby grants to Carlos
R. Olarte, J. Ian Raisbeck and Ana
Marfa Frier] full and sufficient Power of
Attorney to file, prosccute, obtain, defend snd
enforce any and all of the company’s Patents,
Utility Models and Industrial Designg in the
Repubtic of Colombis, to which end it empowers
them to take all steps necessary before any
sdministrative or judicial authority of any class for
the objects stated, to file petitions, appeals, replies
and oppositions, pay taxes and snnuities, request
testimonies, receive documents and securities,
abandon mpplications and collect refonds. Sufficient
power is hereby granted to receive notifications on
behalf of the Company, to confer powers on those
who are to represent the company judicially and
extrajudicially, to answer in court in the matter of all
claims and demands that may be presented in
connection with the objects stated, giving them
likewige power to substitute these presents and
revoke such subatitutions,

Signature/Finma:

Wrovnfmnd

por medio del presente otargs a Carlos R.
Olarte, J. Inn Raisbeck y Ana Marin
Frier] poder especial, amplio y suficiente para
presentur, trammitar, obtener, defender y hacer
respetar todas y cualquiera de Fatentes, Modelos
de Utilidad y Disefios Industriales de 1a
compailis en 1a Repiiblica de Colombia, a cuyo
efecto 1oa faculta para dar todos los pasos
necesarios ante cualquier autoridad administrativa
o judicial de cualquier jerarquia pam cumplir con
lo encomendada, elevar solicitudes, apelaciones,
Tespuestas y oposiciones, pagar impuestos y
anualidades, solicitar testimonios, recibir
documentos y valores, desistir y percibir, Se
concede poder bastante para recibir notificaciones
8 nombre de la compafiia, otorgar poderes &
quienes vayan A repregentar a la compafiia judicial
y extrajudicialmente, responder en juicio a todas
las reclamaciones o demandas que por motivo de
lo encomendado se presentaren, dindoles
ulmumnﬁmﬂhdpmmuhurelp:umtny

— ]

Date/Fecha: July 14, 2003

City,Country/Ciudad,Pais: New York, USA
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Notarial Certification Certificacién Notarial

On this date, En esta fecha,
July 14, 2003
The undernigned Notary Public certifies: el Notario Piblico suscrito certifica:
1. That Mm{ Zdnys L. Que

J. Trevor Lumb
of legal age and domiciled in mayar de edad y domicilindo

s YREK , ST hx New York

signed the foregoing document. suscribid el documento que antecede.
2, That the grantor has executed the foregoing 2. Que el otorgante ha suscrito el referido
document as Vice President documenio en su cardcter do
of Pfizer Products Inc. de
3. That Pfizer Products Inc., 4. Que
having its principal place of business located in con sede principal ubicada en

Groton, Connecticut, U.S.A.

is duly incorporated, is currently in existence, and
that the purposes for which the Power of Attorney is
granted are within the scope of its corporute
purposes.

4. That the grantor bes the authority to execute the
Power of Attorney and that his’her representation is
legal.

5. The foundation for my certifications contained in
points 2, 3 and 4 way the exhibition of the following
authentic document(s):

NOTARY PUBLIC (Signature):

estd lepalmente constituida, que tiene existencia
legal vigente y que los propdsitos para loa cuales
sc atorga el poder se encuentra dentro de los que
comprenden su objeto social

4. Que ¢l otorgante tiene la representacidn para
suscribir el poder, y que égita es legitima

5. E! fundamento de mis certificaciones
conienidas en los puntos 2, 3 y 4 fue la exhibicién
de los (del) siguiente(s) documento(s) auténtico(s):




APOSTILLE
{Hugue Convention of 3 October 1961 / Convention de La Haya du 5 octobm 1961)
UNITED KINGDOM OF GREAT BRITAIN AND NORTRERN IRELAND
Country: United Kingdom of Oreat Britaln and Northern Ireland
Puys: Roysume-Uni de Grande-Bretigne e d'Irfande du Nord
This public document / Le présent acte public
Haa besn signed by K Greeawood

n éé signé par
Aciing in the capacity of  Notary Public
agisyant en qualith de
Beart the seal/stamp of  The Sald Notary Publie
et revitu du scemytimbye de
Cextified/Attesté
st Londop/k Londres 6. thefle 17 July 2003

by Her Majesty"s Frincipsl Secretery of Stats for Foreign and Commonweslit Affaies /
par le Sccritalre d'Etat Principal de 3a Majuste mux Affhires Etrangires et du Commonwealth,

‘Numbesfsous No G210435
Stamp: 10. Signstare: . Bawidlen

For #u Secreiary of Siate * Pegr & Secrétaive d Esnt

If this document iy tn be used in & country which is not party 1o the Hague Convention of 3 October 1961,

it thould be presenited to the consular section of the mission representing that coundry.
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Bogot4, D.C., 31 de octubre de 2008

Apoderado: Carlos Reinaldo Olarte qnm., L 1 36 0
T 7
ASUNTO Radicacion: 02-84184
Tramite 002
Evento 001
Actuacién 430
Folios

Como resultado del examen de fondo, realizado con fundamento en el artfculo 45 de
la Decisién 488 de la Comislén de 1a Comunidad Andina, se le comunica:

Documentos estudlados:

¢ Capitulo descriptivo, folios 230 a 423;

$Capltulo reivindicatorio, folios 424 a 451;

& Solicitud de la cual se reivindica prioridad 19 a 228, 473 a 800 ;
& Solicitud del examen de patentabllidad, follos 813 y 814.

Objeto de la Invencién:

El titulo de la Invenclén. *COMPUESTOS QUE CONTIENEN BEAZAMIDO-
PIPERIDINA Y COMPUESTOS RELACIONADOS".

El objeto de ia solicitud se refiere a compuestos que al parecer una de su
caracteristica basica son dos subestructuras N-heterociclicas no fijas, las cuales
estan ligadas por un puente que puede ser ciclico o no ciclico, o sea no tiene
ninguna porcion fija.

El campo de la invenclén, segln la Clasificacién Intemaclonal de Patentes: CO7D
401/00; A61K31/5395

Claridad de la solicitud:

En el articulo 30 de la declsién 486 de la Comision de la Comunidad Andina se
establece: “Las relvindicaciones definirdn la materia que se desea proteger mediante



L&

la patente. Deben ser claras y concisas y estar enteramente sustentadas por la 8 ® ?
descripcién”.

Las reivindicaciones 70 a 75 no son claras, puesto que es una mezcla de
composicién farmacéutica y método terapéutico. Por un lado el encabezado se
refiere a una composicién farmacéutica y el resto del texto a un método terapéutico,
del otro lado todas estas reivindicaciones reclaman exactamente la “misma materia”,
por lo tanto son redundantes.

-Las reivindicaclones 19, 20, 24 y 25 no son claras, pues es una mezcla de
composicién farmacéutica y método terapéutico. El encabezado se reflere a una
composicién farmacéutica y el resto del texto a un método terapéutico. Ademas
todas estas reivindicaciones reclaman exactamente la “misma materia®, por lo tanto
son redundantes y cargadas de texto no técnico, y que ademéas no aportan
caracteristicas técnicas especlales o particulares.

-La relvindicaclén 768, no esta definida porque no presenta ninguna porcién de
molécula fija, pero sl un nimero extremadamente grande de posibles compuestos,
sin estar soportados enteramente en la descripcién, solo se encuentra un pequefio
grupo de compuestos soportados, que caen dentro de esa formula (ll).

Excepciones de Patentablilidad:

El articulo 20 de la Decisién 486 de la Comisién de la Comunidad Andina
establece en su inciso d) que no serén patentables: “/os métodos
terapéuticos o quirdrgicos para el tratamiento humano o animal,
asfcomo los métodos de diagnéstico aplicados a los seres humanos
0 a animales”.

Las reivindicaciones 64 a 69 se solicita proteger: un método de tratamiento
terapéutico, el método consiste en ia adminisiracién a dicho paciente de una
composicién que contiene algan compuesto de la presente solicitud.

Por lo tanto, se indica que tales relvindicaciones, se encuentran deniro de las
excepciones a la patentabilidad, del artfculo 20 de la Declsién 486.

Evaluacién de la Unidad de Invencion:

Esta solicitud de patente comprende solamente una invencioén o un grupo de
invenciones relacionadas entre si, de manera que se integra un unico concepio
Inventivo conforme al artlculo 25 de la Decisién 486 de la Comisién de la
Comunidad Andina.



\ B~

Para el presente caso existen los siguientes grupos de invenciones:

i) Los compuestos de férmulas | y |l en las cuales Q es C=NH; 9 08
ii) Loscompuestos de férmulas | y Il en las cuales Q es C=CH,
iii) Los compuestos de férmulas | v li en las cuales Q se selecclona de C=S,
C=0, Y y Z son carbono;
iv) Los compuestos de férmulas | y Il en las cuales Q se selecclona de C=S,
C=0; con Y y Z que se seleccionan de NH y C no siendo ambos iguales,
v) Los compuestos de férmulas | y Il en las cuales Q es SO, o0 SO,;
vi)  Los compuestos de fdrmula T-NH,.

Determinacién del estado de la técnica:

El articulo 16 de la Decisién 488 de la Comisién establece: *E/ estado de la
técnica comprendera todo Io que haya sido accesible al publico por una
descripcion escrita u oral, utllizacién, comercilallzacion o cuaiquler otro
medio antes de la fecha de presentacion de la solicitud de patente o, en
Su caso, de la prioridad reconocida.

S6lo para el efecto de la determinaclén de la novedad, también se
conslderara dentro del estado de Ia técnica, el contenido de una solicitud
de patente en tramite ante la oficina naclonal competente, cuya fecha
de presentacion o de prioridad fuese anterior a la fecha de presentacién
0 de prioridad de ia solicitud de patente que se estuviese examinando,
slempre que dicho contenido esté Incluido en la solicitud de fecha
anterlor cuando ella se publique o hublese transcurrido el plazo previsto
en el articulo 40"

Se realizo la busqueda del estado de la técnica con fecha anterior a la fecha de
presentacién de la presente solicitud 2003-01-22. Consultada la fuente de
Informacién con que cuenta este despacho se encontré muchos documentos solo se
adjuntaran algunos:

No. | Documento No. Titulo Fecha de
Publicaclién
D1 WO08703066 Substituted Benzolactam | 30-ene-1997

compounds as sunstance P
antagonists




D2 US3539584 5-Substituted-2,1- 10-nov-1970
benzisothlazolines
D3 US5604252 Azanorbomane derivatives 18-feb-1997

D4 w098206079 Fused ring analogs of nitrogen 16-abr-1982
containing nonaromatic

Heterocycles

D5 WO090958500 . | Method stereochemycally controled | 18-nov-1889
production of isomerically pure
highly substituted azacyclic
compounds

D6 EP0122494 Triazine derivatives, processes for | 24-oct-1984
preparation thereof and
pharmaceutical composition the
same

Evaluaclién de los requisitos de patentablildad:

El articulo 14 de la Declsién 488 de la Comision de la Comunidad Andina establece:
“Los Palses Miembros otorgaran patentes para las Invenclones, sean de
producto o de procedimiento, en todos los campos de la tecnologla,
slempre que sean nuevas, tengan nivel Inventivo y sean susceptibles de
aplicacién industrial.”

En cumplimlento con este articulo, se procedié a evaluar l0s requisitos
de novedad, nivel Inventivo y aplicaclén Industrial con el fin de
establecer la patentabllidad de la Invencion reivindicada en la solicitud
en estudio.

Evaluacién de la Novedad:

El art.16 de la Decisién 486 de la Comision de la Comunidad Andina establece: “Una
Invencién se considerara nueva cuando no esta comprendida en el
estado de la técnica.” “El estado de la técnica comprenderd todo lo que
haya sido accesible al publico por una descripcién escrita u oral,
utllizacién, comercializacién o cualquler otro meaio antes de la fecha de
presentacion de la solicitud de patente o, en su caso, de la prioridad
reconocida.

S6lo para el efecto de la determinacién de la novedad, también se
considerara dentro del estado de la técnica, el contenido de una solicitud
de patente en tramite ante la oficina nacional competente, cuya fecha

o7
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de pr esentacldn 0 de prioridad fuese anterlor a Ia fecha de presentacldn

o0 de prioridad de ia solicitud de patente que se estuviese examinando
siempre que dicho contenido esté Incluido en la solicitud de fecha
anterior cuando ella se publique o hublese transcurrido el piazo previsto
en el articulo 40"

Las relvindicaclones de la presente solicitud reclaman como nuevo los compuestos
que caen bajo el alcance de la formula Marckush (I):

R
Mg
W
R‘
11 Z
RR Op _,.(:-\A/L R’
:
R ..,
R! | R

métodos de sintesls y composiclones que los comprenden, caen dentro de los
compuestos reclamados con la férmula Marckush (I) de la solicitud en estudio,
especiaimente cuando miramos los ejemplos y las reivindicaciones de esta
anterioridad, donde estan definidos compuestos especificos, que son reclamados
como nuevos en la presente solicitud, mediante una formula que no tiene ninguna
porcién fija.

-Las anterioridades D2 y D8 comprenden derivados de anlilos nitrogenados que son
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reclamados como nuevos en la presente solicitud en la relvindicacién 76.

-Las anterioridades D3, D4 y D5, describen compuestos con anillos nitrégeno
fusionados que son reclamados por la solicitud en estudio mediante la reivindicacién
78.

Cuando una solicitud esta afectada su novedad, obviamente no posee nivel
inventivo.

En conclusién los requisitos de Patentabilidad de la presente solicitud estén
afectadas asl:

Documento Relvindicalones Roilulslto que afecta
D1 1a77 Novad#l
D2 76 -77 Novedad
D3 78 Novedad
D4 78 Novedad
DS 78 Novedad
Dé 76-77 Novedad

En cumplimiento del articulo 45 de la Decisién 486 de la Comisién de la Comunidad

Andina, se le indica que debe dar respuesta dentro del término de sesenta dlas

contados a partir de la fecha de notificacion de la presente comunicacién. En caso de
no dar respuesta al presente requerimiento, o si a pesar de la respuesta subsistieran
los impedimentos para la conceslén, se denegara la patente.

Notifiquese el presente oficio conforme a lo dispuesto en el numeral 5.2 literal e), del
capftulo quinto del titulo pfimer6 de Ma circular Gnica No. 10 de 2001.

ALIX CARMENZA C
Jefe de Dlvisién

EDES DE VERGEL
uevas Creaciones

El anterior requerimiento fue notificado por fljacion en lista, de fecha

24 NOv._2008)

CONCEPTO TECNICO No. [77()| EXAMINADOR TECNICOCédigo No.202012

Gz
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(71) Appliesnt (for JP dnly: PFIZER PHARMACFUTICALS
INC. [JP/JP); Mitsul Building, 1-1, Nishi-shinjukn 2-chome,
Shinjaku-ku, Tokyo 163 (F).

(71) Applicant (for ATBE CACHDEDK ESFIFRGB GRIEIT
LU MC MX NL PT SE oniyr: PRIZER INC. [US/US]; 235
Bast £2nd Street, New York, NY 10017 (US).

(M) Agmt= SPIEGEL, Allen, . ot al; Phizer Inc, 235 East 420
Stroct, Now York, NY 10017 (US).

PCT WORLD INTELLECTUAL PROPERTY OROANIZATION
INTERNATIONAL AFFLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)
(31) Internations] Patent Clamification 6 : ' (11) Intersational Poblication Number: WO 9703066
401/12, ASIK 3140, oD | Al
mmm{mﬂmﬁm {43) Internationn] Poblication Date: 30 Jmuary 1997 (30.01.97)
(21) Internationa] Application Numnber: PCT/IBS6/00434 | (R1) Desiguated Stxtes: CA, JP, MX, US, Europesn patent (AT,
. BE, CH, DE, DX, ES, Fl, FR, GB, GR, IE, IT, LU, MC,
(23) Internatiomal Flling Date: 5 May 1996 (05.03.96) NL, PT, SE).
(30) Priority Duta: Published
PCI/IPS5/01159 7 July 1995 (07.07.95) WO With intermational yearch report.
(34) Country for which the regional or
international application was filed: r

(S6) Tithe: SUBSTITUTED BENZOLACTAM COMPOUNDS AS SUBSTANCE P ANTAGONISTS

inflemmatory diseases, anesis,
mnglogensia or the Hiee in 2 mammpllam subject, expecially bumans.
Ao, [ntermedisies of the shove compounds are disclosed.

ok
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WO 97/63066 T PCT/ABSGO0M34
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binding affinity).
Brief Description of the Invention
The present invention provides substiited benzolactam and cyclicthioamide
compounds of the following chemical formula (I):

r! Q
‘n4 g
K3
R
Y
/ x
T @

and its pharmaceutically acceptable mlts, wherein )

W is methylene, ethylene, propylene, vinylene, -CH;-O-, -0-CH;-, -CH,-S- or -
S-CHy;

R!, R? and R* are independently hydrogen, C,-C; alkyl, C,-Cy alkoxy or halo
C,-C, alkyl, provided that when W is methylene, both R? and R® are not hydrogen:

X is halo, C;-C, alkoxy, C,-C, alkyl, halo C,-C, alkoxy or C,-C; alkenyl; .

Y is imino or oxy;

Q is oxygen or sulfur; and

T is (25, 35)-2-diphenylmethylquinuclidin-3-yl, (25, 3S)-2-phenylpiperidin-3-yl
or (25,35)-2-diphenylmethyl-1-azanorbornan-3-yl.

Also, this invention includes an intermediate compound useful for preparation
of the compounds of formula (), which is (25,35)-3-amino-1-(ferr-butoxycarbonyl)-2-
phenylpiperidine,

The compounds of the preseat invention of formula (I) exhibit good antagonist
activity toward Substance P, particularly good activity agaisnt CNS disorders with
decreased side effects (e.g., Ca** channel affinity), and are thus useful for treatment
of a gastrointestinal disorder, a central nervous system disorder, an inflammatory
discase, emesis, urinary incontinence, pain, migraine or angiogensis in a mammalian
subject, especially human.

Accordingly, the present invention provides a pharmaceutical composition for
the treatment of a gastrvintestinal disorder, a ceatral nervous system disorder, an

213
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3 % /(/
inflammatory disease, emesis, urinary incontinence, pain, migraine or angiogensis in
a mammalian subject, which comprises a therapeutically effective amount of a
compound of the formula (T) together with a pharmaceutically acceptable carrier.
Detailed Description of the Invention
5 In this specification,

the term “halo C,-C, alkyl" is used herein to mean a C,-C, alkyl radical
substituted with one or more halogens (e.g., Cl, F, 1 or Br) including, but not limited
to, chloromethyl, trifluoromethyl, 2,2,2-trichloroethyl and the like; and

the term “halo C,-C, alkoxy" is used herein to mean a C,-C, alkoxy radical

10 substituted with one or-more halogens (e.g., Cl, F, I or Br) including, but not limited
to, difluoromethoxy, trifluoromethoxy, 2,2,2-trifluoroethoxy and the like.

A preferred group of compounds of this invention includes the compounds of
formula (T) wherein R!, R? and R? are independently hydrogen, C,-C; alkyl, C,-C,
alkoxy or halo C,-C, alkyl, provided that when W is methylene, both R? and R® are

15 not hydrogen; X is C,-C, alkoxy or halo C,-C, atkoxy; Y is imino; and T is (2S,35)-2-
diphenylmethylquinuclidin-3-yl or (25,3S)-2-phenylpiperidin-3-yl.

A particularly preferred group of compounds of the invention includes the
compounds of formula (I), wherein R' is methyl, isopropyl, methoxy ar 2,2,2-
trifuluoroethyl; R? and R’ are independently hydrogen, methyl or trifluvoromethyl,

20 provided that when W is methylene, both R? and R’ are not hydrogen; and X is
methoxy, isopropoxy, difluoromethoxy or trifuluoromethylmethoxy. When W is
methylene, T-Y-CH,- and X are preferably at 5- or 6-position on the benzolactam rinp.
When W is ethylene or vinylene, T-Y-CH,- and X are preferably at 6- or 7- position
on the benzolactam ring. When W is -CH,-O-, -O-CH;-, -CH,-S- or -S-CH,-, X and

25 T-Y-CH; are preferably at 6- or 7- position on the benzoxadine and benzothiadine
ring. When W is propylene, X and T-Y-CH,- are preferably 7- or 8- position on the
benzarepin ring, respectively.

Preferred individual compounds of this invention are the following:

(28,3S5)-3-(6-methoxy-1,3,3-trimethyloxindol-5-yl)methylamino-2-

30 phenylpiperidine or its salts; .

(25,35)-3-(6-methoxy-1-methyl-2-0xo0-1,2,3,4-tetrahydroquinolin-7-

yl)methylamino-2-phenylpiperidine or its salts;
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(25, 35)-3-(6-isopropoxy-1-methyl-2-oxo-1,2,3,4-tetrahydroquinolin-7-
yh)methylamino-2-phenylpiperidine or its salts;

(25, 35)-3-(1-isopropyl-6-methoxy-2-o0x0-1,2,3,4-tetrahydroquinolin-7-
yl)methylamino-2-phenylpiperidine or its saits;

(2S,35)-3-[(6-methoxy-1-methyl-2-thioxo-1,2,3,4-tetrahydroquinolin-7-
yl)methylJamino-2-phenylpiperidine dihydrochloride or its salts;

(25,35)-3-[(7-methoxy-1-methyl-2-0x0-1,2,3,4-tetrahydroquinolin-6-
yl)methylJamino-2-phenylpiperidine dihydrochloride or its salts; and

(25,35)-3{(6-methoxy-1-methyl-2-axo-4H-3, 1-benzothiazin-7-yl)methylJamino-
2-phenylpiperidine dihydrochloride or its salts.

Particulaly preferred individual compounds of this invention are the following:

(25,35)-2-diphenylmethyl-3-(6-methoxy-1,3,3-trimethyloxindo!-S-
yl)methylamino-1-azabicyclo[2.2.2]Joctane or its salts;

(28,35)-2-diphenylmethyl-3-(6-methoxy-1-methyl-2-0x0-1,2,3,4-
tetrahydroquinolin-7-yl)methylamino- 1 -azabicyclo[2.2.2]octane or its salts;

(2S,35)-2-diphenyimethyl-3-(6-methoxy-1-methyl-2-oxo- 1 ,2-dihydroquinolin-7-
yi)methylamino-1-azabicyclo[2.2.2Joctane or its salts; .

(25,35)-3-[(6-methoxy-1-methyl-2-thioxo-1,2,3,4-tetrahydroquinolin-7-
yl)methyl]lamino-2-phenylpiperidine dihydrochloride or its salts; and

(25,35)-3-{(6-methoxy-1-methyl-2-oxo-4H-3, 1-benzothiazin-7-y) methyllamino-
2-phenylpiperidine dihydrochloride or its salts.

General Synthesls

The compounds of the formula (1) of this invention may be prepared as
described in the following reaction schemes.

Unless otherwise indicated, in the reaction schemes that follow, R', R?, R?, X,
Y, Z, W, Qand T are defined as above.
Scheme A-]
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Scheme A-1 illustrates a method for preparing compounds of the formula (T) by
reductive amination of a compound of the formula (II) with a compound of the
formula: T-NH, (Y=NH). The reduction can be carried out by catalytic
hydrogenation, or with several hydride reagents in a reaction-inert solvent. The
catalytic hydrogenation may be carried out in the presence of a metal catalyst such as
palladium or Raney nickel. Suitalbe hydride reagents include borohydrides mch as
sodium borohydride (NaBH,), sodium cyanoborohydride (NaBH,CN) and sodium
triacetoxyborohydride (NaB(OAc),H), boranes, aluminum-based reagents and
trialkylsilanes. Suitable solvents include polar solvents such as methanol, ethanol,
methylene chloride, tetrahydrofuran (THF), dioxane and ethylacteate. This reaction is
typically carried out a a temperature from -78°C to reflux temperature of the solvent,
preferably from 0 °C to 25 °C for 5 minutes to 48 hours, preferably from 0.5 to 12
hours.

Aliernatively, the compounds of the formula (I) of this invention may be
prepared as shown in the following scheme A-II.

Scheme ATl

(whuﬁnZhlhﬁngpoupa(ghnuhﬂommlfmnnindnding(gsymemmhm)

Referring to Scheme A-1I, the compounds of the formula (T) of this invention
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may be prepared by a reaction of a compound of the farmula (IIT) with a compound
of the formula: T-Y-H. When Y is NH, the compound (IIT) may be treated with T-
NH, in the presence of a base (e.g., X;CO; or Na,CO,) in a polar solvent (e.p.,
methanol, ethanol, isopropylalcohd, THF, dioxane, dimethylformamide (DMF) or

5 dimethylsulfoxide (DMSQ)). When Y is O, the compound (III) may be treated with -
T-OH in the presence of a base (.., NaH or KH) in a polar solvent (c.g., THF,
dioxane, DMF or DMSO). This reaction is typically carried out at a temperature from
-78°C to reflux temperature of the solvent, preferably from 0°C to 25°C for 5 minutes
to 48 hours, preferably from 0.5 to 12 hours:

10 The compounds. (II[) may be prepared by reduction of an aldehyde of the
formula (IT), followed by conversion of a hydroxy group of the resultant compound
into a leaving group, Z. Reduction of the aldehyde (II) may be accomplished using
a variety of reducing agents in a reaction-inert solvent. Suitable reducing agent/solvent
systems include sodium tetrahydroborate (NaBH,) in methanol or ethanol; lithium

15 tetrahydroborate (LiBH,) in THF or diethyl ether; lithium tetrahydroaluminium
(LiAIH), lithium tricthoxyhydroaluminium  (LIAIOEt),H) lithium ten-
buthoxyhydroaluminium (LiAl(OBuf),H) or aluminium trihydride (AlH,) in THF ar
diethyl ether; and iso-buthyl aluminium hydride(j-BuAIH,) or diisopropyl aluminum
hydride (DIBAL-H) in dichloromethane, THF or n-hexane. This reaction i3 generally

20 carried out at a temperature from -20°C to 25°C for 5 minutes to 12 hours. . Then, the
hydroxy group of the resultant compound is converted to a leaving group, Z (e.g., halo
such as chloro, bromo, iodo or fluoro, or sulfonate including tosylate or mesylate).
Conversion of the hydroxy group into the leaving group, Z may be accomplished
according to methods known to those skilled in the art. For example, when Z is

25 sulfonate such as tosylate or mesylate, the hydroxy compound is reacted with sulfonate
in the presence of pyridine or triethylamine in dichloromethane. When Z is halo such
as chloro or bromo, the hydroxy compound may be treated with SOX, (X is Cl or Br)
in the presence of pyridine.

The compounds of the formula (II) can be prepared as illustrated in the

30 following scheme B.

Scheme B
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The compounds of the formula (II) may be prepared by direct or indirect
formylation of a compound of the formula (IV). Any formylation methods kmown to
those skilled in the art may be used, o introduce a formyl group into a benzene ring.
For example, direct formylation may be acomplished by contacting the compound (TV)
with a suitsble formylating agent in the presence of a suitsble catalyst. Suitable
formylating agent/catalyst systems include dichloromethyl methyl ether / titanium (IV)
chloride (C1,CHOCH,/TiCl, ), trifluoroacetic acid (CFyCO,H) /hexamethylenctetramine
(modified Duff’s conditions) and phosphoryl trichloride (POCI,)/DMF (Vilsmeier's
conditions). Indirect formylation may be achieved by halogenating the compound (IV),
displacing the halogen atom introduced with a cyano group, and then subjecting the
resultant cyano-substituted compound to reduction. The halogenation as used herein
may be carried out according to the procedure reparted in G. A. Olsh et., al. L, Org
Chem, 38, 3194 (1993). The displacement of the halogen atom with a cyano group
may be perfomred according to the methods reported in D. M. Tschaem et. al., Synth
Commun, 24, 887 (1994), K. Takagi et. al., 64 Bull Chem, Soc. Jpn. 64, 1118
(1991). The reduction as used herein may be performed in the presence of diisopropyl
aluminivmhydride (DIBAL-H) in dichloromethane or Raney nickel in formic acid.

In addition, the compound (I) wherein W is vinylene can be prepared by
dehydrogenation of the formula (II) wherein W is cthylene in a suitable solvent such
as dioxane.

The starting materials of the formula (IV) are known compounds which are
commercially available, or can be prepared by inown methods. For example,
compounds of the formula (IV) wherein R' is alkyl can be prepared by N-alkylatiori
ofﬂleconupmdingcompmmdsaV)whu_ﬁnR'ishydmgm.inﬂemofn
base (c.g., NaH or KH) in a suitalbe solvent (e.g., DMSO, DMF and THF).

oy
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Compoumds of the formula (IV) wherein R? or R’ is not hydrogen, can be also
prepared from the corresponding compounds (TV) wherein R? or R? is hydrogen, using
similar techniques as described above. Compounds (IV) can be aiso prepared by other
methods as described in European Patent No. 385662 and C. Crestini. et. al., Synth,
S Commun. 24 2853 (1994) or G. W. Rewcastle et. al., I, Med Chem, 37, 2033 (1994).
Compound (IV) wherein Q is S, can be prepared by thionation of the corresponding
compound (IV) wherein Q is O. Suitable thionation agents are Lawesson reagent
(Tetrahedron, 41, 5061 (1985)) and P,S,, (Chem. Pharm. Bull., 10, 647 (1962)).
Alternatively, compounds of the formula (T) wherein T is 2-phenylpireridinyl
10 and Y is NH, may be preapred as shown in the following Scheme A-TII.

Scheme A-IIl
*ll H
WR‘ Nl.vn4
_ Protection _Bydrogenolysis
N Ph Ph
| y
H ™ R coBd (VD
‘N—(Q,x’ ll: _(Q
‘ks N _R
R W\R’
B
Y™ omc” g N
> X
}‘ Ph
¢ Reductive Alkylation P’T Ph (VI
v COzBd’
Rl
\N—f,n’
K 3
H R
Deovstect . .
— .
N Ph
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Scheme A-III iliustrates the preparation of compoumds of the formula (Ia)
(corresponding to Compound (I) wherein T is 2-phenylpiperidinyl and Y is NH).

Referring to Scheme A-TII, N-protection of a compound of the formula (V) (R*
is phenyl or the like) may be carried out by treatment with (+-BuOC0),0 (Boc,0) in

5 the presence of a base such as sodium bicarbonate (NaHCO,) or triethylamine (Et,N)
to obtain a compound of the formula (VI). Compound (VI) is subjeted to
hydrogenolysis to obtain a compound of the formula (VII) (wherein R? is phenyl; and
R® is t-butoxycarbonyl. An salternative route for N-protection of a compound of the
formula (V) may be carried out by treatment with carbobenzoxy chloride (Cbz-Cl) in

10 the presence of a base such as sodium bicarbonate (NaHCO,) or triethylamine (Et,N),
wherein R’ is phenyl; and RS is benzyloxycarbonyl. The hydrogenolysis may be
carried out by treatment with H, or ammonium formate (HCO,NH,) in the presence
of a metal catalyst such as 2 palladium on charcoal (e.g. 20% palladium on charcole)
in a suitable salvent. Then, the compound (VII) is subjected to the reductive amination

15 asdescribed in Scheme A-I. The compound (VIII) may be converted into a compound
of the formula (Ia) by treatment with acid catalyst such as hydrochloride (HCI) in
methanol, conc.HC] in ethylacetate or CF,CO.H in dichloroethane,

The compounds of formula (T), and the intermediates shown in the above
reaction schemes can be isolated and purified by conventional procedures, such as

20 recrystallization or chromatographic separation.

As the compounds of formula () of this inveation possess at least two
asymmetric centers, they are capable of occurring in various sterecisomeric forms or
configurations. Hence, the compounds can éxist in scparated (+)- and (-)-optically
active forms, as well as mixtures thereof. The present invention includes all such

25 forms within its scope, Individual isomers can be obtained by known methods, such
as optical resolution, optically selective reaction, ar chromatographic seperation in the
preparation of the final product or its intermediate,

In s0 far as the compounds of formula (I) of this invention are basic
compounds, they are all capable of forming a wide variety of different salts with

30 various inorganic and organic acids. Although such salts must be pharmaceutically
acceptable for administration to animals, it is often desirable in practice to initially
isolate the base compound from the reaction mixiure as a pharmaceutically
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unacceptable salt and then simply convert to the free base compound by treatment with
an alkaline reagent and thereafter convert the free base to a pharmaceutically
acceptable acid addition salt. The acid addition saits of the base compounds of this
invention are readily prepared by treating the base compound with a substantially

5 equivalent amount of the chosen mineral or arganic acid in an aqueous solvent or in >
a suitable organic solvent, ‘such as methanol or ethanol. Upon careful evaporation of
the solvent, the desired solid salt is readily obtained. The acid which are used to
prepare the pharmaceutically acceptable acid addition salts of the aforementioned base
compounds of this invention are those which form non-toxic acid addition salts, i.e.,

10 salts containing pharmaceutically acceptable anions, such as the hydrochloride,
hydrobromide, hydroiodide, nitrate, sulfate or bisulfate, phosphate or acid phosphate,
acetate, lactate, citrate or acid citrate, tartrate or bi-tartrate, succinate, maleate,
fumarate, pgluconate, saccharate, benzoate, methanesulfonate, ethanesulfonate,
benzenesulfonate, ptoluenesulfonateand pamoate (i.e., 1.1°-methylene-bis-(2-hydroxy-

15 3-naphthoate))salts.

The compounds of the invention which have also acidic groups are capable of
forming base salts with various pharmaceutically accepiable cations. Examples of such
salts include the alkali metal or allaline-earth metal salts and particularly, the sodium
and potassium salts. These salts are all prepared by conventional techniques.

20 The chemical bases which are used as reagents to prepare the pharmaceutically
acceptable base salts of this invention are those which form non-toxic base salts with
the herein described acidic derivatives. These particular non-foxic base salts include
those derived form such pharmaceutically acceptable cations as sodium, potassiom,
calcium and magnesium, etc. These salts can easily be prepared by treating the

25 aforementioned acidic compounds with an agueous solution containing the desired
pharmaceutically acceptable cation, and then evaporating the resulting solution to
dryness, preferably under reduced pressure. Alternatively, they may also be prepared
by mixing lower alkanoic solutions of the acidic compounds and the desired alkali
metal alkoxide together, and then evaporating the resulting solution to dryness in the

30 same manner as before. In cither case, stoichiometric quantities of reagents are
preferably employed in order to ensure completeness of reaction and maximum
production of yields of the desired final product.
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rivatives of 2,1-benzisothiarcline-2 2-dioxkies, methods
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DETAILED DESCRIPTION

mmwlmpmdlotmlammthmawbe
represented by the following formnils

gen and R” I —NR’y, R'CONR’, R’

S0.NR’,
R'CO, RCH(OH), l.'.C(hlo)m. Am(Cl ).00. 85 45 form the alkylsulfonanilide

2
Am(CR"3),CH(OH) and Am(CR'3)CH,, wherein 8

ialtoSand Amis

in which R’ is R ar bydrogen and groups in which the R’
and R’ are joined togethar in form amino groups In which
the nitrogen s part of a cyclie group such as mocpholing,
pyrroliding, nhlrldmn,

other, benvene or the liks, to effect ring cloaure,
The described process may be diagrammed as follows:

. -

—80,/0H B’

base 4 Inecrt
——— [+]]

Teastion madimm

z
wharein X is hydrogen, lower alkyl, alkoxy or trifiooro-
methyl, Z s a reactive halogm and R and R’ are gronps
which do not interfere with or partake in the reaction.

htnmﬂqn:ﬂ:nuhlhnﬂi::mﬂo!ﬂnﬂnm
maferial, ﬂkyhnﬂnwlchhrﬂemh
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or interfere with the reaction.
Ropressuntative of the compounds which may be pre-

plmdbyihnmehdudnnqlhﬂldomﬂntul—

-mnﬂwl-s-cuwl-z.l -benrisothinzoline-2 2-dioxids,
1-mothyl-5-banzoyl-2, 1-benrisothinzoline-2,2-dioxide,
1,3-dimethyl-S-acetyl-2,1-benxisothiszoline-2 2.dloxide,
.:l-dmnﬂxvl-!—puplnwl—!.l-bmﬂwthamlhn—ﬂ.!-dl-

1m1.mnlmmum
1-propyl-S-acstyl-2,1-benzisothinroline-2,2-dioxide,
1-propyl-S-phenylacetyl-2, 1-benzisothinzoline-2,2-dloxide,
1-methyl-3-phenyl-S-acetyl-2, 1-benrisothiavoline-2 2~

dinxida,
l-phmlhyl-s-uml-z I-benzisothineoline-2 2-dioxide,
lwmwl-s-ml-z. 1-bemzisothiaroline-2,2-

mmhdhmhmmwmn"

Am{CR’3),CO, Am(CR’y),CHOH, or .Am(Cl'.).GH.
by treating the snltam starting material
whhlhﬂmqlhlhdl,ud:uhmutylhmdh.b
farm the corresponding haloacyl derivative which can be
in turn trasted with a varlety of amines to form acyl-
amines which can be in turn reduced to form aminohy-
droxy alkyl derivatives.
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wherein Z Is & halo such as chloro or bromo, and all other
symbols are as described and represent groups which do
not partaks in or Interfere with the reaction,
Representative of the haloacy! halides which can ba
mpluwdmthnnbowmcﬂmmtbhﬂom

Ammonis, and
Isopropylamine.

Representative of the compounds that may be prepared
by the above procesa are the following:
-muthyl-!hommﬂl—!.l-bm:hﬂhnnhnaﬂ-
Ia-gmdyl-s-bmmm:-z.l-bamu-zz-

dioxide,

30
l-mﬂv;l-!-inpmpyllmim-utyl-z, 1-benzisothinzoling-

2.2-dioxide,
1-methyl-5-methylbenxylaminoacetyl-2,1-benzisothiaro-
line-2 2-dioxids,
1-methyl-S-methylaminoacetyl-2, 1-benxisothiaroline-
2 2-diaxides,
1,3-dimathyl-S-hopropylaminoacetyl-2,1-benrisothinzo-
line-2,2-dioxide,
1-mathyl-S- (2*-isopropylamino-1’-hydroxyethyl)-2,1-
benzisothiazoline-2 2-dloxide,
lmm&(rﬂqmpyhmho-l'-hydmw)-
2,1-berziscthiaroline-2,2-dioxide,
1-mathyl-5-(2’-isopropylamina-1"-hydroxyethyl)-2,1-
benzisothiazoline-2,2-dioxide,
l.%-ﬂlmﬂﬂlﬂ’-ﬂ'-wllﬂho-l'w)-
~bemrhuythiavnlima-2 2-diosids,
1-phenyl-5-(2'-isopropylamino-1"-hydroxyethyl)-2,1-
benzisothiarnline-2,2-dioxide,
1-cyclopemtylmethyl-5-{2’-Isopropylamine-1"-hydroxy-

ethyl)-2,1-benrisothinznline-2,2-dinxids,
l-sz:nethyl-S-(z'-lnmhmho-l *-hydroxyethyl)-
1-benzisathiaroline-2 2-dioxids,

" 1-meathyl-5-(2’-methylamino-1°-hydroxyethyl)-2,1-
bexxmothiseoline-2,2-dlaxide,

70

(]

1-methyl-5-(2’-methylbenzylamino-1'-hydroxyetinyl )-
2,1-benzisothiarnline-2 2-dioxide,
.5-dlmotlwl-3-(2' -methylamino-1"-hydroxyethyl)-2,1-
benzisothiaxoline-2,2-dioxide,
l,s-dlm.ﬂ:yl-s-(r-mnhyhmmﬂhyl)-z 1-benzisgthiam-
1 Mﬁ-(z'wmm)alm
thiazoline-2 2-dioxids,
IWH(NWM)-Z.IM
thiaroline-2 2-dioxide,
1,3-dimethyl-S-( N-methylpiperazinoacetyl)-2,1-
benzisothiazoline-2.2-dioxid
1-methyl-5-(2’-N-methylpipsmring-1'-hydroxyethy!)-
2,1-benzisothiazoline-2,2-dioxide,
1,3-dimethyl-5-{2"-N-methylpiperaxino-1’-hydroxyethyl)-.
2,1-benzisothisroline-2,2-dioxide,
1-methyl-S-(2'-N-methylpiperazinoethyl)-2,1-
benzisothiazoline-2, and
1,3-dimethyl-5-(2'-N-methylpiperazinoethyl)-2,1- *
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the form of & cream-colared powder, M.P.. >360° with s dilution with ether provides 1-methyl-5-(2-berxylamino-
apmreciable from 240°. from
mmmmnnnmmur >360°.

,E
|

the form of white needies, MLP. 246-247°,
Analysls—Culed. for CuHunBrNJO; (pareent): C tion from agueons mathanol-ether ralsen the MP, to
50.85; H, 4.98; N, 659, Found (parcent): G, 5094; H, ,, 245-250°.
4.98; N 6.67. Analysts~—Caled, for CywHyCINJO,S (percent): G,
EXAMPLE 23 57.46; H, 6.00; N, 7.94. Found (perceat): C, 57.75; H,
lmethytS-(Ipbenetyamin-Liydraxyetiy)-2,1- SN TS
benzisothiaroline-2 2-dioxide
“Ths reaction of the compound of Example 22 (98 g, | 1-0ethvS-(-eethyibenzylaminostiyt) 2,1-benriso-
0.023 molo) and sodiom borohydride (3 g, 0.08 malo)
in 125 mlL of methanol is carried ont at room tempers- Treatment of 4.4 g, of the hydrochloride of Bxample
ture for 40 honrs, them et refinx for an additiona] 2 hours, 26 with sodinom hydroxzide provided
in tho manner described in Exampls 18 to yleld 1-methyl gq the free which s heated with 20 ml
5-(2-phensthylamino - 1 - } - 2,1 ~ benxisothi- of 37% formaldelryds and 10 ml. of formic acid
of cream-colored, crystal- on a steam bath for 4 howa, Ths workup procedure
Hoo powder, MLP. 110-112" . provionaly described affords a pale yellow oil with sn
Analysis. for CygHaN. C,6240; absencs af NH abearption in the Infrsred. Conversion

I‘!,GAO.N.&U’.M(MN‘&;‘C.Q.ISH.W, of this material to a hydrochloride, Inllowed by re-

EXAMPLE 24 methylbanzylaminoethyl) - 2,1 - Ghiszoline.2-d
1-methyl-S-(2-methylpheethylamin-1-hydroayethyl)- O MI frociorido aa W umcn . 17 N
21 asotios 2,2 dloxido hexamste 20 5892 H, 632 N, 7.63. Found (percent): T 9.8 H,

A solution of 1-muthyl-5-Q-phenethylamino-1-hydroxy- 6.68; N, 7.60.

etiryl)-2,1-becisothiamiine - 2,2 - diaxide (52 g, 0.015 EXAMPLE 28
e Taazes doscriboh 1n Foatonls 21, The oot moges  l-mefiykS.methylghenstiytaminoacetyl2,1-bonzleo-
IDADRET - wﬂﬂ -

thea is comvarted o 1 thimnline £2-dlexkds hydrochiacide

-methyl-5-(2-methylphooethylamino- 5 \
1 - hpdroxy)-2,1-benxigothiaxoline-2 2-dinxide hexsmate, N-methyinheasthylamine (1.7 5., 0.02 mals) and 1.
mw—vg'mmmmmm mathyl-S-bramoacetyl-2,1 - bensisothiaroline-2,2-dioxids

Analysis—Calcd for CgHpNyOgS: (percent):
55.63; H, 691; N, 7.78. Found (percent): C. )sssg'. hydrofuran in

the nsnal fashion. of the

H, 7.19; N, 737. . 40 crude product (34 g.) on alumina with benzreme-sther
EXAMPLE 25 (1:1) %ﬁu.mgdl&:m“ treated with
1-methy]-5-[2-N-bengyl-N - (p - I)-amino-1-  Sthereat - cream-colored powder,
m boxs~  M.P. 50-100° with pricr softaning. Recrystallimtion of
1131 a&?;mhhmﬂnﬂ:?udul-msﬁyl—!-

n-mmam.(mmm1ma“w,““"“"""" benxisothixzotine 3,2~

drop of dilnte BC is added 21 . (0.048 mols) af . : ! ]
axide in 40 ml of methancl The .-u;u.. ;7.}'3,3,’117- N, 7.09. Found (perceat): C, 58.07; H,
We

trenied with @ small amount of 6 N NaOH, aud evapo- 3
. dnted 1. A compound of the formula

ao;fmmmm(m)) o
to afford I.methyl-5-[2-N-benzyl-N-(p-hyiroxyuthyl)- : 4 oX
amino-1-hydroxyethyl] - 2,1 - benzisothiaxoline-2,3-di- 55 weor'ie0
oxide s & pals yellow oll. Treatment with an equivalent 01
amount of hamamic acld affords the sit a9 pals yellow 3
cylhll,ll.?. 145-1“'. . x
54.03 H.G.TI.N.‘J’Jﬁ.Fund(pum) c,ss';s g,' 80 in which X is hydrogen, alkyl of 1 to 4 carbons atoms,
G.SI.N. 7.64, alkozy of 1 to 3 carbon stoms, halo and triffuoromethyl;
EXAMPLE 26 R b akkyl of 1 to 4 carbon atoms; R’ Is hydrogen or
azoline-2,3-dloxide hydrochloride are salacted from hydrogen, alkyl of 1 to 4 carbon atams
o8 and phexyl-alkyl in which the alkyl group is 1 to 4 car-
bon atoms, and pharmacoutically aalts thereof.

To & coolod ami stired solution of 1-mhethyl-5-(2-
benxylamino-1-hydroxyefiryl)-2,1 - benzisothiazoline-2.2-

a hydrogen,
mcm;.o.ouml-)ms.u.(mm)a R Is mothyl, R’ Is hydrogen and Y and Z sre hydrogen,
sodiom borokpdride in 75 ml. of tetrahydrofuran ia added mathyl, ethyl, laopropyl, bensyl or phenethyl.
B0 o B o " 2§ M i, Py TR

onr & ’ n
peciod. The remiting mixtare is stirred at room Tower alkyL ) e
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8. A compound of claim 1 in which X s hydrogen, R s methyl, R’ is hydrogen, n s 1, Y by hydrogen and Z
- i s isopropyl. "

n
hydrogen,
6. A compound of claim 1 in which X is hydrogen, No references cited.

A compound of claim 1 In which X Is hydrogm,
kathvl.n'uhﬁroun.nhl.vhhﬂmmmz US. CL XR.

is phensthyl. 260—247.1, 268, 288, 293.4; 252—380; 424—248, 250,
8. A compound of claim 1 in which X is hydrogen, R ,, 258, 263, 267, 275
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(57) Abstract

The present invention relxtes to novel fused ring

(54) Title: FUSED RING ANALOGS OF NITROGEN CONTAINING NONAROMATIC HETEROCYCLES

anglogs of nitrogen containing heterocycles, and specifically, to com-
pounds of formula (T), whereln RI, R?, R3, R4, RJ, R‘ R%, RS, x, v, and z and m are defined as below. These novel com-
pwndcmnwﬁ:llntheuumtd‘inﬂmm mﬂmmdhordm.nnlluuh:m
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acatic acid, 80 mg of PtO, and 48 unL of ethanol, and t(ha
mnixture wvas shaken under an atmosphera (40 pasl) of hydrogen
(Parr apparatus) for 6 hours at roon temperatura. Tha
nixture vas filtered through diatomaceocus earth
(Celite(trademark)), and the filter pad was rinsed with
ethanol. The filtrate was concentrated in vacuo. The
residue wvas partitioned batwsen CH,Cl, and saturated agueous
sodium bicarbonate, the layers were separated, the agueous
phase was extractad with CE,C]l, and the combined organic
fractions wers dried (Na,580,) and concentrated. The crude
nmaterial was purified by flash column chromatography to
obtain 260 mg of 3-carboethoxy-2-phenyl-1,2,3,4~-
tetrahydroquinoline. .

!H NMR (CDCl1,) & 1.20 (t, 3H, J-S), 2.85-2.95 (m, 2H),
3.22-3.30 (m, 1H), 4.08-4.18 (m, ZH), 4.42 (bs, 1H), 4.95
(d, 1H, J=4), 6.60 (4, 1H, J=10), 6. 70 (t, 1H, J=8), 7.02-
7.34 (m, 7H).

This nmaterial wvas converted to the title compound using
procedures analogous to those of Examples 2B-2G.

IH NMR (CDCl,) & 2.62-2.74 (m, 1H), 2.84-2.94 (m, 1K),
3.12-3.21 (m, 1H), 3.59 (&, 3H), 3.74 (d, 1H, J=9), 3.82 (d,
1H, J=9), 4.61 (d, 1H, J=31), 6.50-6.82 (m, 4H), 6.92-7.36
(m, SH).

EXAMPLE 4

A solution of trans-4-amino-2-methyl-3-phenyl-3,4-
dihydro-1{2H)-isoquinolinone (2.36 g, 9.36 mmol), prepared
according to the method of I, Attanassova et al., Commun,
Rept. Cham., Bulg, Agad, fSci,, 17(2), 172-9 (1984), in 40
nl acetic acid was treated with 1.5 g of 34 molecular sieves
(Aldrich Chemical Co.) followed by the addition of 1.59 g
(11.7 mol) of ortho-anisaldehyde. Sodium
triacetoxyborohydride (Aldrich) wvas added in three 1.32 gq
portions (total of 3.97 g, 18.7 mmol), and then stirred at
25 °C overnight. The sieves were removed by filtration
through a pad of diatomaceous earth (Celite (trademark)),
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the pad being wvashad with additional acetic acid, and the
combined filtrates were concentrated in vacuo. The residue
vas treated with 30 mL K0, acidified with 1 N HCl and
extracted with diethyl ether. The agquecus layer wvas made
alkaline with 2 N NaOH and was reaxtracted with diethyl
ather. After drying over Mgso,, the ether was removed in
vacuo to give the crude title compound as an oil (1.65 g).
Chromatography on sllica gel (230-400 mesh) eluting with
methylane chloride:msthanol:concentrated aymoniwa hydroxide
(97:2:1) gave the pure trans isomer of the title compound as
a clear oll (0.80g, 23%).

M8, m/e 372 (M+), 2853, 132, 121.

'H KMR (300 MEz, CDCl,, 6) 3.14 (@, 3H), 3.78 (s, 3H),
3.72-3.92 (m, 3H), 4.88 (bs, 1H), 6.82-6.98 (m, 4H), 7.10-
7.42 (m, 9H), 8.18 (4, 1H).

EXAMPLE 5

dihvdro-1(2H)-isoquinolinons . -

Using the procedure described in Example 4, trans-4-
anino-3-phenyl=-3, 4-dihydro-1(2H)-isogquinolinons {which
vas prapared by the mathod of I. Attanassova gt al..,
Comaun. Dept. Chem., Bulg., Acad. Sci., 17 (2), 179-9 (1984)
except that N-(trimethylsilyl)benzylidenamine wase
subatituted for N-banzylidenamsthylamine in the first step
of the synthesis), was immediately reacted with ortho-

anisaldehyde to produce the title compound as a pale yellow
viscous oil (0.100 g).

MS, n/e 358 (M+), 253, 132, 121.

'H NMR (CDC1,, 300 MBz, §) 3.74 (s, 3H), 3.78-4.00 (m,
3H), 4.94 (t, 1H), 6.16 (bs, 1H), 6.82 (d, 1H), 6.92 (t,
1B), 7.12-7.50 (m, 10B), 8.15 (4, 1H).

EXAMPLE 6

1.2.3.4-tetrahvdroisoquinoline
The title compound from Example 4 (0.8 g, 2.15 ymol)

vas dissolved in 10 mL dry THF under nitrogen and treated
vith lithiuvm aluminum hydride (LAH, 0.4 g, 10.5 mmol).

5%
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basic with 2N NaOH and extracted with ethyl acetate (2x15
mL). The orgenic phase was dried and evspomted. The
residue was on silica gel using CH.Cl,,
CH,OH, NH,OH (97:2:1)0 afford 17 mg (61%) of the
desired meterial,

'H NMR (CDCl,, 250 MHzx) 87.31-7.05 (m, 12H),
6.83-6.70 (o, 2H), 4.21-4.17 (d, 1H, F=12.1 H2), 3.71-3.67
(d, 1H, }=13.7 Hz), 3.55 (s, 3H), 3.54-3.45 (m, obs, 1H),
3.45-3.39 (d, 1H, J=13.7 Hz), 3.09-3.05 (d. 1H, J=5.8 Hz),
2.74-164 (m, IH), 247-243 (m, 1H), 2.18-2.15 (d, 1H,
J=8.9 Hz), 1.68-1.50 (m, 1H), 1.09-1.04 (m, 1H) ppm.

13C NMR (CDCl,, 62.9) §157.3, 129.3, 128.9, 128.4,
1278, 127.7, 127.3, 126.2, 125.8, 1199, 109.8, 72.0, 63.6,
56.1, 55.1, 54.8, 50.8, 47.2, 41.4, 269 ppm.

Mass spectrum m/s 399 (p+1), 231, 121.

The dihydrochloride salt was prepared by treatment of the
free base with samrated HCI (g) in ether. The solid was
allowed 10 gramlate overnight to afford 10 mg white solid.
MZP. --211° C, {daecomp).

EXAMPLE 2

[1SR, 2SR, 3SR, 4RS)-1-aza-2-phenyl-3-(2-
methoxyphenyl)methylsminobicyclo{2.2. 1 Jheptane

A. (28R, 3RS, 4RS)-1N-phanylorethy]-2-phenyl-3-mitro-
4-carbomethoxymethyl pyrrolidine

A solution of nitrostyreme (3.09 g, 20.73 mmol) (25
trans-B-nitroatyrene from Aldrich) and 5.00 g (22.8 mmal)
of previously prepared methyl-4-phenyimethylamino-2-
butenome (the product of Example 1A) in 250 mL methanol
was stirred at room temperature for 16 hours. The reaction
mixture was cvaporated in vacuo and the residuc was
chromato, on silica gel with 9/1 1 acetate.
There was cbtained 7.4 g (100%) of the desired mateyial as
a single izomer

'H NMR (CDQY,, 250 MHz) 5§7.5-7.23 (m, 10 H),
5.02-4.97 (dd, 1H, }=8.4 Hz, J=4.5 Hz), 4.32-4.31 (d, 1H,
J=1.5 Hz2), 393-3.38 (4, 1H, J=13.1 Hz), 1.65 (s, 3H),
3.43-3.37 (4, 1H, J=13.1 Hz), 3.29-3.23 (1, 1H, }=6.8 Hx),
3.17-3.07 (m, 1H), 2.57-2.50 (1, 1H, J=9.5 Hz), 2.43-2.41
(&, 2H, J=7.4 Hz) ppm. _

13C NMR (CDCl,, 629 MHz) $171.4, 1398, 1289,
128.6, 1284, 1283, 1273, 1272, 95.2, 73.0, 574, 565,
519,376,321 ppm

IR (CHCl,) A1737, 1546, 1376 cm™.

Mass spectmm mée 353 (p-1), 308, 234, 91.

B. (2SR, 35R, 4RS)-1N-phenylmstiryl-2-phenryl-3-pitro-
4-carbomethoxymethy] pymolidine

A solution of 780 mg (2.2 mmol) of the previous product
(the product of Example 2A) in 10 mL of cther was treated
with 100 mg (0.66 mmol) of 1,8-diszahicyclof5.4.0lundec-
7-¢oo. The reaction mixiure was seeded or scratched to
induce crystallization and after 2 hours & white sol.id was
filtered and dried to afford 482 mg of the desired
The mother liquor was allowed to stir for 16 bours where-
upon an additionsl 46 mg was obtained (total yield 68%).

'H NMR (CDCl,, 250 MHz) 5747-7.25 (m, 10 H),
5.09-5.08 (dd, 1H, =8.5 Hz, J=5.2 Hz), 4.02-3.98 (d, 1H,
J=85 Hz), 3.93-3.88 (d, 1H, J=13.3 Hz), 3.65 (s, 3H),
3.52-3.41 (m, 2H, 3.09-3.03 (4, 1H, }=13.3 Hz), 2.55-2.50
(m, ZH), 2.09-2.02 (m, 1H) ppm.

IR (CHCl,) A1737, 1553, 1377 em™.

Mans spectrum m/e 354 (p+) 308 (p—46), 234, 91.

30
C. (2SR, 3SR, 4&5)—1N-pl.|enylmﬁ.hyl—_z-phmyl-3-
amino-4-(2-hydroxyethyl) pyrrolidine
A solation of 464 mg ( 1.31 mmol) of the compound
prepared shove was dissolved in 50 mL of methanol and was
treated with l.Z.d_(mwuhad)Rle(pH'nnaed

H NMR (CDCl,, 300 MHz) 8740-7.21 (m, 10 H),
3.92-3,87 (4, 1H, J=133 Hz), 3.63 (s, 3H), 3.61-3.59 (d,
1H, J=7.1 Hz), 3.32-327 (44, 1H, J5.3 Hz, }=7.1 Hx),
3,11-3.06 (m, obs, 1H), 3.06-3.02 (d, 1H, J=133 Hz),
2.68-2.60 (dd, 1H, J=15.6 Hz, }=6.0 Hz), 2.43-2.35 (4, 1H,
Ju=15.6 Hz, J=8.6 Hz), 2.32-2.11 (m, 1H), 1.93-1.87 (¢, 1H,
Jud.3 Hz).

3¢ NMR (CDCl,, 75.5 MHz) §173.5, 1394, 1395,
128.8, 128.6, 128.5, 128.2, 127.4, 1269, 73.3, 60.7, 584,
57.8 51.6, 41.1, 37.6 ppm.

Mass spectrum mée 324 (p+), 307, 233, 118, 91.

IR (CHCl,) A1733 cm™.

A solution of lithium aluminnm hydride wes prepared by
dilution of 3.57 mL of 1M resgent THF with 45 mL of
achydroos THF, Thes sohotion was cooled to 0° C. and was
treated with 579 mg (1.79 mmol) of materisl derived from
several nms of previous step (the permitimate prodoct of
Example 2C) in 8 mL THF. The reaction mixture was stirred
for 60 min 2t 0° C. The reaction was by the
sequential addition of 135 pL water, 135 pl. 15% aquecus
sodium hydroxide and 405 L. water. The resultant precipl-
tate was grarulated for 15 min and the slurry was filtered

on ’silica gel chuting with CH,Cl,, CH,OH,
Nﬂlgﬁnmm)mmmmdmmm

'H NMR (CDCl,, 300 MHz) 87.43-7.24 (m, 10H),
3.89-3.84 (d, 1H, J=13.1 Hz), 3.76-3.56 (m, 3H), 325-3.22
{d, 1H, J=83 H2), 3.18-3.13 (d, 1H, J=13.2 Hx), 1.08-3.02
(dd, 1H, }=8.8 Hz, ]=6.0 Hz), 2.28 (s, 1H), 2.06-1.98 (dd,
IH, J=10.7 Hz. J=8 9 Hz), 1.83-1.56 (m, H) ppm.

Maass specinm m/e 296 (pt), 279, 209, 188, 118, 91.

D. '(2SR, 38R, 4RS)-1N-phenylmethyl-2-phenyl-3-(2-
ﬁmphunmﬁhyllnﬂm-ﬂ-hm;{eﬂul}muu-

A solution of 320 mg (1.08 mmol) of material from the
previous step (the Anal product of Bxample 2C) in 30 mL of
acetic acid wes treated with 3A moleculsr sieves, 126 mg
(0928 mmol) snisaldehyde (Aldrich) snd 328 mg (1.55
was stirred for 16 bours and was then in vacno.
The residue: was partitioned between 1N HCL and ether (50
nml). The aqueous layer was made bagic to pH 12 and then
was extracted with ethyl acetate. Afier drying and evapors-
tion thero was obizined 265 mg (59%) of the desired
fiami

IH NMR (CDQ,, 300 MHz) §7.53-7.10 (m, 11H),
6.75-6.68 (m, 2H), 6.54-6.52 (d, 1H, J=7.3 Hz), 3.95-3.92
(4, 1H, }I=8.8 Hx), 3.78-3.74 (4, 1H, J=13.1 Hx), 3.63 (a,
JH), 354347 (1, 1H, =99 Hz), 3.35-3.11 (m, 3H),
3.05-295 (m, 1H), 211 (m, 2H), 1.79-1.70 (m, 1H),
1.60-1.49 (m, 1H) ppm.

—C NMR (CDC1,, 75.5 MHz) 5157.5, 140, 1385, 130.1,
1298, 128.7, 1285, 1284, 128.1, 127.6, 1268, 1203,
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(57) Abstract

The invention mlixs 0 2
mothod for stereochemically controlied
production of smcyclic compounds
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description. The invention also relates
o Intermedints prodocts of this method
and to novel azacyclenes.

(57) Zpmmmeniasung
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(M, worla die Substitoenten dis In der Beschrofinmg sngegebone Bedeutung besitzen sowis Zwischenprodukte dieses Verfahrens und neus
Azxacyclen beschrichen.




Az

WO 99/58500 PCT/DEN1417

. 832

hielt 113 mg kristalline Titelverbindung, Fp. = 84,5 °C, op-
tischer Drehwert [a)py?® = -46,4° (¢ = 1,04 in Dichlormethan).

Balspial 5 .
(+)-(28,38,4R, 58) -3~Amino-5-methyl-2-phenyl-1-aza-(N-tert.~
butoxycarbonyl)-bicyclo[3.3.0]loctan

A) Zu einer L¥sung von 200 mg (-)-(2S,3R, 4R, 58)-3-Hydroxy-
5-methyl-2-phenyl-l1-azabicyclo[3.3.0]Joctan in 1,5 ml THF
wurden bei Raumtemperatur unter Argonatmosphiire und
Feuchtigkeitsausschluff 241 mg Triphenylphosphin und
135 mg Phthalimid gegeben. Anschliefend gab man inner-
halb von 2 min. 0,14 ml DEAD zu. Nach 10 Stunden Reak-
tionszeit dampfte man das L3sungsmittel unter verminder-
tem Druck ein und nahm den Riickstand in 5 ml Ether auf.
Nach Abfiltrieren von ungeldstem Rlickstand und Eindamp-
fen des Ldsungsmittels unter vermindertem Druck erhielt
man das (2S,3S,4R,5S)-5-Methyl-2-phenyl~3-phthalimido-1-
azabicyclo[3.3.0]Joctan als Rohprodukt, welches ohne wei-
tere Reinigung fiir die nachfolgende Reaktion verwendet
wurde.

B) 174 mg des vorstehend erhaltenen Rohproduktes wurden in
3 ml Dioxan gelést. Zu dieser Vorlage gab man 220 mg Di-
tert.-butyldicarbonat und 63 mg Natriumhydrogencarbonat
sowie 0,5 ml Wasser zu und rilhrte das entstandene Ge-
misch 16 Stunden lang bei Raumtemperatur. Das LYsungs-
mittel wurde unter vermindertem Druck eingedampft und
der verbliebene Riickstand wurde in Wasser und Ether auf-
genommen. Man trennte die Phasen und extrahierte die
wifirige Phase 2 mal-mit jeweils 5 ml Ether. Die verei-
nigten organischen Phasen wurden {lber Magnesiumsulfat
getrocknet, bevor das Lisungsmittel unter vermindertem
Druck eingedampft wurde. Chromatographie des verbliebe-
nen Rilckstandes an Kieselgel (Laufmittel: Ether/n-Hexan
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1:3 v/v) lieferte 115 mg 8liges (2S,3S,4R,5S)-5-Methyl-
2-phenyl-3-phthalimido-l-aza-({N-tert.-butoxycarbonyl)-
bicyclo[3.3.0]octan.

c) BEine Ldsung von 115 mg des vorstehend erhaltenen
Phthalimido-bicyclo[3.3.0]Joctans in 2 ml Ethanol wurde
mit 400 mg Hydrazinhydrat (24%ig) versetzt und das ent-
standene Gemisch wurde 8 Stunden lang zum Rickfluf er-
hitzt. Man danpfte das LSsungsmittel unter vermindertem
Druck ein, nahm den verbliebenen Riickstand in 10 ml
Ether auf und extrahierte die organische Phase mit 10 ml
einer 10%igen wifrigen Natronlauge. Die wifirige Phase
wurde 2 mal mit jeweils 10 ml Ether extrahiert und die
vereinigten organischen Phasen wurden iiber Magnesiumsul-
fat getrocknet. Man dampfte das LYsungsmittel unter v r-
mindertem Druck ab und erhielt 74 mg kristalline Titel-
verbindung, Fp. = 92,1 °C, [a]p20 = +24,1° (¢ = 1,0 in
Dichlormethan).

Nach den vorstehand angegebenen Methoden kinnen auch die in
der nachfolgenden Tabelle angegebenen Verbindungen der Formel
I hergestellt werden.

In der Tabelle werden folgende Abkiirzungen verwendet:

e
:
=
i

Isobutyl

Bn = Benzyl

BOC = tert.-Butyloxycarbonyl
TBOM tert.-Butyloxymethyl

Ph = Phenyl
2. = Zersgetzung beim Erhitzen
N.N. = Eintrag nicht he__setzt:
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Example X : Synthesis of the compound of the formula :

g4>

- 53 - o 525:33;1

0122494

methyl-4,5-dihydro~1,2,4-triazin-3(2H)-one (0.26 g).
mp: 215 to 219°C (dec.)
IR (Mujol) : 3210, 3090, 1700, 1655 cm™*
NMR (DMSO-dg, &) : Ca. 0,6-1.2 (4, m), 1.23 (3H, 4,
Js7Hz), 1.7-2.2 (3H, m), 2.78 (2H, t, J=6.4Hz),
3,76 (2H, t, J=6.4Hz), 4.63 (IH; &, q; J=3, 7Hz),
- . 7.40 (1H, b.s.), 7.50 (3H, b.s.), 9.91 (1H, 4,
JI=1.8Hz) '

.

H
N—N
oonts
N
| CHy H
<E;

6- (1-Cyclobutanecarbonyl-1,2,3,4-tetrahydroquinolin-
6-yl)-5-methyl-4,5-dihydro-1,2,4-triazin-3(2H)-one (0.45
g) was gbtained from 6-(1,2,3,4-tetrahyquinolin-6-yl)-5-
methyl-4,5-dihydro-1,2,4-triazin-3(2H)-one (0.6 g) in &

"similar manner to that of Example 13..-

mp: 247 to 251°C (from 70% aqueous ethanol)
IR (Nujol) : 3210, 3080, 1693, 1655 cm 1
_NMR (DMSO-dy, 8) : 1.21 (3H, d, J=6.6Hz), 1.5-2.5

(EH, m)’ 215'310 (‘H. IIIJ, 3-‘0 IIH, m)|
3.66 (2H, m), 4.65 (1H, m), 7.3-7.7 (3H, m),
7.42 (1H, b.s.), 9.95 (1H, b.s.)

Anal Calcd. for CquzN‘Oz : C, 66.24; H, 6.79; N, 17.17

Found :: C, 66.16; H, 6.85; N, 17.01

Exawple 15: Synthesis of.the compound of the formula :
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H
N-N
OOy
NN H
| Ci4
CHy

Sodium cyanoborohydride (0.19 g) was added portionwise
to a suspension of 6-(1,2,3,4-tetrahydroquinolin-6-yl)-5-
methyl-4,5-dihydro-1,2,4-triazin-3(2H)-one (0.74 g),

36% aqueous formaldehyde (0.34 ml), acetic acid (1 ml)

and methanol (3 ml) at room temperature. After stirring

for 0.5 hours at the same temperature, the resultant
precipitates were collected by filtration, washed with
methanol, dried, and recrystallized from 70% aqueous

ethanol to give 0.66 g of 6-(l-methyl-1,2,3,4-tetra-
hydroquinolin-6-yl)-S-methyl-4,5-dihydro-1,2,4-triazin-3(2H)-
one.

mp : >255°C (dec.)

IR (Nujol) : 3200, 3080, 1690 cm>

NMR (BMSO-dG, 8§) : 1.17 (3H, d, J=6,.4Hz),

1.6-2.2 (24, n), Ca. 2.5-2.9 (2H, m), 2.85 (3H,
s), 3.1-3.4 (2H, m), 4.3-4.8 (1H, n),

6.53 (1H, d, J=9.8Hz), 7.1-7.5 (3H, m),

9.63 (1H, b.s,)

Examplel6 : Synthesis the compound of the formula :
H

N}:
0 I H
CH,Ph 5

(1) 1-Benzyl-6-(2-hydroxyiminopropionyl)-2-oxo-
1,2,3,4-tetrahydroquinoline (5.45 g) was obtained from
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6~ (1-Dimethylaminoacetamido-1,2, 3, 4-tetrahydroquinolin-
6-yl) -5-methyl-4,5-dihydro-1,2,4~triazin~-3(2H)-one (0.42 g)
was obtained by reacting the object compound (0.7 g) of
Example 10-(6) with 2-dimethylaminoacetyl chloride
hydrochloride (0.771 g) according to a similar manner to
that of Example 13.
mp : 239 to 246°C
IR (Nujol) : 3200, 3100, 1630, 1655 cm
NHR-{DMSO—EG, é) = 1l.20 (3H, 4, J=6.8HEz),
Ca. 1.5-2.3 (2H, m), 2.21 (6H, =8), 2.76 (2H,
b.t., J=TBz), 3.29 (28, s}, 3.75 (2H, b.t.,
J=6.6Hz), 4.62 (1H; 4, q; J=3.6, 6.8Hz),
7.40 (1B, br s), Ca. 7.4-7.8 (3H, m), 9.91
(1B, 4, J=2Hz)
Anal. Calcd. for cnﬂzsﬂsoz: C, 61.99; H, 7.04; N, 21.26
Found : C, 61.,73; H, 6.94; N, 21.30

1

Example 19.

(1) 6- (2-Hydroxyiminopropionyl) -1-methyl-3, 4-dihydro-
1H-2,1l~-benzothiazine 2,2-dioxide (2.6 g} was obtained
from l-methyl-6-propionyl-3,4-dihydro-1H-2,]l-benzothiazine
2,2~dioxide (5.1 g) according to a similar manner to that
of Example 4-(1).

mp : 178 to 1l80°C

IR (Nujol) : 3440, 1650, 1330, 1155, 1145 cm

NMR (DMSO-ds, 8) : 2.04 (3B, s), 3.00~3.68 (4H, m),
3.27 (38, =), 7.16 (1H, 4, J=8,5Hz),
7.79 (18, br s8), 7.83 (1H, dd, J=8.5Hz, 2Hz),
12.34 (1H, 8)
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(2) 6-(Z-Hydroxyimino-lithiosemicarba:onopropyl)-1-
methyl-3,4-dihydro~18-2,1-benzothiazine 2,2-dioxide
{2.70 g} was obtained from the reaction product of
Example 19-{(1) (2.50 g) according toa similar ‘manner to
that of Example 1~(1).
mp : 227°C (dec.) -
IR (Nujol) : 3460, 3340, 3125, 1610, 1340, 1155 et
NMR (maso-ds, §) : 3.23 (38, &), 3.32-3.80 (4B, m},
T (6 2 G 110G ()
(3) 6-(5-Methyl~3-methylthio-1,2,4-txiazin-6-yl) -
1l-methyl-3,4-dihydro~1H-2,l~-benzothiazine 2,2-dioxide
(1.20 g) was cbtained from the reaction product of
Example 19-(2)} (2.10 g) according to a similar manner to
that of Example 4-(3). _
mp : 162 to 164°C (recrystallized from ethyl acetate)
IR (Nujol) : 1345, 1160 cm t .
RMR lDHSO-dG, 8) :+ 2.50 (38, s), 2.62 (3B, =),
3.27 (3B, 8), 3.45-3.70 (4H, m), 7.20 (1H,
d, J=BH2z), 7.57 (14, 4, J=2Hz), 7.62 (1H,
dd, J=2Ez, 8Hg)

(4) 6~ (5-Methyl-3-ox0-2,3,4,5-tetrahydro-1, 2,4~
triazin-6~yl)-l-methyl-3,4-dihydro-1H~2,1~-benzothiazine
2,2-dioxide (1.40 g) was obtained from the reaction
product of Example 19-(3) (1.60 g) according to a similar
manner to that of Example 4-(4).

mp ¢ 291 to 293°C (recrystallized from a mixture of
ethanol and N,N-dimethvlformamide)
IR (Nujol) : 3225, 3075, 1700, 1350, 1165, 1130 cm -
NMR (DHSD-ds, 8) ¢+ 1Y.23 (38, 4, J=7Hz), 3.24 (3E, =),
3.27-3.64 (4H, m), 4.54-4,77 (1H, m), 7.12 (1H,
d, J=5Hz), 7.43 (1H, br 8), 7.61 (1H, br =),
7.64 (1H, 4, J=9Hz), 9.96 (1H, 4, J=2Hz)

E3%
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SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO

RADICACION: 2-84184 EDICTO No. 8188 .
LA SECRETARIA GENERAL AD-HOC

HACE SABER: g 3?

Que esta Superintendencla profirid Resolucién No, 7874 de 23-MAR-2007. Que el contenkio de la parte resolutiva es como aigue: El
Superintandentie de industrla y Comercio.

RESUELVE
ARTICULO PRIMERO: Negar el priviagio de patante de Invencidn para la soliciud

comespondienie & "COMPUESTOS QUE CONTIENEN BENZAMIDO-PIPERIDINA Y
COMPUESTOS RELACIONADOS ", que anird en fane nacional en virtud del Tratado de
Cooperacidn en Matoria de Patentes (PCT).

ARTICIA.O SEGUNDO: Notificar pereonaiments ol comnienido de a presanta resolucién
ai docior Carios Reinaido Otlarle Garcia, o a quisn haga sus veces, en su calidad de
apoderado de Pfizer Products Inc., antregindole copla de ka misma, advirtibndols qus contra
ella procede el recureo da reposicidn interpussio ante el Superintendente de Industria y
Comercio, al momento de la notificacién o dentro de los 5 dias hibllas sigulentes a elia.

NOTIFIQUESE Y CUMPLASE
Dada en Bogoht, D.C., a los nmm

EL SUPERINTENDENTE DE INDUSTRIA Y COMERCIO,

Para notificar a los interesados, se fla el presente EDICTO en lugar vislble al piblco en la SUPERINTENDENCIA DE INDUSTRIA Y
COMERCIO, por el idmino de (10) diax diea héblias contados a partir de las 8:00 a.m. de hoy.

Secretarla General Ad-Hoc 10-ABR-2007 Este adicto se desfila hoy 23-ABR-2007 a (es 4:30 p.m.

Secretaria Genaral Ad-Hoc
EDICTO No. 8188
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