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Ref: Expediente No. 01.016.923
Solicitud de Patente de Invencién Titulada:
“DERIVADOS DE ETERES DE PIRAZOL COMO
AGENTES ANTIINFLAMATORIOS
ANALGESICOS".
Solicitante: PFIZER PRODUCTS INC.

SOLICITUD DE EXAMEN DE FONDO SEGUN EL ARTICULO 44 DE LA
DECISION 486, GACETA No. 527

ALVARO CORREA ORDONEZ, mayor de edad y vecino de Bogoti, D.C.,
identificado seglin aparece al pie de mi firma, en mi condicién de apoderado sustituto, de la
sociedad Pfizer Products Inc., respetuosamente me permito solicitar, dando cumplimiento a
lo establecido en el articulo 44 de la Decisién 486 de la Comisién de la Comunidad Andina
de Naciones, que se examine si la invencién retine los requisitos de patentabilidad previstos
en la misma Adjunto recibo por el mionto de $ 335.000 pesos para cubrir la tasa
correspondiente, segiin la Resolucién 41687 del afio 2002.

ALVARS-CORREA ORDONEZ
C.C. No. 79.143.366 de Usaquén

T.P. 20.281

Anexos: Sustitucién de Poder
Recibo por $ 335.000 pesos
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Sefiores

SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO
DIVISION DE NUEVAS CREACIONES

E. S. D.

Ref.: Solicitud colombiana de patente No. 01.016.923

Solicitante: - PFIZER PRODUCTS INC.
“DERIVADOS.DE ETERES DE PIRAZOL COMO
AGENTES ANTIINFLAMATORIOS
ANALGESICOS”.

SUSTITUCION DE PODER

CARLOS R. OLARTE, mayor y vecino de Bogotd. D.C., identificado como
aparece al pie de mi firma, actuando en mi carhcter de apoderado de la sociedad de
la referencia, respetuosamente me permito manifestar que SUSTITUYO el poder a
mi conferido por la mencionada ;iocie&ad .en el doctor ALVARO CORREA
ORDONEZ, identificado con la Cédula de Ciudadania nimero 79.143.366 de
Usaquén y gb_n.la' :l'al:ieta Profesional nﬁ'{ne’ro 20.281, para que sea él quien en

adelante, asuma el trimite de la presente sdlicitu_d.I ’

El apoderado sustituto queda con las mismas facultades del principal,

’

Atentamente,

ARLOS R OLARTE
C.C. No. 79.782.747 de Bogoté
T. P. No. 74.295 del Consejo Superior de la Judicatura
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Industria y Comercic

SUPERINTENDENCIZ

DIVISION DE NUEVAS CREACIONES

RADICACION EXPEDIENTE No. 01-16823

EL EXTRACTO DE LA PRESENTE SOLICITUD DE PATENTE DE INVENCION

FUE PUBLICADO EN LA GACETA DE PROPIEDAD INDUSTRIAL No 527, DE

FECHA 30 DE ABRIL DE 2003, EL TERMINO HABIL SENALADO POR LA LEY

EXPIRA EL 28 DE JULIO DE 2003.

NOTA: Dentro del plazo de los sels (6) meses siguientes a partir de la fecha de
publicacién en la gaceta de Propiedad Industrial, debera solicitar y cancelar el
aexamen de patentabilidad so pena de que la solicitud calga en abandono, de
acuerdo con lo establecido en el Articulo 44 de la Decisién 486/2000.

SE PRESENTARON OPOSICIONES POR PARTE DE TERCEROS.

Sl NO X

Camera 13 No. 27-00 Piso 5 y10
Conmustador: 334 12 21-2-3-4
Fax 281 31 25 emulk info
Santa Fe de Bogoki D.C. - Colombia
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SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO
DIVISION DE NUEVAS CREACIONES

2020
Bogota, D.C., 24 de agosto de 2008

Apoderado: Alvaro Correa Ord6fez Ofids 01,9783
REFERENCIA:  Radicaclén No. 01-16839

Tramite 002

Evento 001

Actuacién 430

Follos

Como resultado del examen de fondo, realizado con fundamento en el articulo 45
de la decision 486 de la Comisién de la Comunidad Andina, se le comunica:

1. Documentos estudiados:

& Capitulo descriptivo, folios 244 a 357,

¢ Capltulo reivindicatorio, folios 359 a 369;

4 1° examen de forma, folio 383;

< Respuesta técnica al primer examen de forma, folios 285 y 286;
‘®Solicitud de la cual se reivindica prioridad, follos 20 a 242,

€ 2° examen de forma folio 203;

€ Solicitud del examen de patentabilidad, folios 296 y 297;

2. Objeto de la Invencién:

La presente solicitud cuyo titulo es "DERIVADOS DE ETERES DE PIRAZOL
COMO AGENTES ANTIINFLAMATORIOS/ANALGESICOS"

El objeto de la solicitud es los compuestos derivados de 1-fenil-pirazol, 2-(1H-
pirazol-1-il)piridinio, 3-(1H-pirazol-1-il)piridina y 3<{1H-pirazol-1-ll)piridazina, las
composiciones que los comprenden.

El objeto de la invencién se puede clasificar segin la clasificacion intemacional
como AB1K31/4025, 31/402, 31/501.



Excepciones de Patentabllidad:

El articulo 20 de la Decisién 4868 de la Comisién de la Comunidad Andina
establece en su inciso d) que no serdn patentables: “los métodos terapéuticos o
quirargicos para el tratamiento humano o animal, asl como los métodos de
dlagnéstico aplicados a los seres humanos o a animales”.

La reivindicacién 10, reclama un método para tratamiento del cuerpo humano o
animal, el cual incluye la administracién de un compuesto, por lo tanto estén
Inmersas bajo el alcance del articulo 20 de la Decisién 486.

Claridad de la solicitud:

En el articulo 30 de la decisién 486 de la Comisién de la Comunidad Andina se
establece: “Las reivindicaciones definirdn la materia que se desea profeger
mediante la patente. Deben ser claras y concisas y estar enteramente susientadas
por la descripcién®.

-La reivindicacién 9 no es clara, puesto que no es congruente el encabezado con
el resto del texto o parte caracterizante de la relvindicaclén, se encabeza como
una composicion y el resto del texto es una mezcla de uso con método
terapéutico; lo cormecto es caracterizar técnicamente dicha composicién como tal,
sin rellenar el texto de las reivindicaciones, con notas no técnicas que no definen
ningtn elemento la composicién.

Determinacién del estado de la técnica:

El articulo 18 de la Decislon 486 de la Comision establece: "El estado de /a
técnica comprendera todo Io que haya sldo accesibie al publico por
una descripcion escrita u oral, utliizacién, comerclalizacién o cuaiquler
otro medio antes de la fecha de presentacion de la solicitud de
patente o, en su caso, de Ia prioridad reconoclda.

S6lo para el efecto de la determinacion de la novedad, tamblén se
considerard dentro del estado de la técnica, el contenido de una
solicitud de patente en tramite ante Ia oficina naclonal competente,
cuya fecha de presentaclén o de prioridad fuese anterior a la fecha de

381
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presentacion o de prioridad de Ia solicitud de patente que se estuviese
examinando, slempre que dicho contenido esté incluldo en Ia solicitud
de fecha anterlor cuando ella se publique o hublese transcurrido el
plazo previsto en el articulo 40"

No | Documento No. Titulo Fecha de
Publicacién

D1 | WO986416825 | Compositions Comprising a|27-dic-1996
cyclooxygenase-2 inhibitor and a
leukotriene A, hydrosales inhibitor

D2 | EP0418845 Pyrazole derlvatives, process for|27-mar-1991
preparaton thereof and pharmaceutical
composition comprising the same.

D3 |WO9738086 | Substituted benzenesulfonamide | 23-oct-1997
derivatives as prodrugs of COX-2
inhibitors

D4 | US5510496 Substituted pyrazolyl | 23-abr-1996
benzenesulfonamides

Evaluaclién de los requisitos de patentabllidad:

El articulo 14 de la Dacislén 486 de la Comisién de la Comunidad Andina
establece: °“LOS Palses Miembros otorgardn patentes para las
invenciones, sean de producto o de procedimlento, en todos Ios
campos de ia tecnologla, slempre que sean nuevas, tengan nivel
Inventivo y sean susceptibles de aplicacién Industrial.”

En cumplimiento de este articulo, se procedié a evaluar los requisitos de novedad,
nivel inventivo y aplicacién industrial con el fin de establecer la patentabilidad de la
invencién reivindicada en la solicitud en estudio.

Evaluaclén de la Novedad:

El art.16 de la Decisién 486 de ia Comisién de la Comunidad Andina establece:
*Una invencién se considerard nueva cuando no estd comprendida en
el estado de la técnica.” “El estado de la técnica comprenderd todo lo
que haya sido accesible al publico por una descripclon escrita u oral,
utlifzacion, comerciailzacién o cualquler otro medio antes de la fecha

de presentacion de la solicitud de patente o, en su caso, de Ia prioridad
reconocida”.



La solicitud en estudio se refiere a derivados de los siguientes grupos: 1-fenil-
pirazol, 2-(1H-pirazol-1-il)piridinio, 3-<(1H-pirazol-1-il)piridina y 3-{1H-pirazol-1-
il)piridazina y composiciones que los comprenden.

-D1 describe composiciones que comprenden un Inhibidor de leucotrieno A,
hidrolasa y un compuesto de formula | que cuando por ejemplo se reemplaza en
dicho compuesto de formula 1, el sustituyente A por un anillo insaturado
heterociclico, R1 es heterociclico, cicloalquil o aril, R2 es metil o amino y R3 es
heterocicliloxi, alquiloxi, alquiltio, arilamino, N-aralquilamino, N-alquil-N-
aralquilamino, N-alquil-N-arilamino, ariloxl, aryitio, aralquiltio, alquilsulfinil,
alquilsulfonil, arylsulfonil; son compuestos que son reclamados como nuevos en la
solicitud en estudio.

-D2 describe compuestos derivados de plrazol de formula (l), que al hacer por
ejemplo el reemplazo de los sustituyentes, R' es aril sustituidos con alquilsulfonil,
R? es alquilamino, alquiltio, alquilsulfinil, y R® es heterociclil, son compuestos que
se reclaman como nuevos en la solicitud en estudio.

-D3 describe compuestos derivados de bencensulfonamidas de férmula (1), donde
por ejemplo A es un anillo heterociclico insaturado sustituido por alquil, aril,
cicloalquil-alquilo, heterociclilo; son compuestos que caen dentro de lo que se
reclama como nuevo en la solicitud en estudio.

Evaluaclién del Nivel Inventivo:

El art. 18 de la Decisién 486 de la Comisién de la Comunidad Andina establece:
“Se considerard que una invencion tiene nivel inventivo, si para una persona del
oficio normaimente versada en la materia técnica correspondiente, esa invencién
no hubiese resultado obvia ni se hublese derivado de manera evidente del estado
de Ia técnica.”

-D4-describe compuestos fenil-pirazolderivados de férmula (1), la Gnica diferencla
con la solicitud en estudio es que en D4 el R?, no es hidrogeno pero conserva las
mismas propiedades farmacolégicas que la solicitud en estudio, tal como puede
verse la anterioridad anticipa a describir la materia genéricamente que se reclama
como con actividad inventiva en la presente solicitud.

Considerando la actividad Inventiva, vemos que la solicitud en estudio basa su

nivel inventivo compuestos derivados de los grupos 1-fenli-pirazol, 2-(1H-pirazol-1-



il)piridinio, 3-(1H-pirazol-1-ll)piridina y 3{1H-pirazol-1-il)piridazina, o sea, lo que se
observa es una generalizacion de la anterioridad, por lo tanto se consideraquela
solicitud en estudio no posee el proceso creativo, para obtener resultados
inesperados, que no se deduzcan del estado de la tédcnica en forma evidente, para
un técnico con conocimientos medios en la materia, porque la anterioridad
comprende las caracteristicas esenciales de la Invencién en estudio, que los
derivados del mismo tipo aril-pirazoles, tengan las mismas aplicaclones como
agentes antiinflamatorios analgésicos.

Ademaés después de revisado el estado de la técnica vemos que la solicitud en
estudio no posee unidad inventiva a posterior], porque posee los sigulentes grupos
de invenciones 1-fenil-pirazol, 2-(1H-pirazol-1-il)piridinio, 3-(1H-pirazol-1-ll)piridina
y 3{{1H-pirazol-1-il)piridazina, ya que no aparece que un elemento estructural
significativo especial y compartido, para todas las altemnativas que se reclaman,
esa estructura significativa debe ser la caracteristica técnica especial, 0 sea, no
debe ser una estructura conocida y claramente definida. La estructura () que
aparece como caracter(stica especial en la sollcitud, es una estructura conocida y
no puede ser conslderada que define una nueva contribucién al estado de la
técnica, por lo tanto no se puede constituir en la caracteristica especial de la
Invencion.

Tal como se puede ver los compuestos reclamados en la solicitud en estudio,
mirados contra los compuestos de las anterioridades se ven como una selecclén
de los de la solicitud en estudio, o sea, las anterioridades son més especificas que
la solicitud en estudio.

No. Documento Relvindicaciones Afectadas Requisito que afecta

D1 |W09641625 1a10 Novedad y nivel
inventivo

D2 |EP0418845 1a10 Novedad y nivel
Inventivo

D3 |WO098738986 1a10 Novedad y nivel
inventivo

D4 |US5510496 1a10 Nivel inventivo

33N



En cumplimiento del articulo 45 de la decision 486 de la Comision de la
Comunidad Andina, se le Indica que debe dar respuesta dentro del término de
sesenta dlas contados a partir de la fecha de la nofificacién 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 concesion, se
denegara la patente.

Notifiquese conforme a lo dispuesto en el numeral 5.2, literal e}, del capltulo 5° del
titulo 1° de la Circular U ~0 de 2001.

ALIX CARMENZA LESPEDES'DE VERGEL.
Jefe de la Divisién de Nuevas Creaclones

El anterior requerimiento fue notificado por fijacién en lista de fecha 31 ARD m

CONCEPTO TECNICO No. /379 | EXAMINADOR TECNICO Cédigo: 202012

RY
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COMPOSITIONS COMPRISING A CYCLDOXYGENASE~2- INHIBITOR AND A LEUKDTRIENE-A4-
HYDROLASE-INHIBITOR
5
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FIELD OF THE INVENTIOM

This invention is in the field of antiinflammatory
pharmaceutical agents and specifically relates to co-
adminietration of an inhibitor of cyclooxygenase-2 and
a leukotriene Ay hydrolase inhibitor for treating
inflammation and inflammation-related disorders, such
as arthritis.

BACEGROUND OF THE INVENTION

Prostaglandins play a major role in the
inflammation process, and the inhibition of
prostaglandin production, especially production of
PGG2, PGHz and PGEz, has been a common target of
antiinflammatory drug discovery. However, common non-
steroidal antiinflammatory drugs (NSAIDa) that are
active in reducing the prostaglandin-induced pain and
swelling associated with the inflammation procese are
alaso active in affecting other prostaglandin-regulated
processes not agsociated with the inflammation process.
Thus, use of high doses of most common NSAIDs ‘can
produce severe side effects, including life threatemning
ulcers, that limit their therapeutic potential. An
alternative toc NSAIDs is the use of corticosteroids,
which have even more drastic side effects, especially
when long term therapy is involved,

Previoug NSAIDs have been found to prevent the
production of prostaglandins by inhibiting enzymes in
the human arachidonic acid/prostaglandin pathway
including the enzyme cyclooxygenase (COX). The recent
discovery of an inducible enzyme associated with
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inflammation (named "cyclooxygenase-2 {(COX-2)" or
*prostaglandin G/H synthase II") provideas a viable
target of inhibition which more effectively reduces
inflammation and produces fewer and less drastic side
effects. -
In another portion of the arachidonic acid
pathway, physiologically active leukotrienes, such as
leukotriene By (LTBs), leukotrieme Cq (LTCq) and
leukotriene D; (LTD4) and other metabolites, are
produced by the 5-lipoxygenase-mediated (5-L0)
oxidation of arachidonic acid. These leukotrienes have
been implicated in variocus inflammation-related
disorders and allergic diseases, and thus compounds
which inhibit leukotriene A4 conversion to leukotriene
By, such as compounds which inhibit leukotriene Ag
hydrolase are useful in the treatment of disease states
in which leukotrienes play an important role.
It is believed that selective inhibitors of
cyclooxygenase-2 and of leukotriene Ay hydrolase, which
affect the two enzymes at low concentrations, will
decrease the incidence and severity more completely.
These compositions also will beneficially affect the
damage caused by the various inflammatory diseases and
inflammation-related diasorders mediated by
cyclooxygenase-2 and leukotriene Ag hydrolase. These
compositions also will not have the level of
gastrointestinal sgide effects commonly associated with
traditional NSAIDa. .
Compounds which selectively inhibit
cyclooxygenase-2 have been described in U.S. patents
5,380,738, 5,344,991, 5,393,790, 5,466,823, 5,434,178,
5,474,995, 5, 510,368 and WO documents W096/06840,
WO96/03388, WO96/03387, W085/15316, wW094/15932, .
WOD4/27980, WO95/00501, WO94/13635, WO94/20480, and
WO84/26731.
Compounds which inhibit leukotriene A4 hydrolase
have been described in W096/11192 and W096/10999.
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Combined therapies of NSAIDs and other reagents
are known in the art. Brooks and Karl describe the
treatment of hay fever with combined antihistamines and
a cyclooxygenase-inhibiting drug (flurbiprofen) (J.
Allergy Clin. Immunol., 81, 110 (1988)). J. Basmajian
(Spine, 14, 438 (1989)) describes the combination of
the analgesic diflunisal and an antispasm agent in the
treatment of back pain. V. Fossaluzza and S. DeVita
describe the combined therapy of ibuprofen and an
antispasm agent to reduce morning stiffness associated
with primary fibromyaglia syndrome (Int. J. Clin.
Pharm. Res., XII, 99 (1992)). R. Greemnwald et al. ({J.
Rheumatol., 19, 927 (1992)) report the combination of
tetracycline and the NSAID flurbiprofen ameliorates the
tissue damage associated with rheumatold arthritis.

Combination analgesics have been reported (W,
Beaver, Am. J. Med., 77, 38 (1984)) although such
combinations do not substantially reduce adverse
effects.

The combination of NSAIDs and steroids have been
described. A combination of indomethacin, steroid and
lipopolysaccharide has been reported for the treatment
of spinal injury (L. Guth et al., Proc. Natl. Acad.
Sci. USA,. 91, 12308 (1994}). G. Bughes et al. describe
combinations of corticosteroids with NSAIDe for the
treatment of sunburn (Dermatology, 184, 54 (1992)).

' C. Stewart et al. {Clin. Pharmacol. Ther., 47. 540

{1990)) describe the combination of naproxen and
methotrexate as safe, although concurrent
administrations of methotrexate with other NSAIDz have
been reported to be toxic and sometimes fatal. A
combination of a dual 5-lipoxygenase/cyclooxygenase
inhibitor with a glucocorticoid is described for the
treatment of skin disorders (XK. Tramposch,
Inflammation, 17, 531 (1993)). Combinations of NSAIDs
and steroids should be used”in the treatment of
scleritis only if patients are not responsive to-any

PCT/USSG/10108
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Whact is claimed is :

1. A combination comprising a therapeutically-
effective amount of a cyclooxygenase-2 iphibitor and a
leukotriene A4 hydrolase inhibitor.

2. A combination comprising a therapeutically-
effective amount of a leukotriene A4 hydrolase inhibitor
and a cyclooxygenage-2 inhibitor selected from Taisho
NS-398, meloxicam, floculide, Merck MK-966, Merck L-
752,860 and compounds of Formula I

2 0 1
PO
0 A\ "

wherein A is a substituent selected from partially
ungaturated or unsaturated heterocyclyl and partially
unsaturated or unsaturated carbocyclic rings:;

wherein R! ig at least one substituent selected
from heterocyclyl, cycloalkyl, cycloalkenyl and aryl,
wherein Rl is optionally substituted at a substitutable
position with one or more radicals selected from alkyl,
haloalkyl. cyano, carboxyl, alkoxycarbonyl, hydroxyl,
hydroxyalkyl, haloalkoxy, amino, alkylamino, arylamino,
nitro, alkoxyalkyl, alkylsulfinyl, halo, alkoxy and
alkylthio: .

wherein R? is methyl or amino; and i

wherein R3 is a radical selected from hydrido,
halo, alkyl, alkenyl, alkynyl, oxo, cyano, carboxyl,
cyancalkyl, ‘heterocyclyloxy, alkyloxy, alkylthio,
alkylcarbonyl, cycloalkyl, aryl, halecalkyl,

heterocyclyl., cycloalkenyl, aralkyl, heterocyclylalkyl,

acyl, alkylthicalkyl, hydroxyalkyl, alkoxycarbonyl,
arylcarbonyl, aralkylcarbonyl, aralkenyl, alkoxyalkyl,
arylthicalkyl, aryloxyalkyl, aralkylthioalkyl,
aralkoxyalkyl, alkoxyaralkoxyalkyl, alkoxycarbonylalkyl,

A9

SE——— ’5610
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aralkoxyalkyl, alkoxyaralkoxyalkyl., alkoxycarbomylalkyl,
aminocarbonyl, aminocarbonylalkyl, alkylaminocarbonyl,
N-arylaminocarbonyl, N-alkyl-N-arylaminocarbonyl,
alkylaminocarbonylalkyl, carboxyalkyl, alkylamino, N-

5 arylamino, N-aralkylamino, N-alkyl-N-aralkylamino, N-
alkyl-N-arylamino, aminoalkyl, alkylaminoalkyl, N-
arylaminoalkyl, N-aralkylaminoalkyl, N-alkyl-N-
aralkylaminoalkyl, N-alkyl-N-arylaminoalkyl, aryloxy.
aralkoxy, arylthio, aralkylthio, alkylsulfinyl,

10 alkylsulfonyl, aminosulfomyl, alkylaminosulfomyl, N-
arylaminosulfonyl, arylsulfonyl, N-alkyl-N-
arylaminosulfonyl: or a pharmaceutically-acceptable
salt thereof.

15 11. A mel:liod of treating inflammation or an
inflammation-associated disorder in a subject, said
method comprising co-administering to the subject having
or susceptible to such inflammation or inflammation-
asgociated disorder, a therapeutically-effective amount

20 of a leukotriene Ag hydrolase inhibitor and a
cyclooxygenase-2 inhibitor selected from Taisho NS-398,
meloxicam, floculide, Merck MK-966, Merck L-752,860 and
campounds of Formula I

R?._;o_o\ R} I
d /
25 . . .. . ®

wherein A is a substituent selected from partially
unsaturated or unsaturated heterocyclyl and partially
unsaturated or unsaturated carbocyclic rings;
30 wherein R! is at least one substituent selected
from heterocyclyl, cycloalkyl, cycloalkenyl and aryl, -
wherein Rl is optionally substituted at a substitutable '
position with one or more radicals selected from alkyl,
haloalkyl, cyano, carboxyl, alkoxycarbonyl, hydroxyl,
35  hydroxyalkyl, halcalkoxy, amino, alkylamino, arylamino,
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15. The method of Claim 14 wherein the leukotriene
A4 hydrolase inhibitor is selected compounds of Claim 6,

or a pharmaceutically-acceptable salt thereof.

16. The method of Claim 11 wherein the
cyclooxygenase-2 inhibitor is selected compounds of
Claim 7, or a pharmaceutically-acceptable salt thereof.

17. The method of Claim 16 wherein the
cyclooxygenase-2 inhibitor is selected compounds of
Claim 8, or a pharmaceutically-acceptable salt thereof.

18. The method of Claim 17 wherein the
cyclooxygenase-2 inhibitor is selected compounds of Claim
9, or a pharmaceutically-acceptable salt thereof.

19. The mechod of Claim 11 wherein the condition is
inflammation.

20. The method of Claim 11 wherein the condition
ig an inflammation-assoclated disorder.

2l. The method of Claim 20 wherein the
inflammation-associated disorder is arthritis.

22. The method of Claim 11 wherein the subject is
susceptible to inflammation.

43. The method of Claim 11 wherein the subject is
susceptible to an-inflammation-associated disorder.

34. The method of Claim 23 wherein the subject is
susceptible to arthritis.

N

v/
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@ Pyrazole derivatives, procssses for preparation thereof and pharmacsutical composition

ocomprising the same.

® A compound of ths formula :

a3 '

|
A

{1}

whereln R is aryl which may be substitited with substituent(s) selected from the group consisting of lower elkyl,
halogen, lower alkoxy, lower alkylthio, lower alikytsulfinyl, lower alkyleulfonyl, hydroxy, lower akylsulfonyloxy,
niro, amino. lower alkylamino, acylamino and lower alkyl{acyllamino; or a hetsrocyclic group;
R? is hydrogen; methyl substituted with amino, lower akylamino, halogen or acyicxy; acyl; acylamino; cyano;
halogen; lower alkylthlo; lower alkylsulfinyl; or a haterocycilc group: and '
R® is aryl substituted with lower alkyl, lowar alkyithio, lower aliylsulfinyl, halogen, amino, lower alkylamino,
acylamino, lower alkyl{acyllamino, lower alikoxy, cyano, hydroxy or acyl; or a heterocyclic group which may be
substituted with lower alkyfthio, fower akyisulfinyl or lower alkylsuffonyi;
with ceriain provisions, pharmaceuticelly acceptable salis theraof, proceessa for thelr preparation and phar~
maceutical compositions comprising them as an active ingredient.

Xaroe Gopy Centre
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Example 2

A solution of acatyl chioride (0.48 g) in ethyl acetste {10 ml) was added dropwise o an Ice-cooled
solution of 1-{4-fluorophenyl)-6-{4-{methyithio)phenypyrazol-3-yimethylamine (1.8 g) and triethylamine (1 g)
in ethyl acetate (50 ml). The mixtwe was stired &t 5 C for 1 hour, washed successively with dliute
hydrochiaric acld, a solution of sodium bicarbonate and water, dried, and concentrated in vacuo. A mixture
of the sbove residue (2.5 g) contmining N-{1-{4-fuorophenyl)-5{4-(methyithio)phenyl] pyrazol-3-
yimethyljacetamide and m-chloroperbanzolc acld (28 g) In dichioromethane (50 ml) wes stimed at room
temperature overnight. The mbdure was washed with a solution of sodium bicarbonsis and concentrated in
vacuo. To the residual powder (2.1 g) containing N-{1-{4-fluorophenyl)-5{4~{methylsulfonyl)phenyllpyrazol-
S-yimethyljacetamide was added ethanol (40 ml) and conc. hydrochloric acld (15 mi). The mixture was
refluxad for 7 houra and concentraled o dryness. The residue was dissolved in water, then the solution was
made basic with sodium hydroxide and exiracted with ethyl acetais. The exiract was washed with watsr,
dried, and concenirated in vacuo, The obilained residus (1.4 g) was purified by column chrometography on
slica gel (100 g) sluting with a mixture of chioroform and methanol {10:1) to give crywtls of 1-{4-
ﬂuomﬂnnyb-?{ﬂnuhymyl)plmylmk&mmﬂmm (1.0 g
mp:150-162 C
IR {(Nujof) : 3380, 3300, 1600, 1510 cm™
NMR (CDCiy. &) : 1.85 (2H, ), 3.07 (3H, ). 3.89 (2H, s), 8.67 (1H, 8), 7.0-7.5 (8H, m), 7.67 (2H, d, J=8Hz)
Mass (m'z) : 345 (M")

Claima
1. A compound of the formula :
3 Rz
X (1l
|
Rl

wherein R* (s aryl which may be substituted with substiuent(s) selectad from the group consisting of lower
alkyl, helogen, lower alkoxy, lower akylthio, lowsr alkyleuifinyl, lower alkylsulfonyl, hydroxy, lower alikyisul-
fonylaxy, nitro, amino, lower alkylamino, acylamino and lower alkyi{acyl)amino; or & heterocyclic group;

R Is hydrogen; methyl substituted with amino, lower alkylamino, halogen or acyloxy: acyl; acylamino;
cyano; halogen; lower akyithio; lower alkylsulfinyk: or a heterocyclic group; and

R is aryl substituted with lower alkyl, lower alkylthio, lower alkyisulfinyl, halogen, amino, lower alkylamino,
acylamino, lower alkyKacyl)amino, lowsr allkkoxy, cyano, hydroxy or acyl; or a heterocyclic group which may
be substituted with lower alkylthio, lower alkylsulfinyl or lower alicylsulfonyl;

provided that

when R2 Is carboxy, esterified carboxy or tri(halo)methyl,

then RP s aryl substitutad with lowar alkylthio, lower alkylsulfinyl, amino, lower akylamino, acylamino, lower
alkyl{acyl)amino, hydroxy or acyl; or a haterocydlic group substituted with lower alkyithio, lowsr alkylsuiftnyl
or lower alkylsulfonyl; or

R' is aryl substituied with substituent(s) selected from the group consisting of lower akylthio, lower
alkylsulfinyl, lower alkyisulfonyl, hydroxy, lower alkylsuifonyloxy, nitro, amino, lower alkylamino, acylamino
and lower alkyl{acyl}amino; or a heterocyclic group;

and a pharmaceutically acceptsble salt thereof.

2. A compound according to claim 1,

wherein A2 | hydrogen: methyl aubstituted with emino, lower alkylamino or acyloxy; carbamoyi optionally
substituted with substituent(s) selected from the group consisting of lower alkyt, cycloflower)alkyl, aryl and
hydroxy; lower alkanoyl opicnally subsiitted with lower allaoty; a heterocycllecarbonyl; acylamine; cyano;
halogen: lower alkylthio; lower alkylsuifinyl; lower alkyleutfonyl; or a heterocyclic group.

3. A compound according to claim 2,
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Rz
. and/or
3 )
nJ
nl
{Ia) [IDb]
or lis salt, In the above formulas,

RS la lower alkylthio, and

R', A2 and R® are each as defined above.
9. A pharmaceutical composition comprising a compound of claim 1, a3 an active ingredient, in association
with a pharmaceutically acceptable, substantially nontode carrier or exciplent.
10. A compound of claim 1 for use as a madicament.
11. Uss of a compound of claim 1 or Its phanmaceutically acceptable salt for the manufacture of a
maedicament for therapeutic treatment of Inflammatory conditions, verious pains, collagen dispases, autolm-
mune dlsgases or verious Immunity diseases.
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(54) Title: SUBSTITUTED BENZENESULFONAMIDE DERIVATIVES AS PRODRUGS OF COX-2 INHIBITORS
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’
(57) Abmtract

Prodrugs of COX-2 inhiblors of formula () e deacribed as being veefu) in treating bnflammation and Inflameation-relxted
disorders whersin A Is a ring subetituent solected from partially unsanorated beterocyelyl, hoteroary!, cycloalkeny]l and ary), whersin
A s optionally schethuisd st a substimtable position with one or mors radicsls sslected from sikykarbonyl, formyl, balo, alkyl,
baloalkyl, oxo, cymo, nitro, carboxyl, alknxy, sminocarbonyl, alkoxyearbanyl, carboxyalkyl, cwnlkyl.“;mllvdmwkvl. baloalkylsul-

alkoxy, arylthio, sralkylthio, atkylsulfinyl, slkyluifonyl, amincsulfonyl, slkylminosulfonyl, N-arylaminosalfonyl, srylsulfonyl, sad N-
llkyl-N-uylmilmMI;Mllhmmuwydyleychmtqdnﬂlnylﬂnm.mmﬁqﬁnﬂlym
. uumbﬁuﬂnmﬂmﬁbmammmmmm.mubuﬂmw,ww-
yalkyl, haloalkoxy, smino, alkylamino, arylsmine, nitro, alkoxyalkyl, alkylmifiny], halo, aikoxy and alkylthic; wherein R i selected from
Mﬂblﬂddhﬂhﬁﬂﬂtyl:wml’hMMﬂhl.MLwﬂ.MyLmﬂ.M
carbonylalkylearbonyl, sikoxycarbonylcarbonyl, amino acid residue, and slkylcsrbonylaminoaikylcarbonyl; provided A is not tetresolhvm,
or pyridinum; and further provided A Is not indsnons whea R? is alky] or carboxyalkyl; or & pharmaceutically-acceptahble salt themof.
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what is claimed is:

1. A compound of Formula I

Aw R1

I

wherein A i1s a ring substituent selected from
partially unsaturated heterocyclyl, heteroarvl,
cycloalkenyl and aryl, wherein A is optionally
substituted at a substitutable position with one or
more radicals selected from alkylcarbonyl, formyl,
halo, alkyl, haloalkyl, oxo, cyano, nitro, carboxyl,
alkoxy, aminocarbonyl, alkoxycarbonyl, carboxyalkyl,
cyanoalkyl, hydroxyalkyl, haloalkylsulfonyloxy,
alkoxyalkyloxyalkyl, carboxyalkoxyalkyl,
cycloalkylalkyl, alkenyl, alkynyl, heterocyclyloxy,
alkylthio, cycloalkyl, aryl, heterocyclyl,
cycloalkenyl, aralkyl, heterocyclylalkyl,
alkylthiocalkyl, arylcarbonyl, aralkylcarbonyl,
aralkenyl, alkoxyalkyl, arylthiocalkyl, arvloxyalkyl,
aralkylthioalkyl, aralkoxyalkyl, alkoxycarbonylalkyl,
aminocarbonylalkyl, alkylaminocarbomyl, N-
arylaminocarbonyl, N-alkyl-N-arylaminocarbonyl,
alkylaminocarbonylalkyl, alkylamino, N-arylamino, N-
aralkylamino, N-alkyl-N-aralkylamino, N-alkyl-N-
arylamino, aminoalkyl, alkylaminoalkyl, N-
arylaminoalkyl, N-aralkylaminoalkyl, N-alkyl-N-
aralkylaminoalkyl, N-alkyl-N-arylaminoalkyl, aryloxy,
aralkoxy, arylthio, aralkylthio, alkylsulfinyl,
alkylsulfonyl, aminosulfonyl, alkylaminosulfomyl, N-
arylaminosulfonyl, arylsulfonyl, and N-alkyl-N-
arylaminosul fonyl;

wherein Rl is selected from heterocyclyl.
cycloalkyl, cycloalkenyl and aryl, wherein Rl is
optionally substituted at a substitutable position with
one or more radicals selected from alkyl, haloalkyl,
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cyano, carboxyl, alkoxycarbonyl, hydroxyl.
hydroxyalkyl, haloalkoxy, amino, alkylamino, arylamino,
nitro, alkoxyalkyl, alkylsulfinyl, halo, alkoxy and
alkylthio;

wherein R2 ig gelected from hydrido and
alkoxycarbonylalkyl; and

wherein R3 is selected from alkyl, carboxyalkyl,
acyl, alkoxycarbonyl, hetercarylcarbonyl,
alkoxycarbonylalkylcarbonyl, alkoxycarbonylcarbonyl,
amino acid residue, and
alkylcarbonylaminocalkylcarbonyl;

provided A is not tetrazolium, or pyridinium; and
further provided A is not indanone when R3 is alkyl or
carboxyalkyl:

or a pharmaceutically-acceptable salt thereof.

2. Compound of Claim 1 wherein A is selected from
partially unsaturated heterocyclyl, 5- or 6-membered
heteroaryl, lower cycloalkenyl and phenyl, wherein A is
optionally substituted at a substitutable position with one
or more radicals selected from formyl, lower alkylcarbonyl,
halo, lower alkyl, lower haloalkyl, oxc, Cyano, nitro,
carboxyl, lower alkoxy. aminocarbonyl, lower
alkoxycarbonyl, lower carboxyalkyl, lower cyanoalkyl, lower
hydroxyalkyl, lower haloalkylsulfonyloxy. lower
alkoxyalkyloxyalkyl, lower carboxyalkoxyalkyl, lower
cycloalkylalkyl, lower alkenyl, lower alkynyl,
heterocyclyloxy. lower alkylthio, lower cycloalkyl, phenyl,
5-6 membered heterocyclyl, lower cycloalkenyl, lower
phenylalkyl, 5-6 membered heterocyclylalkyl, lower
alkylthioalkyl, phenylcarbonyl, lower phenylalkylcarbonyl,
lower phenylalkenyl, lower alkoxyalkyl, lower
phenylthioalkyl, lower phenyloxyalkyl, lower
phenylalkylthiocalkyl., lower phenylalkoxyalkyl, lower
alkoxycarbonylalkyl, lower aminocarbonylalkyl, lower
alkylaminocarbonyl, N-phenylaminocarbonyl, lower N-alkyl-N-
phenylaminocarbonyl, lower alkylaminocarbonylalkyl, lower



b ]

10

15

20

25

30

35

WO 97730986 PCTNUSYINST
177

N-[{4-{3-(3-fluorophenyl) -5-mechylisoxazol-4-
yllphenyllsulfonyl]acetamide, sodium salt;
2-methyl-N-[[4-(5-methyl-3-phenylisoxazol-4-
yl)phenyl]sulfonyl]propanamide, sodium salt;
N-[{4-(5-methyl-3-phenylisoxazol-4-
yliphenyllsulfonyl]propanamide, sodium salt;
N-({4-(5-methyl-3-phenylisoxazol-4-
yl)phenyllsulfonyllbenzamide, sodium salt;
2,2-dimethyl-N-{[4~ (5-methyl-3-phenylisoxazol-4-
vl)phenyllsulfonyl]propanamide, sodium salt;
N-[[4-{5-methyl-3-phenylisoxazol-4-
yvliphenyllsulfonyl]butanamide, sodium salt;
N-[[4-(5-mechyl-3-phenylisoxazol-4-
yl)phenyllsulfonyl]pentanamide, sodium salc;
N-[[4-({5-mechyl-3-phenylisoxazol-4-
yvllphenyllsulfonyl)lhexanamide, sodium salt;
N-[{4-{2-nethyl-4-phenyloxazol-5-
yl)phenyllsulfonyl]acetamide, sodium salt:;
N-[({4~{5-(difluoromethyl)-3-phenylisoxazol-4-
yllphenyl]sulfonyl]propanamide, sodium salt;
N-[[4-[{5-(difluoromethyl)-3-phenylisoxazol-4-
vllphenyl]lsulfonyl]lbutanamide, sodium salt;
N-[[4-(5-hydroxymethyl-3-phenylisoxazol-4-
yllphenyllsulfonyl]lpropanamide, sodium salt;
N-{[4-(5-methyl-3-phenylisoxazol-4-
yvliphenyllsulfonyllglycine, sodium salt: and
N-[[4-([5- (hydroxymethyl)-3-phenylisoxazol-4-
vllphenyl)gulfonyl])acetamide, sodium salt.

58. The method of Claim 39 wherein the condition is
inflammacion.

59. The method of Claim 39 wherein the condition
is an inflammation-assocliated disorder.

60. The method of Claim 59 wherein the
inflammation-agsociated disorder is pain.

399
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whareln R' is selected fomn sulamyl, inoro, chior, methyl,
l:yqul. mﬁluq and trifiloocomethyl: whersin R s

from hydrido, difinoromsthyl, trifinorometyl,
amido, ulmﬂhyl. trichioromethyl, pestafhiorosthyl,
cyano, heptatinoropropyl, difiuarochloromethyl, methoxy-
cxrbonyl, N-phanylamido, N-3-flno-
rophenyl) 2-pyddylemido, N-(4-methylphenylla-

carboxyipropyl, carbaxymethyl end 1; wherein
R'hulﬂdﬁmwb.u&ﬂ.lﬂm}.ﬂm
chioro and twomo; wharein R* is salectad from phanyl,
hiphenyl, pymzinyl, cyclohexyl, cyclohexmyl and thienyl;
and wherein R* {s optionslly substitnted ot a substitotshle
position with oo or more mdicals selscted from chlora,
brome, fuoo, methylihrio, methylwifonyl, mopbolinyl,
mmnmnmmkmmm
r.l:luumhyl. , trdfinoroenboxy, fnorom-
othyl, methoxy, difiooromethyl, triflooromethyl, dichlorom-
ed:yl.pmﬂnmwﬂul.hlnlmm 1, difiaorochlerom-
dlnhlwwumﬂl;y dfinoroethy], — and
dlmuwl.urwhudnl and R* together form

provided R? and R® ame not both hydrido; ar & pharmacen-
tically-acceptable salt thereof. :

8 Clahms, No Drawings
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This is 2 divisionsl of U.S. appHeation Sex. No. 08/160,
594, filed Nov, 30, 1993 now U.S. Pat. No. 5,465,823,

FIELD OF THB INVENTION

‘This invention is in the field of enti-inflavmatory
n-nuaﬁngllmu:l

Prostaglending play a2 major role in the inflammation
process gnd the inhibition of prosmaglendin prodoction,
especially production of PGG,, PGH,, and PGE,, has been
lmmdmmmm

common nou-steroidal anH-inflammatory drogs
aismmnmnﬂwlnuhdngﬂnmw

NSAlps
podoce severe side effects, incinding lifie threstening

drastic side effects, eapecially when long term therapy is
fnvolved,

10

have been described for use in the trestment of 2

mu.s.mmuummnman

describes 1,5-diaryl pyrazoles, and specifically, 1-(4-fluo-
rophenryl)-S-[40(methylsulfonyl)phenyl]-3-trifluoromethyl
pymazaie, as having anti-inflsmmainry activity.

However pymezolyl-benzensgulfonamides have not been
doscribed as having such activity. Certain mbstitated pyme-
milyl-benrenesulfonamides have been described in the lit-
arainre as synthetic intermediates. Specifically, 4-[5-(4-chlo-
ropheryl)-3-phenyl-1H-pyrarnl-1-yi[benzenesifonsmide
hes been prepared from a pyrazoline compoond =s an
intermediate for having hypoglycemic activity
[R. Soiiman et al, J. Pharm, Sci, 76, 626 (1987)]. 4-[3-[2-
(4-Bromophenyl)-2H-1,2,3- trinzol-4-yl}-3-methyl-1H-
pyrazol-1-yiJbenzenssnlfonanyids has heen prepared from a
pymxoline and deacribed as potentially having
hypoglycemic activity [H. Mokhtar, Pak, J, Sci Ind Rex.,
31, 762 (1988)]. Similaxly, 4-[4-bromo-3-[2-(4-chlorophe-
oyl)-2H-1,2,3- tdeen]-4-y]}-3-methyl- 1 H-pyrazol-1-yl]ben-

zxneslfonentide has been [H. Mokhter et al, Pak.
J. Scl Ind. Rez 34, 9 (1991)].
The phytotonticity of derivatives Is descxibed [M.

Cocco et al, /. Farmaco-Ed. Sci, 40, 272 (1989)], specifi-
cally for 1-{4-(aminosnlfonyl)phenyl]-5-phenyl-1H-pym-
zole-3 4-dicarboxylic acid

The mss of 4- [3.4,5-trisubstituted-pyrazoi-1-yljbeazene-
solfonemides as intermedistes for sulfomyhirea anti-dishetes
agenis is described, and q:u:ﬁcal:ly 1-[4-(aminosulfo-

nyDphenyl}-3-methyl 1H-pymzole-4-casboxylic
ldd[&Sdhnmeul.J Phnn. Scl, 72, 1004 (198} A ®

scriea of 4-[3-shatitotedmethyl-5-phenyl-1H-pyrezol- l-yl]
benzenesul fonmmides has been prepared as intexmediates for

suti-diabetas agents, and more specifically, 4-[3 -methyl-5-
phenyl-1H-pyrarol-1-yljbenzenesifonamide [H. Feid-Al-
1ah, Pharmayie, 36, 754 (1981) 1. In addition, 1-(4-{amino-
sulfonyliphenyl)-5-phenylpyrazole-3-carthoxylic acid has
been prepared from the shove described 4-[3-methyl-5-

2
phenyl-1H-pymzal-1.yl[benzencmifonamide
Solimem et al, J. Pharm. Sci,, 70, 602 (1981)]).

A class of componnda naefil in treating inflsmmation-
related disorders is defined by Formula I:

wlndnk‘hdaﬂdﬁmnlﬁwl.hhlﬁﬂ.m
hydroxyl end baloglkyl; whemsin R? is selected from

hydﬂdo.hlo.hlmlhl.qmmbmﬂml.
1, carboxyalkyl, alkoxycarbomylalkyl, ami-

hydroxyalkyl,

N-alkylsolfamyl, N-arylsulfanty]

sulfamyl, N-alkyl-N-erylsulfamy] and :

R? is selected from hydrido, halo, haloalkyl, cyano, nitro,
carboxyalkyl, alkoxycar-

cyclic, heterocycloalky

from aryl, cycloalkyl, qdulhql snd haterocyclic;
wherein R* is optionally snhatitiuted st & substitutshle posi-
tion with ond or mare mdicals selected from halo, alkylthio,

slkylmlfiny], alkyl, alkylmifonyl, cymo, carboxyl, alkoxy-
lamido, N-monosry

carthonyl, amido, N-monoalky Iamido,
NN-dialkylamido,  N-alky)l-N-arylamido,  haloalkyl,
allmxy, . 1, lllﬂllh:y_. lulfll!wl.

and m is 1 10 3, inchistve; and wherein R? is one or mom
mmmmmmml -uql-

alkaxy, hydroxyalkyl, , suifamyl, N-alkylsul-
famyl, amino, alkylamino, hﬁuucychc. nitro and soy-
lmno. ptuvldul R* and R? gre not identical radicals
h!dddn.ubmylndmbonylw
povldedﬂun cannot be carbaxyl when R? is hydrido and
when R* is phanyl; and further provided that R* is sulfemy)
or N-alkylsulfamy] when R* is halo; or 2 pharmaceutically-
salt thereof,

The phoase “finther provided”, s used in the sbove
description, is intended to me:n that tha dennted proviso is
not to be considered conjunctive with any of the other

of Forrmila I wonld be useful for the trest-
ment of infismmation in & subject, and for treatment of other

4ol
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appropriate. The dally dose can bo administered in ane to
four doses per dxy.
For thermpeutic purposes, the compounds of this invention
aro ordingrily combined with ons or more adjuvanis sppro-
priste 10 the indicated ronts of adminisrstion. If adminis-

polyviny]

tzhisted or encapsulsind for convenient administration. Such
capsules or teblets mxy contain a controlled-release formm-
Istion as may be provided in a disparsion of active com-
pound in hydroxypropylmetiyl ealloloss. Formmulstions for
parentoral administeation may be in the form of aueocus or
non-aquecus {sotonic sterdle injection solntions or suspen-
slons. These solutions and suwpensions may be prepared
from sterile powders or grannles having one or more of the
carriers or dileenrs mentioned for use {n the formiations for
oral administration. The compounds may be dissolved in
water, polyethylens glycol, propylene glycal, cthanal, com
oil, cottrweaeed oil, peammt ofl, sesame ofl, benzy] alcohol,
sadinm chloride, and/or various buffers. Other adjfuvants and
modes of adminigtration are well and widely known in the
pharmaceutical art,

Although this invention has been described with reapect
to specific embodiments, the details of thess embodiments
are not to be comstroed as Hmitstions.

What is clalmed is:

1. A compound of Formnla 1

lcarbonylalkyl, hydroxy-
alkyl, alkylthio, alkylsulfinyl, alkylsulfonyl, N-alkyl-
sulfamyl, N-mrylmlfemyl, arylmilfonyl, NN-
dialkylsulfomyl, N-alkyl-N-arylsalfamyl snd
heterocyclic;

whereln R is selected from hydrido, -alkyl, halo,
haloalkyl, cyann, nitro, formyl, carbaxyl,
nyl, caboxyalkyl, alkuxycwbonylalkyl, amidino,
cymosmidino, amido, alkoxy, amidoalky],
N-monoalkylamido, N-monoarylamicio, N,N-dialkyls-

mido, N-alkyl-N-arylamido, alkyicarboryl, alkylcarbo-
mylalky], hydroxyalky), alkylthio, slkylsulfinyl, alkyl-

-alkylsolfamyl,

sulfonyl, N N-arylsulfamyl,
arylsulfonyl, dislkylsulfiamyl, N-alkyl-N-srylsaifamyl,
heterocyclic, huwyﬂulkyl and amikyl; and

wherein R* is selectad from aryl, cycloalkyl, cycloalkenyl
ldhnmyﬂqwhinn‘llq&nﬂyw
at o substitutable position with ans or more mdicals
nﬂnuedﬁmhln.nﬁyhﬁo.ﬂkylnlﬁnyl.dkyl,ﬂkyl-
lulhlyl cyann, m alloxycarbomyl,
-nmyhmldu.N.N—dlllkyh-
m:dn. N-nlkle—uyllmldo. haloalkyl, hydroxyl,
alkoxy, hydroxyalkyl, haloalkoxy, sulfamyl, N-alkyl-

sulfsmyl. amino, N-alkylgmino, N, N-dialkylemino,
beterocyclic, mitro and acylaming;
p;v:dn'_nan’mmﬂwmm
i, e 2 ettt
'when R* is phenyl; and forther provided that R® is not
hydrido or alkyl when R? is haloalkyl;
pharmaceutically-scceptable salt thereof.
:aunpuMddmlMl‘hlﬂwLm
R? is salacted from

heterocycioalkyl and and wherein R* is
sclecied from aryl, cycloalkyl, eyulnllmylndhmn:y
cﬂqmn‘umwn-mum
position with one or more madicals sclocted from halo,
alkylthio, alkylsulfinyl, alkyl, alkylsnlfonyl, cymno, car-
alkoxycarbonyl, amido,

boxyt, N-monoalkylamido,
N.N-dialkylamido, N-alkyl-N-aryls-
alkoxy, bydroxyalkyl,

lsulfamyl, N-arylsulfemyl, ary
nyl, N.N-amnml. N-n:yl-N-uymml. Ilm-

y-acceptable

of claim 2 wherein R? i3 Ilylltlllo or
haloalkyl; wherein R® is sclected from alkyl, halo, carboxy- -
alkyl, N-monoalkyl-N-hydroxyamido, N-monoalkyl-N-hy-
droxyamidoalky] and N-monoalkylamido; and wherein R* is
aryl optionally subastitnted a1 & substituteble position with
halo; or a pharmacenticall salt thereof.

4. Compound of clalm 3 whereln R? Is sclected from

ehlmhmmﬂh!l.ml.ml wl-hm.
N-methylamido, N-ethylamido, N-isopropylamido, N-

pylamido, N-butylamido, N-isobutylamido, N-ud:uyh—
mido, N-pantylamido, N-cyclohexylamido, N-cyclopentyla-
mido, carhboxypropyl, csrboxymethyl, cmboxyethyl,
N-methyl-N-hydroxyamido, N-methyl-N-
ethyl, N-methyl-N. 1 and N-methyl-N-hy-
droxyamidopropyl; snd wherein R* is phenyl optionslly
substituted at s substitutable position with one or more
mdicals selected from fluoro, chioro and bromo; or a phar-
maceatically-acceptable salt theveof.

5. Compound of claim 4 selected-from compounds, sod
&:l!ru ﬂ:malﬂﬂlly acceptable salts, of the group con-
4-[S-{4-bromophenyl)-3-(cyano)-1H-pyrazol-1-yljbenzene-

milfonamide;
4-[5-(4-nitrophenyl)-3-(cyano)- 1 H-pyrzzol-1-yl]benzenn-
sufonamide;
1-[4-(eminosulfonyl)phenyl]-3-(4-bromopheayl)-1H-pyra-
zole-3-carboxamide;
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SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO

RADICACION: 1-16823 EDICTO No. 804

LA SECRETARIA GENERAL AD-HOC
HACE SBABER:

Que esta Superintendencia profiid Resolucién No. 34976 de 20-DIC-2006. Que el contenide de la paris resolutiva 8s como sigue: El
Superintendente de industia y Comerclo.

RESUELVE

ARTICULO PRIMERO: Negar ol privilegio de patente de Invencidn pare la solichud
comespondiente @ “DERIVADOS DE ETERES DE PIRAZOL COMO AGENTES
ANTENFLAMATORIOS ANALGESICOS",

ARTICULO SEGUNDO: Notificar personaiments ef contenido de ia presents resoluciin
al docior Alvaro Correz Ordoflez, 0 @ quien haga sus vecas, en su calkiad de apaderado de
Pfizar Products Inc., entregiindols copia de la misma, adviriéndols quecontma ella proceds
ef recuvso de reposicién Interpuesto ante ol Suparintendenta de Industria y Comercio, al
momanto de ia notilicacin o dentro de ios 5 dias hibilles sigulentss a efa.

NOTIFIQUESE Y CUMPLASE
Deda en Bogotd, 0.C.z2los 20 DiC. 2085

EL SUPERINTENDENTE DE INDUSTRIA Y COMERCIO,

"
te EDICTO en lugar visible al piblico en la SUPERINTEN DE INDUSTRIA Y
@s coniados a partir de las 8:00 a.m. de hoy!

Este edicio se desflja hoy 23-ENE-2007 a las 4:30 p.m.

Pam notificar a los interssados, se fila o

http://10.20.1.11/Documentos/ApEdictos/edictos.php?fecha=10-1-2007&kini=120 09/01/2007



