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2020/
Bogota, D.C.,
Doctor Oficio N° ,
German Castillo Grau o o (\ﬁ’“ﬁ L5
Apoderado -
REFERENCIA Radicacion 00 43844
' Tramite 002
Evento 001
Actuacion 430
Folios 012

Como resultado del examen de patentabilidad de la solicitud de patente de invencién N°
00 43844, realizado segin el articulo 45 de la decision 486 de la comision de la
Comunidad Andina, se notifica:

Documentos estudiados:

. Descripcién: folios 4-46

. Ejemplos: folios 46-136

. Capitulo reivindicatorio estudiado: 284-288

. Se reivindica prioridad presentada en Estados Unidos, el 16.06.99, bajo el nimero
60/139675

Objeto de la invencién
Segun las reivindicaciones 1 a 12 de la presente solicitud, se refiere compuestos
antagonistas del receptor 1L-8 de férmula (1) que son Utiles en el tratamiento de

enfermedades mediadas por citoquinas.

Clasificacion internacional de patentes A 61 K 31/17; 31/17

Determinacion del estado de la técnica:

Consultadas las fuentes de informacién con que cuenta este despacho, se encontraron los
siguientes documentos, anteriores a la fecha de prioridad de la presente solicitud —
16.06.99-, relacionados con la materia de la presente solicitud:



N° | Documento Titulo Fecha de
| _ _ publicacién
1 | WO 9729743 | upntagonistas del receptor IL-8” 21.08.97

Evaluacion de los requisitos de patentabilidad:

El articulo 14 de la decision 486 de la comisién de la comunidad andina establece que:

"Los paises miembros otorgarén patentes para las invenciones, sean de producto o de
procedimiento, en todos los campos de la tecnologia, siempre que sean nuevas, tengan
nivel inventivo y sean susceptibles de aplicacion industrial’

En cumplimiento del articulo 14 de la decision 486 de la comision de la comunidad andina,
se procedio a evaluar los requisitos de novedad, nivel inventivo y aplicacion industrial con
el fin de establecer la patentabilidad de la invencion reivindicada en la solicitud en estudio.

Evaluacion de la NOVEDAD

El articulo 16 de la decisién 486 contempla que “Una invencién se consideraré nueva
cuando no esta comprendida en el estado de la técnica”

La publicacién WO 9729743 se relaciona con compuestos antagonistas de IL-8 de formula

(1):

" - R
% FONT N 7
H H .

Cuyos sustituyentes se revelan en la descripcion. Tales compuestos son Utiles en el
tratamiento de enfermedades mediadas por citoquinas, especialmente la interleucina-8.

Comparando elemento por elemento, los compuestos de la presente solicitud son iguales
a los de la anterioridad citada y pueden afectar la novedad de la presente solicitud.

En conclusién los requisitos de patentabilidad de la presente solicitud se encuentran
afectados asi:

N° Documento Reivindicaciones Requisito que

| afectadas afecta
1 WO 9729743 1-12 Novedad

En cumplimiento del articulo 45 de la Decision 486 de la Comisién de la Comunidad
Andina, se le indica que debe dar respuesta dentro del término de sesenta dias contados
a partir de la fecha de la notificacion de la presente comunicacion. En caso de no dar



respuesta al presente requerimiento, o si a pesar de la respuesta subsistieran los
impedimentos para la concesion, se denegaré la patente.

Notifiquese el presente oficio conforme a lo dispuesto en el numeral 5.2, literal e), del
capitulo 5 del titulo primeryﬁﬁ; Circutar Unica N° 10 de 2001

Alix Carmenga Céspedes de Vergel ,’
Jefe de la Division de Nuevas Creaciones 04 Ac0 zmsg

El anterfor requetimiento fue notificado por fijacién en lista, de fecha

CONCEPTO TECNICO EXAMINADOR TECNICO
Numero 1050 __ Codigo 202024

.
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ORLD niernational %ureau

INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)

(51) International Patent Classification 6 :

AGIK 31117 Al

(11) International Publication Number:
(43) Internationml Publication Date:

WO 97/29743
21 August 1997 (21.08.97)

(21) International Application Number: PCTNIS96/13632

{22) Interustional Filing Date: 21 August 1996 (21.08.96)
(30) Priority Data: _
PCT/US96/02260 16 February 1996 (1602.96) WO
(34} Countries for which the regional or
international application was filed: US et al.
{60) Parent Application or Grant
© {63) Related by Continuation
Us PCTAISY6/02260 (CIP)

. Filed on 16 February 1996 (16.02.96)

(71) Applicant (for all designated States except US): SMITHKLINE

BEECHAM CORPORATION [US/US); Corporate Intellec-
tual Property, UW2220, 709 Swedeland Road, P.O. Box
1539, King of Prussia, PA 19406.0939 (US).

(72) Inventors; and _

(75) Inventors/Applicants (for US onlyj; WIDDOWSON, Kather-
ine, Louisa {CA/US]; 1047 Old Valley Forge Road, King of
Prussia, PA 19406 (US), VEBER, Daniel, Frank [US/US};
290 Batleson Road, Ambler, PA 19002 (US). JUREWICZ,

Anthony, Joseph [US/US]; 523 Fruit Farm Road, Royers+' |

ford, PA 19468 (US). RUTLEDGE, Melvin, Clarence, Jr.
[US/USL 2148 Schultz Road, Lansdale, PA 19446 .(US).
HERTZBERG, Robert, Philip [US/US); 121 Longfields
Way, Downingtown, PA 19335 (US).

(74) Agents: DINNER, Dam, L. et al; SmithKline Beecham
Corporation, Corporate Intellectual Property, UW2220, 709
Swedeland Road, P.O. Box 1539, King of Prussia, PA
15406-0939 {US).

{81) Designated States: Al,
EE, GE, HU, IL, IS,
MD, MG, MK, MN, MX, NO, NZ, PL,
TR, TT, UA, US, UZ, VN, ARIPO pa _
8D, 8Z, UG), Eurasian patent (AM, AZ, BY, KG, KZ,
RU, TI, T™), Eur p
Fl, FR, GB, GR, IE, IT, LU
(BF, B}, CF, CG, CI, CM,
TG),

§

Published
With international search report.

(34) Title: [1.-8 RECEPTOR ANTAGONISTS
(57) Abstract

This invention relates to novel compounds and a novel use of phenyl wreas in the treatment of discase states meédiated by the

chemokine, Interlenkin-8 (IL-8).
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Accordingly, the present ‘in_vention‘ ptovides a method of ﬁ*eati_ng a chemokine

‘mediated disease, wherein the chemokine is one which binds to an IL-8 a or b receptor

and which method comprises administering an cffective amount of a compound of
Formula (I) or a pharmaceutically acceptable salt thereof. In particular, the
chemokines ars 1L-8, GRO(:. GROS, GRO'{ or NAP-Z

The compounds of Formula () are admimstmd in an amount sufficient to
inhibit cytokine function, in particular IL-8, GROq, GROB, GROY or NAP-2 , such that
they are biologically rcgulated down to normal levels of physiological function, or in
some case to subnormal levels, S0 as to amelxomte the disease state. Abnormal levels of

-8, GRO®, GROB, GROy or NAP-2 for instance in the context of the present
 invention, constitute: (i) levels of free IL-8 gmate_r than o equal to 1 picogram per mL,
(ii) any cell associated IL-8, GROw, GROP, GROY or NAP-2 above normal

physiological levels; or (iii)the presence of IL-8, GROa, GROB, GROY or NAP-2. -
above basal levels in cells or tissues in whxch IL-8, GROa, GROB, GROyor NAP-
2respecnvely. is produced

Them are many dxsease states in whxch excessive or unregulated IL.-8 producnon
is xmplxcated in exacerbatmg and/or causing the disease. Chemokine mediated diseases
include psoriasis, atopic dermauus, arthntxs, aSthma, chronic obstructive pulmonary
disease, adult respiratory distress syndrome, mﬂammatozy bowel disease, Crohn's
disease, ulcerative colitis, stroke, septic shock endotoxic shock, gram negative seps:s;-
toxic shock syndrome, cardiac and renal reperfuswn injury, glomerlonephritis,
thrombosis, graft vs. host reaction, alzhmmers disease, allograft rejections, malaria,
restinosis, angxogenes;s or undesired hematopmetic stem cells release. :

These dxseases are pmnanly characterized by massive neutrophil infiltration, T-
cell infiltration, or neovascular growth, and am associated with increased IL-8 GRO".!.
GROB, GROY or NAP-2 production which is responsible for the chemotaxis of
neutrophils into the inflammatory site or the directional growth of endothelial cells. In
contrast to other inflammatory cytokines (IL-1, TNF, and IL-6), IL-8 GROa, GROB,
GROY or NAP-2 has the unique property of promoting neutrophil chemotaxis, enzyme
release including but not limited to elastase release as well as superoxide production and
activation. The a-chemokines but particularly, GROe, GROB, GROY or NAP-2,
working through the IL-8 type I or II receptor can promote the neovascularization of
tumors by promot_ing the directional growth of endothelial cells. Therefore, the

<113~
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{X is exygen or sult'ur, k o R R
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heteroaryl C .4 alkyloxy; heteroaryl C2.1¢ alkenyl; heterocyclic, heterocyclic
C1.4alkylk: heterocyclicC2.10 alkenyl; (CRgRg)qNR4R5; C2.10 alkenyl
C(O)NR4RS5; (CRgRg)qC(OINR4RS; (CRgRg)q C(OINR4R 10; S(O)3R8;
(CRgRR)GC(OIR] 1: C2-10 alkenylC(OR11; (CRgRR)GC(OIOR] 1}
C2.-10alkenylC(O)OR11; (CRgRg)qOC(OIR]1; (CRgRgIQNRAC(OIR1;
(CRgRg)gNHS(O)yRp: (CRgRg)qS(O)NR4Rs; (CRgRg)GC(NR4)NR4Rs5:
(CRgRg)q NR4C(NR3s)R | 1; or two Y moieties together may form O-(CH2)sO- or a
S 10 6 membered unsaturated ring; and wherein the alkyl, aryl, arylalkyl, heteroaryl,
heteroaryl alkyl, heterocyclic, heterocyclicalkyl groups may be optionally
substituted;

q is O or an integer having a value of 1 to 10;

m is an integer having a value of 1 to 3;

Rg and R7 are independently hydrogen or a C}.4 alkyl group, or R¢ and R7 together
with the nitrogen to which they are attached form a § 1o 7 member ring which ring
may optionally contain an additional heteroatom which heteroatom is selected from
oxygen, nitrogen or sulfur;

Rg is hydrogen or C1.4 alkyl;

R10is C1-10 alkyl C(O)2Rg;

R11 is hydrogen, optionally substituted Cj.4 alkyl, optionally substituted aryl,
optionally substituted aryl Cj.4alkyl, optionally substituted heteroary), optionally
substituted heteroarylC1.4alkyl, optionally substituted hetcrocychc, or optionally
substituted heterocyclicC}.4alkyl;

R12 is hydrogen, C1.10 alkyl, optionally substituted ary!l or optionally substituted
arylatkyl;

R}3 is suitably Cy.4 alkyl, aryl, aryl C]_4alkyl, heteroaryl, heteroarylC1-4alkyl,
heterocyclic, or heterocyclicC.4alkyl;

Ry, is NRgR7, alkyl, aryl, aryl Cy.4 alkyl, aryl Cy_4 alkenyl, heteroaryl, heteroaryl
C1-4 alkyl, heteroarylCs.4 aikenyl, heterocyclic, heterocyclic Cp.4 alkyl,
heterocyclic Co_4 alkenyl, or camphor, all of which groups may be optionally
substituted;

or a pharmaceutically acceptably salt thereof.

2. The method according to Claim | wherein the jonizable hydrogen has a pKa of 3
to 10.

-125 -
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7. The method according to Claim 1 wherein Y is hélogen, C1“4' alkoxy, optionally
substituted aryl, optionally substituted arylalkoxy, methylene dioxy, NR4RS,
thioC {.4alkyl, thioaryl. halosubstituted alkoxy, optionally substituted C1-4alkyl,

hydroxy alkyl.

8. The method according to Claim 1 wherein R is OH, SH, or NHS(O)sRpb and R|

is substituted in the 3-position, the 4- position or di substituted in the 3,4- position by an
electron withdrawing moiety.

9. The compound according to Claims 1 or 8 wherein Y is mono-substituted in the
2-position or 3'- position, or is disubstituted in the 2'- or 3'- position of a monocyclic
ring.

10.  The compound according to Claims 1, 8 or 9 wherein n amd m are each equal to
1 or more.

11.  The method according to Claim | wherein R is a carboxylic acid, and R} is
hydrogen, or R] is substituted in the 4-position.

12, The method according to Claim 1 wherein the mammal is afflicted witha
chemokine mediated disease selected from psoriasis, or atopic dermatitis, asthma,
chronic obstructive pulmonary disease, adult respiratory distress syndrome, arthritis,
inflammatory bowel disease, Crohn's disease, ulcerative colitis, septic shock, endotoxic
shock, gram negative sepsis, toxic shock syndrome, stroke, cardiac and renal
reperfusion injury, glomerulo-nephiritis, or thrombosis, alzheimers disease, graft vs. host
reaction, or allograft rejections,

13.  The method according to Claim 1 wherein the compound, or a pharmaceutically
accepatable salt is:

N-(2-Hydroxy-4-nitrophenyl)-N'-(2-methoxyphenylurea
N-(2-Hydroxy-4-nitrophenyl)-N'-(2-bromophenyl)urea
N-(2-Hydroxy-4-nitrophenyl)-N'-(2-phenylphenyl)urea
N-(2-Hydroxy-4-nitrophenyl)-N'-(2-methyithiophenyl)urea
N-(2-Hydroxy-4-nitrophenyl)-N'-(2,3-dichloropheny!urea

N-(2-Hydroxy 4-nitro phenyl) N'-(2-chloro phenyl) urea
N-(2-Hydroxy-4-nitrophenyl)-N'-(2,3-methylenedioxyphenyl)urea

- N-(2-Hydroxy-4-nitrophenyl)-N'-(2-methoxy-3-chlorophenyl)urea

- 127 -
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SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO

RADICACION: 0-43844 EDICTO No. 18000

LA SECRETARIA GENERAL AD-HOC
HACE SABER:

Que esta Superintendencia profirié Resolucién No. 31669 de 28-NOV-2005. Que el contenido de la parte resolutiva es como sigue: El
Superintendente de Industria y Comercio,

RESUELVE

ARTICULO PRIMERQ: Negar el privilegio de patente de invencion para- la solicitud
correspondiente a “DERIVADOS NOVEDOSUS DE FENIL-UREA COMO ANTAGONISTAS
DEL RECEPTOR IL-8".

ARTICULO SEGUNDO: Notificar personalmente el contenido de la presente rasolucion
al doctor German Castilio Grau, o a quien haga sus veces, en su calidad de apoderado de
Smithkline Beecham Corporation., entregandole copia de Ia misma, advirtiéndole que contra
ella procede ¢l recurso de reposicion interpuesto ante el Superintendente de Industriay -
Comercio, al momento de la notificacién o dentro de los 5 dias hébiles siguientes a ella.

NOTIEIQUESE Y CUMPLASE
Dada en Bogots, D.C.,alos 28 NOV. @%

EL SUPERINTENDENTE DE INDUSTRIA Y COMERCIO,

;. JARCUBlpES CoBAR

Para notificar a los interesados, se fija ¢f presente EDICTO en lugar visible al publico en la SUPERINTENDENCIg DE INDUSTRIA Y
COMERCIO, por el término de (10) diez dia iles contados a partir de las 8:30 a.m. de hoy.

Secretaria General Ad-Hoc 14-DIC-2005
Secretaria General Ad-Hoc
EDICTO No. 18000

te edicto se desfija hoy 27-DIC-2005 a las cinco (5:00 p.m



