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1. Me refiero a mi memorial de 31 de Agosto de 2004.

2. Por medio del presente atentamente ruego a usted, se sirva pronunciarse en
relaclén con la solicitud arrlba nombrada, ya que desde e! 30 de Abril de 2003, esto
hace ya mas de dos (2) aflos, que fue publicado el extracto de la presente solicitud
en la Gaceta de la Propledad Industrial No. 527, y el examen de patentabilidad
correspondiente fue solicitado en su debldo momento mediante memorial de 30 de

Septiembre de 2003, sin que haya sldo adelantado ningin otro trémite.

3. Cabe anotar que esta demora en el trdmite acarrea grave perjuiclo para mi

representado.

Senor Superintendente,

 Weero—

T.P. 53.215
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NR/fegv 1‘0)"
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Bogota, D.C.,
Doctora Oficlo N°
Alicla Lioreda Ricaurte o
Apoderada 6?19
REFERENCIA Radicacién 0097100

Trémite 002

Evento 001

Actuacién 430

Follos 010

Como resultado del examen de patentabilidad de la solicitud de patente de invencién N°
00 87100, realizado segin el articulo 45 de la declsién 486 de la comisién de la
Comunidad Andina, se notifica:

Documentos estudiados:

. Descripcion: folios 5-16

- EjJemplos: folios 16-28

. Capftulo relvindicatorio estudiado: folio 20

. Se reivindica prioridad presentada en Estados Unidos, el 23.12.99, bajo el nimero
60/171806 y la 60/2368783 de 29.09.00

bjeto de la invenclén
Segun las reivindicaciones 1 a 6 de la presente solicitud, se reflere al compuesto 7-cloro-
4-hidroxi-2{2-cloro-4-metilfenil}-1,2,5, 10-tetrahidropiridazino[4,5-b]quinolina-1,10-diona o

las sales farmacéuticamente aceptables del mismo

Clasificacion intemacional de patentes A 61 K 31/4745

Determinacién del estado de la técnica:

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

o



N° | Documento Thulo Fecha de
publicacién
1 | WO 9511244 | "Compuestos de plridazino quinolina® 27.04.95

Evaluacién de los requisitos de patentabliidad:

El articulo 14 de la decisién 486 de la comisién de la comunidad andina establece que:
"Los palses miembros otorgarén patentes para las invenciones, sean de producto o de
procedimiento, en todos los campos de la tecnologla, siempre que sean nuevas, tengan
nivel inventivo y sean susceptibles de aplicacion industrial®

En cumplimiento del articulo 14 de la decisién 488 de la comisién de la comunidad andina,
se procedi6 a evaluar los requisitos de novedad, nivel inventivo y aplicacién industrial con
¢l fin de establecer la patentabilidad de la Invencién reivindicada en la solicitud en estudio.
Evaluacién de la NOVEDAD

El articulo 16 de la daclsién 488 contempla que “Una invencién se considerard nueva
cuando no esta comprendida en el estado de la técnica”

El documento WO 9511244 revela compuestos de piridazino quinolinas de férmula (1):

O de férmula (Il):

Cuyos sustituyentes se mencionan en la descripcién, asi como sus sales
farmacéuticamente aceptables y composiciones que los contienen.

Comparando elemento por elemento, el compuesto, sus sales y las composiciones de las
relvindicaciones 1-8, de la presente solicitud son iguales a las del documento citado y
pueden afectar la novedad de la presente solicitud.

En conclusién los requisitos de patentabllidad de la presente solicitud se encuentran
afectados asl:
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N° Documento Relvindicacliones Requisito que
afectadas afecta
1 WO 9511244 1-6 Novedad

En cumplimiento del articulo 45 de la Decisién 486 de la Comislén 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 notificacién 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

caplitulo 5 del titulo primero de la Circular Unica N° 10 de 2001

Allx Carmenza Zéspedes de Vergel
Jefe de la D‘Iv/ls n de Nuevas Creaciones

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

CONCEPTO TECNICO
Namero 0882

EXAMINADOR TECNICO
Cédigo 202024

08N 2006

X
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(11) Interuationsl Pebliration Number:
(43) Tnternetionsl Poblication Date:

Al

WOSLLD INTHLLECTUAL FPRORERTY ORGANIZATION ‘EE;
INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)

PCT
(51) Interuationsl Putent Clanaiicotion § ¢
CO7D 47104, AGIK 31/50 // (COTD
47104, 237:00, 221:00)

(1) Intermationsl Application Nember: FCT/GBMALS | (B1)

(22) Intersational Fliing Dude:
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20 Ocwber 1994 (20.10.94)
22 October 1993 (22.1093) aBs

25 Angest 1954 (23.08.54)

92218543

M17171.7

(39) Priority Date:

-\

‘The prosent invention relaies 1 composnds, pharmacouticn! compositions ol
methods of wsing campomnds of formals () in te weatment and/for geevention of

certzin diseases or condidons. In forsia (T), A ls chosen from ortho stbetineed aryl
" | or hetarouryl epecies, X is chossn from -OH, -SH, NHR and R! or R? I chosen from
«{CHaul. wharein L muy be sulscted from a varisty of substitoente incinding sryl,
botroary! and beserocyclic groups. The compounds sov ascfll in toadng andlor
preveating nsurologioal disorders sssociziod with cacissory smino aclds.

(34) Tt PYRIDAZINO QUINOLINE COMPOUNDS

on
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Found: C, 52.51; H, 2.87; N, 10.12

300 MHz IR NMR (DHSO-d6): 13.40 (s, 1H, exchangeable), 12.55 (s, 1H,
exchangeable), 8.30 (d, J=8.8 Hz, 1H), 8.20 (s, 1H), 7.62 (d, J=8.8
Bz, 1H), 7.33 (s, 1H), 7.43 (s, 2H), 2.16 (s, 3H).

Example 42
7-Chloro-2-(4-chloro-2-methylphenyl)-4-hydroxy-1,2,5,10-tetra-
hydropyridazino[4,5-blquinoline-1,10-dione.

The saved filtrate froa Example 41. vas diluted with water (1.0 L) and
the resulting suspension vas stirred for 2 hours. The solids vere
collected and vashed vith vater and then ether to give the title

compound (0.54 g, 29%) as an off-vhite powder, mp 355-357 C; MS(CI) »
388 (M+H).

Analysis for C18H11C12N303 . 0.20H20 :
Calculated: C, 55.18; H, 2.93; N, 10.72
Found: C, 55.00; H, 2.62; N, 10.66

300 MHz 1H NMR (DMSO-d6): 12.84 (br s, 1H, exchangeable), 12.07 (br s,

1H, exchangeable), 8.16 (d, J=8.6 Hz, 1H), 8.07 (s, 1H), 7.47-7.33 (m,
48), 2.12 (s, 3H).

Example 42a

Alternatively, the title compound wvas prepared by the folloving
procedure described generally in Scheme 6 and similar conditions to
that described in Example 82 vhersin to a stirred suspension of
2-pyrrolidinocarbanide-7-chloro-4-hydroxy quinoline 3-carboxylic acid
in THF was added DCC. A THF solution of N-t-butoxy carbomyl-N’-é&-
chloro-2~-methylphenyl hydrazine vas immediately added to the above
suspension. The reaction mixture vas stirred at room temperature for
4 bours. Upon completion of the coupling (after monitoring by an
appropriate chromalographic wethod - e.g. TLC or HPLC) the byproduct



70 | 7-Chlare-2-{3-chikwo-4- Ezamplo 42, |83 |]360-364 {358 OM+1) | 1239 (bea, 1H,exch) C=3091/5073

neing the . 1200 (brs, 1H, exch) H=325/3.1)

*| 1,2.5,10-strahydropyridazing- | fitrme ob- L.16(d, =188, 1H) Nn9.62/9.68

[4.5-biquinoline-1,10-dlons tained by .06 (s, IH) CigH11C13N10s.
lehyld 7.66 (s, I1H) 03 H10.
[ 747 « 743 (m, 3H) CHysO3H
Isomer vis 237 (s, 3H) o4
the proced-
ure of Bx-
41 — - T —

1 Brample4] |6 |decomp. [ 388 (M+1) | 1248 (brs, I1H, exch) C=35492/54.68
2-Chioro-3-(3-chloro-4- 393 832 (d. 1= B.61, 1H) H=3.04/3.01
methylphenyl)-1-hydroxy- 8254 S l.7), IH) N= 105271063
3,4.3,10-ctrmhydropyridazing- 7.80(d, I = 2.04, 1H) Cisit11ClaNy Oy
[4.3-b}quinclios-4,10-dione 765 - 7.59 (m, 2H) 04 H0

- 749 (4. I =234, 1H)
241(s,3H)

72 | 7-Chioro-2-(2.3-dinethyliphen- | Bxample 42, | 371 | 335-336 | 368 (M+1) | 8.15 (d. I 8.67,1H) O=5799/5833
yiH-4-bydroxy-1,2.5,10-tetra- taing the 8.09 (d. J=1.93, 1H) Ha3.87/427
bydropyriduxino{4,5-blino- fiterase ob- 744 (dd, 3= 208,66, 1H) |N= 10571074
tine-1,10-dlons talned by 1.17-7.07 (m, 3H) Cy9H14CINyOs.

Niltration of 227 (s, 3H) 1L3H0
the 3-aryl 193G, 31D .
isomer via

the proced-

ure of Bx-

ampledl.

! This compound was purified nsing flash chromatography over sifica gel nsing 15% methanel in methylens chioride as the ehmnt.
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¥ is selected from OH, OR', OCOR’, B(O)aR’, halo, E(O)aMR'R",MR’R"
with the proviso that MR'R" is not squal to NE2; or W is COR’, .
NR’COR", OCONR’, KR'CO2R", (C3-§)cycloalkyl, NRCONR'R", CO3R‘, or
CommR’ with tha proviso that n is greater than zero and;

n, for groups other than W, is choussn from 0-6;
R is selected from H or (1-4C)alkyl,

R’ and R* are independantly sslacted from H, (1-4C)alkyl wharein alkyl
inclndes alkenyl (C2-C4) and alkynyl (C2-Cs); (3-6C)cycloalkyl,

Fhanyl (0-4C)alkyl-, heterocycle({0-4C)alkyl- or haterocaryl {0-4C)alkyl-
swharein phanyl or haterncycle or hatervaryl is as dafinad above and
any of tha above is optiocnally substitutad at one or more caxbon atoms
with halo, K, (1-4C)alkyl, (3-6C)cycloalkyl, phenyl, NO2, N, CF3, OH,
O-{1-4C)alkyl, NR’'R" S(0)gR’ or SOIR’'R" wharein NR’R" may opticoally
form an N-alkyl {C1-3)axyalkyl (C2-3) ring with N,

w is chosen from 0-2¢
with ths proviso that Rl and R2 are net both equal to H.

2. A coumpound according to claim 1 of formula II or
pharmaceutically acceptable salts thereof:
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vherein:

Z is selected from 0, § or MR, or vhen the B-ring N tautomerizes or

the B-ring is reduced, the_2”group may be selected from H, OH7 SH or
NH
2.

H.n@:ls chosen from an ortho fused aromatic or heteroaromatic five-
or six-mambered ring selectad fm@l, pyridyl, furyl, pyrrolyl or
thienyl either unsubstituted or mlti-m at a ring carbon
atom vith B vherein Y is independently selected from the group
consisting ofhald, (1-4C)alkyl, ¥0,, CN, (Cl-3)perfluoroaliyl, OH,
OCF,, (2-4C)alkemyl, (2-4C)alkynyl, O(1-4C)alkyl, NR‘R", SO,NR'R", or
so_n'. a heterocyclic group, m'con-.m-,m'cozn'.cozn',m'nn

<3} 1s selected from B on@mwhenl@ 18 N or W;

N is

or benz derivatives thereof and is either unsubatituted or
@E vith@ 2, 3 or & groups chosen from
~0-(1-4C)alkyl,-0-(2-4C)alkenyl, -0-(2-4C)alkynyl,
-0(C0-C6alkyl)phenyl, -oa.@. -N0,, -CN, -CF,, -(1-4C)alkylCF,,
-NH{CO)R’, =-(1-AC)alkyl, -NR’R", -0022', =CONR’R", -sonn'. -Sozﬂl'l'.
(C1-C6)alkyloxy(C1-C6)alkyloxy-, hydroxy(C1-C6)alkyloxy-,
oxy(1-6C)alkyloxy vhich may form a cyclic ring attached to the phenyl
ring in an ortho manner, aryloxy(l-4C)alkyloxy(l-4C)alkyl,
(C1-C6)alkyloxy({C1-C6)alkyloxy(C1-C6)alkyloxy-,
hydroxy(C1-C6)alkyloxy(Cl-C6)alkyloxy-, -0(Cl-Céalkyl)NR’R",
-MR’(C1-C6alkyl)NR’R", -{Cl-Cbalkyl)NR’R", -0-(1-4C)perfluroalkyl,
-{1-4Cperflurcalkyl, -NR’(Cl1-Céalkyloxy), -NR’(Cl-C6alkylhydroxy),
=(Cl-4alkyl )oxy(Cl-4alkyl), -0(Cl-4alkyl)COOR’, -(CH)NR'R"COOR’
vherein n is 1-4, -(Cl-4alkyl)NR‘R", -(Cl-4alkyl)QR’, -NR‘(CH, ), COOR’,
-8(0), (C1-4alkyl)oxy(Cl-4alkyl), )

=y
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-s(O)E(Cl-hll:yl)oxy((:l-iallr.yl)oxy(l:l-nlkyl) ,
-NR’ {C1-4alkyl)oxy(Cl-4alkyl), N
-NR’ (C1-4alkyl)oxy(Cl-4alkyl)oxy(Cl-4alkyl);

heterocycle vherein heterocycle is selected from a five- and/or six-
and/or seven-membered heterocyclic ring containing 1,2,0r 3
hetercatoms chosen from 0, N, or 5, or aryl or hetaroaryl benz
derivatives thereof, vherein the N on the heterocycle is optionally
substituted vith R’ and a carbon or nitrogen atom on the heterocycle
may ba substituted with R or R’ or a carbon atom may be disubstituted
to form a C5-C7 epiral group or a carbom atom or sulfur atom may be
substirtuted vith 0 to form a carbonyl group or sulfonyl group (8(0),)
vith the proviso that a heterocyclic nitrogen may not be attached to a
nitrogen or the tricyclic ring system of formula I;

heteroaryl vherein heteroaryl is selected from unsubstituted or
substituted aromatic species and benz derivatives thereof including
pyridyl, thienyl, furanyl, or those groups containing two heterocatoms
selected from N, O or 5§ such as pyrazole, imidazole, isoxazole,
oxazole, thiazole or isothiazole (and oxidized versions thereof
selecred from 5(0), vherein m is 0-2), pyridazine, pyrimidine,
_pyrazine or those groups containing three hetercatoms chosen from N, 0
or § such as triazole or oxadiarole or triazine, or those groups
containing four hetercatoms such as tetrazole, vherein the N on the
heteroaryl group is optionmally substituted with R and the substituted
aromatic substituents include typical aromatic substituents selected
from hydroxy, alkoxy, balo or cyano and the heteroaryl group is
attached to -(Cl,), via a carbon atom or a hetercatom on the
heteroaryl group;

¥ 1s selectdéd from OH, OR’, OCOR’, S(O).l'. S(O).N!'R'. halo,C!'3 KR'R"
vith the proviso that NR’R" 1s not equal to Illizg or ¥ is CoOm’,
NR’COR", OCONR’, ll'C‘ﬂzl', (C3-6)cycloalkyl, NRCOMR’R", mzn'. or
COMER’ with the proviso that n ig greater than zero and;
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%, for groups other than ¥, is chosen franv-s;
R is selected from H or (1-4C)alkyl;

R’ and R" are independently selected from H, (1-4C)alkyl wherein alkyl
includes alkenyl(C2-C4) and alkynyl(C2-C4); (3-6C)cycloalkyl,
Phenyl(0-4C)alkyl-, heterocycle({0-4C)alkyl- or heteroaryl(0-4C)alkyl-
vherein phanyl or baterocycle or heteroaryl is as defined above and
any of the above is optionally substituted at one or more carbon atoms
vith halo, K, (1-4C)alkyl, (3-6C)cycloalkyl, phenyl, N0,, W, CF,, O,
0-(1-4C)alkyl, NR'R" S(O)nl' or sozn'n' vherein NR’R" may optionally
form an N-alkyl({Cl-3)oxyalkyl(C2-3) ring with N;

n 18 chosen from 0-2.

3. A compound according to claim 2 and pharmaceutically
acceptable salts thereof vherein:

Z 1s chosen from:
0, 8| or m;

Ring A is chosen from an ortho fused aromatic or heteroaromatic five-
or six-membered ring selected from phenyl, pyridyl, pyrrolyl or
thieny! either unsubstituted or substituted at one or more ring
carbon atoms with R' vherein R 15 independently selected from the
group consisting of hydrogen, halo, (1-4C)alkyl, NO,, CN,
(Cl-3)perfluorvalkyl, OH, OCF., (2-4C)alkenyl, (2-4C)alkynyl,
0(1-4C)alkyl, NR’R", SO,MR'R", or BO_R'3

2! 15 -(CH,) L vherein
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SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO

RADICACION: 0-97100 EDICTO No. 15060

LA SECRETARIA GENERAL AD-HOC
HACE SABER:

Que esta Superintendencla profiid Resoluclén No. 24876 de 20-SEP-2006. Que el contenido de la parte resolutiva es como sigue: El

Superintendents de Industria y Comerclo.

RESUELVE

ARTICULO PRIMERO: Negar o
comesporxilants a "COMPUESTO Y

ARTICULO SEGUNDO: Notificar

a la doctora Alicia Lioreda Ricawrte, an su
AB., entregdndola copla de la miema,
anmdmmm
notificacién o dentro de los 5 digs hiblles

NOTFIQUES
Dada en

EL SUPERINTENDENTE DE INDUSTRIA

Para notificar a los Interesados, se fija el p
COMERCIO, por o término de (10) diaz dlgn

Secretaria General Ad-Hoc 04-OCT-2006..
Secretaria General Ad-Hoc
EDICTO No. 15060

de peaients de Invencidn para la solickhuxd
PARA EL TRATAMIENTO DEL DOLOR".

delmllh'hycommb al momento de la
aecla

YCUMPLASE .-
,D.C.,alos "_ﬁf M

te _EDICTO en lugar visible al pabllco en la SUPERINTENDENCI
contados a pariir de las 8:30 a.m. de hoy.

Este adicio sa desfija hoy 18-OCT-2008 a las cinco (5:00 p/

http://10.20.1.1 1/Documentos/ApEdictos/edictos.php?fecha=04- 10-2006&kini=80
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