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(54) Title: 3-SUBSTITUTED PYRROLO(2.1-A]ISOQUINOLINE DERIVATIVES

(57) Abstract: The present invention relates to 3-substituted pyrrolo[2.1-a]dihydroisoquinolines which are in-hibitors of phospho-

diesterase 10a and can be used for combating cancer.
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wherein R® to R'! independently from each other denote C; 4-alkyl;
or
ii) naphthyl optionally containing one further OH group;
or
iii)  indolyl;

with the proviso that ethyl 8,9-dimethoxy-2-phenyl-5,6-dihydropyrrolo[2.1-ajiso-

quinoline-1-carboxylate is excluded;

and an isomer, a pharmaceutically acceptable salt, a hydrate or a hydrate of a pharma-
ceutically acceptable salt thereof.

A bond with a dotted line thereunder, === denotes a bond which alternatively is a

single bond or a double bond.

Compounds (I) wherein the radicals (R'O)x and (R?O)y are atached to the phenyl ring
in the following positions, are particularly preferred:

(R'0),

(R°0);

“
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We claim:
L. A compound of the formula

(R'0),

R® "

wherein
x and y independently from each other denote zero or 1 and x+yis 1 or 2;

R! and R? independently from each other denote hydrogen, C;-alkyl or CF,
or R! and R? together form a C;4-alkylene bridge;

R’ denotes hydrogen, formyl, (Cj4-alkyl)-carbonyl, (C;4-alkoxy)-carbonyl,
NO;, NRR!, Ci4-alkyl-NR°R’, C,4-alkyl-OR®, C4-alkyl-COOR?, Cs.o-
aryl-C;.4-alkyl wherein the aryl moiety is optionally substituted with 1 to 3
radicals selected from the group consisting of OH, Cj4-alkyl, and Ci4-
alkoxy;

wherein

RS and R’ independently from each other denote hydrogen, C;-alkyl,
Css-cycloalkyl, or Cs.jg-aryl-Ci4-alkyl wherein the aryl moiety is
optionally substituted with 1 to 3 radicals selected from the group
consisting of OH, C,4-alkyl and C,4-alkoxy;

25y
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or

R® and R together with the nitrogen atom to which they are attached
form a 5- to 7-membered heterocyclyl which may contain up to 2
further hetero atoms selected from the group consisting of N, O, and
S, which heterocyclyl can further be substituted with 1 to 3 radicals
selected from the group consisting of OH, C;4-alkyl, C,4-alkoxy, Cs.
10-aryl and aromatic 4- to 9-membered heterocyclyl with 1 to 4 hetero
atoms selected from the group consisting of N, O and S;

R® denotes hydrogen or C;4-alkyl;

R* denotes Ci4-alkyl;

R’is

i) Ce.14-aryl optionally containing 1 to 3 further substituents
selected from the group consisting of

halogen;
Ci-¢-alkyl which can be further substituted with one or more
radicals selected from the group consisting of Cy.¢-alkoxy, OH
and NH;;
Ci¢-alkoxy which can be further substituted with one or more

radicals selected from the group consisting of C;.s-alkoxy, OH,
and NHz;

Ce-10-aryloxy-Cy.¢-alkoxy;

278
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OH;
NOy;
CN;

CF3;
OCEF3;
N"R9Rl°;
CONR’R'%;
COOR*Y,;
SR
SOR'Y;
SOR!,
OSO;R;

-0-(CHz)14-0- wherein the oxygen atoms are bound to the aryl

moiety in ortho-position to each other;

phenyloxy or benzyloxy wherein the phenyl moieties can
contain one further substituent selected from the group
consisting of Cy¢-alkyl, C;¢-alkoxy, halogen and NO;;

phenyl optionally substituted with CN;

aromatic 4- to 9-membered heterocyclyl with 1 to 4 hetero

atoms selected from the group consisting of N, O and S;

and

saturated 5- to 7-membered nitrogen-containing heterocyclyl

which is bound to the Ce.j9-aryl moiety via the nitrogen atom
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and may contain up to 2 further heteroatoms selected from the
group consisting of N, O and S and which saturated hetero-
cyclyl can be further substituted with one or more radicals
selected from the group consisting of Cj.¢-alkoxy, OH and
NHy;

wherein

R’ and RY independently from each other denote
hydrogen, Cis-alkyl, (C¢-alkyl)-carbonyl, (C,.¢

alkoxy)-carbonyl, Ci--alkylsulfonyl, (Ci6-
alkylamino)-carbonylamino, (Cé.-19-arylamino)-
carbonylamino,

or

R’ and R' together with the nitrogen atom to which
they are attached, form a 5- to 7-membered saturated,
partially unsaturated or aromatic heterocyclyl which
can contain up to 3 further hetero atoms selected from
the group consisting of N, O and S, and which
heterocyclyl can contain 1 to 3 substituents selected
from the group consisting of Cj¢-alkyl, C;.¢-alkoxy,
Ce-10-aryl and aromatic 4- to 9-membered heterocyclyl
with 1 to 4 hetero atoms selected from the group
consisting of N, O and S;

R' is hydrogen, Cis-alkyl or Cq.1o-aryl;

25e
140



10

15

20

25

WO 03/014117

or

or

PCT/US02/24877

-74 -

Ci-12-alkyl which can contain 1 to 3 substituents selected from
the group consisting of C,.¢-alkyl, C-;.¢-alkoxy, Ce.jo-aryl and
aromatic 4- to 9-membered heterocyclyl with 1 to 4 hetero

atoms selected from the group consisting of N, O and S;

Cs.s-cycloalkyl which can contain 1 to 3 substituents selected
from the group consisting of Cj.¢-alkyl, C-1¢-alkoxy, COOR!!
wherein R is as defined above, Cg.j9-aryl and aromatic 4- to
9-membered heterocyclyl with 1 to 4 hetero atoms selected
from the group consisting of N, O and S;

aromatic Cj.9-heterocyclyl with 1 to 4 hetero atoms selected
from the group consisting of N, O and S which aromatic
heterocyclyl can contain 1 to 3 further substituents selected
from the group consisting of OH, C;s-alkyl, C-i.¢-alkoxy,
C¢-10-aryl which can contain 1 to 3 halogen radicals, CORM or
COOR! wherein R is as defined above, halogen, CN, and
saturated 5- to 7-membered nitrogen-containing heterocyclyl
which is bound to the Cg.10-aryl moiety via the nitrogen atom
and can contain up to 2 further hetero atoms selected from the
group consisting of N, O and S and which saturated hetero-
cyclyl can be further substituted with one or more radicals
selected from the group consisting of C¢-alkoxy, OH and
NH;;

28
16t
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with the proviso that ethyl 8,9-dimethoxy-2-phenyl-5,6-dihydropyrrolo[2.1-

alisoquinoline-1-carboxylate is excluded;

and an isomer, a pharmaceutically acceptable salt, a hydrate or a hydrate of a
pharmaceutically acceptable salt thereof.

A compound according to claim 1, wherein
xandy independently from each other denote zero or 1 and x+yis 1 or 2;
R' and R? independently from each other denote C)4-alkyl or CFs;

R® denotes hydrogen, formyl, (C;-alkyl)-carbonyl, (Ci4-alkoxy)-carbonyl,
NO,, NR¢R7, C4-alkyl-NR°R’, C)4-alkyl-OR®, Cy.4-alkyl-COOR®, or Ce.io-
aryl-C;4-alkyl wherein the aryl moiety can be substituted with 1 to 3 radicals
selected from the group consisting of OH, C;4-alkyl, and C;4-alkoxy;

wherein

R® and R” independently from each other denote hydrogen, C;4-alkyl,
Cig-cycloalkyl, or Cg.1o-aryl-Cj4-alkyl wherein the aryl moiety can be
substituted with 1 to 3 radicals selected from the group consisting of
OH, C;4-alkyl, and C,.4-alkoxy;

or

R® and R’ together with the nitrogen atom to which they are attached
form a 5- to 7-memberéd heterocyclyl which may contain up to 2
further hetero atoms selected from the group consisting of N, O, and S
and which heterocyclyl can be further substituted with 1 to 3 radicals
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The compounds (B) are described as having anti-tumor activity due to their ability to
intercalate into DNA. It is not mentioned that these compounds have any PDE 10a

inhibitory activity.

Surprisingly, it has been found that the pyrrolo[2.1-a]dihydroisoquinolines of the
present invention inhibit PDE 10a and exhibit an antiproliferative activity.

The present invention relates to compounds of the formula

R'0),

3 )
ROy, R

wherein

x and y independently from each other denote zero or 1 with the proviso that x+y =1

or2;
R! and R? independently from each other denote hydrogen, C;4-alkyl or CF; or
R! and R? together form a C;4-alkylene bridge;
R® and R* independently from each other denote C4-alkyl;

R® denotes Cs.14-aryl, optionally having 1 to 3 further substituents selected from the
group consisting of

halogen;
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C1-¢-alky!l which can be further substituted with one or more radicals selected
from the group consisting of OH, halogen, NH; and Cj.¢-alkoxy;

Cy¢-alkoxy which can be further substituted with one or more radicals se-
lected from the group consisting of OH, halogen, NH; , C;.s-alkoxy and Ce-10-
aryloxy;

-O-(CHj,)1.4-O- wherein the oxygen atoms are bound to the aryl moiety in or-

tho-position to each other;

phenyloxy or benzyloxy wherein the phenyl moieties optionally contain one
further substituent selected from the group consisting of Cy-alkyl, Cy.s-alk-
oxy, halogen, and NOy;

phenyl, optionally substituted with CN; and

4- to 9-membered aromatic heterocyclyl containing 1 to 4 hetero atoms se-

lected from the group consisting of N, O, and S;

RS and R’ independently from each other denote hydrogen, C,.¢-alkyl or, together

with the nitrogen atom to which they are attached, form a 5- to 7-membered
saturated, partially unsaturated or aromatic ring which can contain up to 3

further hetero atoms selected from the group consisting of N, O, and 8, and
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which ring can contain 1 to 3 substituents selected from the group consisting
of Cy.¢-alkyl, C-1.¢-alkoxy, Cg.1o-aryl, and 4- to 9-membered aromatic hetero-
cyclyl containing 1 to 4 hetero atoms selected from the group consisting of N,
0, and S; and

R® denotes hydrogen, Cy.¢-alkyl or Ce.1o-aryl-Cy.¢-alkyl

with the proviso that 8,9-dimethoxy-3-methyl-2-phenyl-5,6-dihydro-pyrrolo-[2.1-a)-

isoquinoline-1-carboxylic acid ethyl ester is excluded,

and an isomer, a (pharmaceutically acceptable) salt, a hydrate or a hydrate of a
(pharmaceutically acceptable) salt thereof.

An alternative embodiment of the present invention relates to compounds of formula

(D, wherein

x and y independently from each other denote zero or 1 with the proviso that x+y =1

or2;
R! and R? independently from each other denote hydrogen, C.4-alkyl or CF3 or
R' and R? together form a C).s-alkylene bridge;
R? and R* independently from each other denote Cy.4-alkyl;

R® denote (i) 131% optionally having 1 to 3 further substituents selected from the
group consisting of

F, Cl, Br;
Ci.s-alkyl;
Cis-alkoxy;
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Cé-10-aryloxy-Cy¢-alkoxy;
OH;

NO;

CN;

CF3;

OCF3;

NRR;

SRY;

-0-(CHy);.3-O- wherein the oxygen atoms are bound to the phenyl moiety in

ortho-position to each other;

phenyloxy or benzyloxy wherein the phenyl moieties optionally contain one
further substituent selected from the group consisting of C,¢-alkyl, Cy.¢-alk-
oxy, F, Cl, Br, and NO;

phenyl, optionally substituted with CN; and
benzoxazolyl;

(ii) n;aglp_'l_, optionally having 1 to 3 further substituents selected from the
group consisting of
F, Cl, Br;
Ci¢-alkyl;
Ci.s-alkoxy;
CF;; and
NR®R” (wherein R® and R’ are as defined above); or

(iti) phenanthrenyl;
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RS and R’ independently from each other denote hydrogen, Cy¢-alkyl or, together
with the nitrogen atom to which they are attached, form a 5- to 7-membered
saturated heterocyclyl which can contain up to 3 further hetero atoms selected
from the group consisting of N, O, and S, and which saturated heterocyclyl
can contain 1 to 3 substituents selected from the group consisting of C,.¢-al-
kyl, C-1.¢-alkoxy, Ce.jo-aryl and 4- to 9-membered aromatic heterocyclyl
containing 1 to 4 hetero atoms selected from the group consisting of N, O,
and S; and

R® denotes hydrogen, Cy.s-alkyl or Cs.jo-aryl-Cr.s-atky!

with the proviso that 8,9-dimethoxy-3-methyl-2-phenyl-5,6-dihydro-pyrrolo-{2.1-a]-
isoquinoline-1-carboxylic acid ethyl ester is excluded,

and an isomer, a (pharmaceutically acceptable) salt, a hydrate or a hydrate of a
(pharmaceutically acceptable) salt thereof.

A further altermnative embodiment of the present invention relates to compounds of

formula (I), wherein

x and y independently from each other denote zero or 1 with the proviso that x+y = 1

or2;
R' and R? independently from each other denote hydrogen, Cy.4-alkyl or CF; or
R! and R? together form a methylene bridge;
R’ and R* independently from each other denote Cy4-alkyl;

RS denotes

,\jfacé
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phenyl, optionally having 1 to 3 further substituents selected from the
group consisting of

F, Cl, Br;

CHs, CzHs, i-C3Hy;

OCHj;, OC,Hs, i-OC3Hy;

phenyloxy-C,4-alkoxy;

OH;

NO;;

CN;

CF3;

OCFj3;

NR°R';

SR,

-0-(CHy)2.3-O- wherein the oxygen atoms are bound to the phenyl

moiety in ortho-position to each other;

phenyloxy or benzyloxy wherein the phenyl moieties optionally con-
tain one further substituent selected from the group consisting of C;4-
alkyl, Cy4-alkoxy, F, Cl, Br, and NO;

phenyl, optionally substituted with CN; and
benzoxazolyl;

napthyl, optionally having 1 to 3 further substituents selected from the
group consisting of

F, Cl, Br;

Ci.4-alkoxy;

CF3; and

NR°R’ (wherein R® and R’ are as defined above); or

257
254
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(iii) phenanthrenyl;
R® and R7 independently from each other denote hydrogen, Ci.¢-alkyl or, together
with the nitrogen atom to which they are attached, form a 5- to 7-membered
saturated heterocyclyl; and

R? denotes hydrogen, Cy4-alkyl or phenyl-Cy.4-alkyl

with the proviso that 8,9-dimethoxy-3-methyl-2-phenyl-5,6-dihydro-pyrrolo-[2.1-

alisoquinoline-1-carboxylic acid ethyl ester is excluded,

and an isomer, a (pharmaceutically acceptable) salt, a hydrate or a hydrate of a
(pharmaceutically acceptable) salt thereof.

Compounds (I) wherein the radicals (R'0), and (R?Q)y are attached to the phenyl ring

in the following positions, are particularly preferred:

R'0),

(R°0);

Pharmaceutically acceptable salts according to the invention are non-toxic salts
which in general are accessible by reaction of the compounds (I) with an inorganic or
organic base or acid conventionally used for this purpose. Non-limiting examples of
pharmaceutically acceptable salts of compounds (I) include the alkali metal salts, e.g.
lithium, potassium and sodium salts, the alkaline earth metal salts such as the magne-
sium and calcium salts, the quaternary ammonium salts such as, for example, the

triethyl ammonium salts, acetates, benzene sulphonates, benzoates, dicarbonates,

740
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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

Descripcion: Folios 11-179 como se radico inicialmente
Reivindicaciones: Folios 180-216 como se radico inicialmente
Prioridad: Folio1 EP, 30-06-2003, 03014424.0

2. Objeto de la invencién

Titulo de la solicitud: PIRROLODIHIDROISOQUINOLINAS COMO INHIBIDORES
DE PDE10 (folio 1)

El problema técnico planteado en esta solicitud esta relacionado con la necesidad
de obtener otros compuestos derivados de pirrolodihidroisoquinolina, como
inhibidores de PDE10, Utiles en el tratamiento de desordenes neuroldgicos y
psiquiatricos tales como ansiedad, adiciones a drogas, trastornos del movimiento o
de deficiencia cognitiva (folios 13-14; pag. 1-2).

Para solucionar este problema técnico la solicitud en estudio proporciona en:
Reivindicaciones 1-15: un compuesto de formula | y sus sales, estereoisbmeros,
hidratos e hidratos de sus sales.

R1 R4 R41
R5
R2 R51
N -R6
|1
R re R7

Reivindicaciones 16: uso de un compuesto.

a\
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Reivindicacion 17: una composiciéon farmacéutica que comprende por lo menos un
compuesto de formula (1).

Reivindicaciones 18-20: relacionadas con un método de tratamiento.

Clasificacion Internacional de Patentes (IPC): C07D471/04, A61K31/4745,
AB61P25/00

3. De la solicitud de Patente

3.1. Reivindicaciones (articulo 30 D 486)

En reivindicaciones 1-15 se solicita un compuesto de férmula | y sus sales,
estereoisémeros, hidratos e hidratos de sus sales, formula con radicales con
radicales R'-R®, R*!, R®": No obstante, se encuentra que existe falta de claridad,
concisioén, alcance definido y sustento al revisar la formula | con los sustituyentes
dados y los compuestos ejemplificados con accién inhibitoria PDE10, en vista de las
siguientes observaciones:

> Se reclaman hidratos de los compuestos de formula (I) y de sus sales, peroen la
descripcion no existe sustento de sintesis de alguno de estos hidratos.

» El término “sustituido predominantemente” presente en diversos radicales no
tiene un significado claro ni conciso.

> Se establecen sustituyentes con términos generales y ambiguos como “arilo,
ariloxi, arilalcoxi, arilalquilo, arilsulfonilo, los radicales R11 y R612 forman un
anillo heterociclo saturado de 5-7 miembros con un N (Het1), R7 es Het2: un
radical heteroarilo de 5-10 miembros monociclo o biciclo fusionado con 1-3
heteroatomos de N.O 6 S, 6 un radical de anillo heterociclico de 9-10 miembros,
biciclo fusionado, parcialmente saturado, que contiene una_anillo de benceno y
1-2 heteroatomos de NO 6 S.

Es necesario que los arilos y dicho anillos sean definidos de manera especificay
acorde con los ejemplos que presentan actividad farmacolégica.

» En lareivindicaciéon 15, no es adecuada la caracterizacién de un compuesto por
usarse en terapia, ya que un compuesto s6lo debe caracterizarse por su
estructura o formula quimica.

> No existe sustento para la amplia materia solicitada, puesto que de los
sustituyentes que representan cada radical, en los compuestos sintetizados y de
los que se sefialan con actividad sélo se ejemplifican los siguientes:

R:H,CI6F
R% alcoxiC1.
R metoxi
RYH R*:H
R®: H, alquiloC1.2, -CN, metoxicarbonilo,
6 R*y R® son un alquilenoC,4 formando un anillo de fenantridina
R®: alquiloC1.,
alquiloC4. sustituido por metoxicarbonilo 6 metilmorfolinilo

R’: fenilo
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sustituido por -OH, -F, -NO., metilo, -NH2, -C(O)OH, metilsulfonilamino,
morfolinsulfonilamino 6 -C(O)NH..
quinolina o isoquinolina
indolilo
opcionaimente sustituide por metilfenil-4-sulfonilo, morfolinsulfonilo,
dimetilaminosulfonilo

pirrolilo

sustituido por metilfenil-4-sulfonilo
N-oxi-piridilo
naftilo
R® -CN, -C(0)-R® con R? etilo

En reivindicacién 17, se solicita una composiciéon farmacéutica que comprende por lo
menos un compuesto de formula (I). Sin, embargo el termino por lo menos no es
conciso porgue significa uno o mas (de forma ilimitada) compuestos en la
composicion.

Por lo anterior, el capitulo reivindicatorio no cumple con el requisito de tener claridad,
concision y sustento de acuerdo con las exigencias del articulo 30 de la Decision
486.

4. Reivindicaciones relativas a un uso o a un segundo uso (articulos 14y 21D
486)

De acuerdo con los articulos anteriores, la reivindicacién 16, relacionada con el uso
de un compuesto, no se considera objeto de proteccién puesto que el uso no es un
producto o un procedimiento tecnolégico. Por lo que se recomienda al solicitante
eliminarla del alcance de la invencién.

5. Excepcion a la patentabilidad (articulo 20 D486 literal d)

Las reivindicaciones 17-20, relacionadas con un método de tratamiento, estan
exceptuadas de patentabilidad de acuerdo con el articulo anterior. Por lo que es
recomendable eliminarlas del alcance de la solicitud.

6. Determinacién del Estado de la Técnica

Considerando que la fecha de presentacién de la primera solicitud de patente de la
cual se reivindica prioridad es 30-06-2003, se buscaron documentos del estado de la
técnica relacionados, con fecha de publicacién anterior a ésta.

N° | Documento Titulo Fecha de publicacién

3-substituted pyrrolo[2.1-
D1| WO0314117 aJisoquinoline derivatives 20-02-2003

pyrrolo (2.1-a) dihydroisoquinolines
D2 | WO0248144 | and their use as 20-06-2002
phosphodiesterase 10a inhibitors

Anterioridad D1 en folios 275-282 y D2 en folios 283-290

7. Analisis de patentabilidad (articulo 14 D486)

Q@C)
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7.1Nivel inventivo(articulo18 D486)

Se solicita en las reivindicaciones 1-15 un compuesto de férmula | y sus sales,
estereoisémeros, hidratos e hidratos de sus sales y en la reivindicacién 17 una
composicion farmacéutica que comprende por lo menos uno de dichos compuestos
en un vehiculo farmacéuticamente.

SOLICITUD D1 D2
Un compuesto de formula Un compuesto de formula (1) Un compuesto de formula (1)
R'0),
RS
®of )
R®
o
® R ) R 0
----: enlace simple o doble
Con radicales R™R®, R* y [ x:1 y: 1 x1 y1
R%! segun capitulo | R%: H, alquilo  R% H, alquilo R% H, alquilo R% H, alquilo
reivindicatorio. 6 R'y R% alquilenoC14 6 R'y R% alquilenoC14
R®: formilo, amino R*: alquiloC14
R* alquiloC14 R*: alquiloC1.4
R®: ariloCs.14 R®: ariloCe.14
opcionalmente  sustituido con opcionalmente  sustituido con
halégeno, alquilo, -NH2, alcoxi, halégeno, alquilo, -NO2, -NH2,
OH, -COOH, -COOalquilo, mono 6 alcoxi, OH, aquilamino,
di alquilaminocarbonilo, - dialquilamino, fenilo, feniloxi, entre
S02alquile, -SO2arilo, entre otros. otros.
Heteroaromatico de C2oy 1-4 | (folios 284-286 y 290; pag. 4-6 y
heteroatomos de NO, 06 S 10)
opcionaimente sustituido por OH,
alquilo, alcoxi, ariloC6-10, carboxi,
halégeno, CN, entre otros.
(folios 276-282; pag. 16, 70-75)

Los documentos D1 (folios 276-282; pag. 16, 70-75) y D2 (folios 284-286 y 290, pag.
4-6y 10) revelan compuestos derivados de pirrolodihidroisoquinolina de formulas (1)
como inhibidores de PDE10, tal como se ensefia arriba en el cuadro comparativo.

La solicitud se diferencia tanto de D1 como de D2 en que en la posicién 5 tiene un

metilo (acorde con los ejemplos que presentan actividad), mientras que en D1y D2
existe un H en esa posicion.

El Efecto Técnico que logra la diferencia es que los compuestos presentan actividad
como inhibidores de PDE10, siendo Utiles para el tratamiento de desordenes
neuroldgicos y psiquiatricos.

El Problema Técnico Objetivo de esta solicitud esta relacionado con la necesidad de
obtener otros compuestos derivados de pirrolodihidroisoquinolina como inhibidores
de PDE10, utiles en el tratamiento de desordenes neurolégicos y psiquiatricos.

No obstante, puesto que la introduccién de un metilo en la posicion 5 de la
pirrolodihidroisoquinolina mantiene la actividad biolégica de los compuestos analogos
divuigados en D1 y D2, se considera que los compuestos de la solicitud y
composiciones que los contienen no tienen nivel inventivo, siendo entonces una
alternativa a los compuestos de D1y D2.
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8. Conclusion

Los requisitos de patentabilidad de la presente solicitud se encuentran afectados asi:

o ° Reivindicaciones . .
N Documento N afectadas Requisito que afecta
D1 WO0314117 1-15y 17 Nivel inventivo
D2 WO00248144 1-156y 17 Nivel inventivo

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

Notifiquese el presente oficio conforme a lo dispuesto en el articulo 8 de la
resolucién reglamentaria No. 00210 del 15 de enero de 2001, advirtiendo que contra
él no procede recurso alguno en la via gubernativa.

ESPEDES DE VERGEL
Jefe de Division de Nuevas Creaciones

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

91U, 2008

CONCEPTO TECNICO EXAMINADOR TECNICO
No. 1667 Cadigo No. 202079




