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Industria y Comercio

SUPERINTENDENCIA

DIVISION DE NUEVAS CREACIONES

| | RADICACION EXPEDIENTE No. 06-74367
EL EXTRACTO DE LA PRESENTE SOLICITUD DE i?A'rENTE.DE INVENCION
® FUE PUBLICADO EN LA GACETA DE PROPIEDAD |-N5U$TR|AL No 582 DE
‘FECHA 30 DE NOVIEMBRE DE 2007 EL TERMINO HABIL séﬁALADO PORLA

-LEY EXPIRA EL 27 DE FEBRERO DE 2008

NOTA: Dentro del plazo de los seis (6) meses sigulentes a partir de la fecha de publicacion
en la. gaceta de Propiedad Industrial, deberéd solicitar y cancelar el examen de
patentabilidad so pena de que fa solicifud caiga en. abandono,’ de acuerdo con: lo
establecido en el Articulo 44 de 1a Decisién 486/2000. :

 SE PRESENTARON OPOSICIONES POR PARTE DE TERCEROS.
sl _ NO X
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(54) Title: HETEROINDANES: A NEW CLASS OF POTENT CANNABIMIMETIC LIGANDS

(57) Abstract: One aspect of the invention is concerned with cannabimimetic hetaroindane analogs having affinitles and/or selec-
tivities for a cannabineid receptor. A further aspect of the invention is concerned with pharmacentical preparations employing the
inventive analogs and methods of administering therapeutically effective amounts of the inventive analogs fo provide a physiological
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What Is Claimed Is:

1. A compound of formuia } below, and physiologically acceptable salts,
comprising: -

R2
Newt
R1

wherein,
R1 comprises —Q-Z ‘
meomprises an optionally present alkyi group having 1 to about 7 carhon

atoms if present;
zZ comprises in any possibie posriion, any possible member selected from H,

mwmh AT B T kLR s 18 W”"‘?AA B

halogen, N, NCS CN, Noé, NX,XZ. oxs, OAc, NHCOalkyi CHO, CF,, C(O)OXS,
8O,H, SONXX,, CONX,X,, acyl, substituted acyl, aroyi, substituted eroyi,
'heteroaroyi, substituted heteroaroyl, O-acyl, O-aroyl, OalkylOH, OalkyINX,X;, NH-
acyl, NH-aroyl, alkoxy, alkylmercapto, alkylamino or di-alkylamino;
X1 and X, ¢ each independently comprﬁiggﬂui;i or aikyl or
X1 and Xz together comprise part of a het;hmcyciic nng_ having about 4
to about 7 ring members and optionally one additional heteroatom selected
from O, Nor 8, or
X, and X, together comprise part of an imide ring having about § to
about 6 members,

X, comprises H, alkyl, hydroxyloweralkyl, or alkyl-NX,X,; or

Z comprises, in any possible position, any possible member selected from 1-,
2- or 3-pyrrolidinyl, 1-, 2-, 3- or 4-piperidinyl, 2-, 3~ or 4-morpholinyl, 2-, 3~ or 4~
thiomorpholinyl, 1-, 2- or 3-azetidinyi, 1- or 2-piperazinyl, 2- or 3-tetrahydrofuranyl;
or-any above group substituted on at least one available ring atom by an alkyl group;
or any above group independentiy substituted on at least one avallable ring nitrogen
atom by at least one of an alkyl group, a benzyi group, a Iower-aikoxybenzyi group,
a benzhydryl group, a substituted benzhydryl group, a phenyl group, a substituted
phenyl group, a methylbenzy! group, a substituted methylbenzyl gtoup; or any above

30
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X, and X, each independently comprise H or alkyl, or

X; and X, together comprise part of a heterocyclic ring having
about 4 to about 7 ring members and optionally one additional
heteroatom selected from O, N or §, or

X, and X, together comprise part of an imide ring having about
5 to about 6 members,

X5 comprises H, alkyl, hydroxyloweralkyl, or alkyl-NX,X;

R2 comprises -Q1-het-Qz-Z'

Q1 comprlses an optlonally prasent alkyl group having 1 to about 5 carbon
atoms |f present '

het comprlses O NorS;

(:22 compnses an optionally present alkyl group having 1 to about carbon
atoms if present

Z comprises, in any possible position, any possible member selected from H

halogen ) Na, NCS, CN, NO,, NX,X;, OX;, OAc, NHCOalkyl, CHO, CF,, C(O)OXS,
SO,H, SONXX,, CONX,X, acyl, substituted acyl, aroyl, substituted aroyl,
heteroaroyl, substituted heteroaroyl, O-acyl, O-aroyl, OalkylOH, OalkyINX,X,, NH-
acyl, NH-aroyl, alkoxy, alkyimercapto, alkylamino or di-alkylamino. |
X, and X, each independently comprise H or alkyl, or
X, and X, together comprise part of a heterocyclic ring having about
4 to about 7 ring members and optionally one additional heteroatom selected
fromQ,NorS,or
X, and X, together comprise part of an imide ring having about 5 to
about 6 members.
X, comprises H, alkyl, hydroxyloweralkyl, or alkyl-NX,X,; or

Z comprises, in any possible position, any possible member selected from 1-,
2- or 3-pyrrolidinyl, 1-, 2-, 3- or 4-piperidinyl, 2, 3~ or 4-morpholinyl, 2-, 3- or 4-
thiomorpholinyl, 1-, 2- or 3-azetidinyl, 1- or 2-piperazinyl, 2- or 3-tetrahydrofuranyl;
or any above group substituted on at least one available ring atom by an alkyl group;
or any above group independently substituted on at least one available ring nitrogen
atom by at least one of an alkyl group, a benzyl group, a lower-alkoxybenzyl group,

32
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X, comprises H, alkyl, hydroxyloweralkyl, or alkyl-NX;X,; or

Z comprises, In any possible position, any possible member selected from a
carbocyclic ring having about 4 to about 7 ring members, a heterocyclic ring having
about 4 to about 7 ring members, an aromatic ring having about 5 to about 7 ring
members, a heteroaromatic ring having about 5 to about 7 ring members, a bicyclic
ring, a heterobicyclic ring, a tricyclic ring, a heterotricyclic ring, a polycyclic ring, a
heteropolycyclic ring; or any above group substituted on at feast one available ring
atom; and wherein the connecting point to the Z group can be any possible ring
atom; or

R2 comprlses —01—)(—02—2 )

Q1 compnses an optlonally present alkyl group having 1 to about 5 carbon
atoms n‘ present

Qz compnses an optionally present elkyl group having 1 to about 5 carbon
atoms if present and connected to a C, O or N atom in the X group;

X is optlonally present and oomprises any possible member selected from
C(0), C(O)O OC(0O)0O, NC(O)O, C(O)NT, NTC(O), OC(O)NT C(O)NTT C(O)NTNT,
NTC(O)NT if present, -

T compnses H an alkyl group comprising 1 to about 4 C atoms, a
heteroalkyl group comprismg 1 to about 4 C atoms, a carbocyclic ring havmg
about 4 fo about 7 ring members, a heterocyclic ring having about 4 to about
7 ring members, an aromatic ring having about 5 to about 7 ring members or
a heteroaromatic ring having about 5 to about 7 ring members or any above
group having a substituent group on at least one available ring atorn;

) Z compnses in any possible position, any possible member selected from H,
halogen Na, NCS CN, NO,, NX;X;, OX;, OAc, NHCOalkyl, CHO, CF;,, C(O)OXS,' |

SO;zH, SO,NX;X,, CONX,X; acyl, substituted acyl, aroyl, substituted aroyl,
heteroaroyl, substituted heteroaroyl, O-acyl, O-aroyl, OalkylOH, OalkylNX,X,, NH-
acyl, NH-aroyl, alkoxy, alkylmercapto, alkylamino or di-alkylamino,

X, and X, each independently comprise H or alkyl, or

34
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wherein X and Y in the Z structure each independently comprise H,
halogen, N;, NCS, CN, NO,, NXX,, OX;, OAc, NHCOQalkyl, CHO, CF,,
COOX,, SO;H, SONX,X;, CONX,X;, acyl, substituted acyl, aroyl, substituted
aroyl, heteroaroyl, substituted heteroaroyl, O-acyl, O-aroyl, OalkylOH,
OalkylNX,X,, NH-acyl, NH-aroyl, alkoxy, alkylmercapto, alkylamino or di-
alkylamino, alkylsulfinyl, alkylsulfonyl or methylene dioxy when Z comprises
a structure having two adjacent carbon atoms,

X, and X, each independently comprise H or alkyl, or

X, and X, together comprise part of a heterocyclic ring having
about 4 to about 7 ring members and optionally one additional
heteroatom selected from O, Nor S, or

X, and X, together comprise part of an imide ring having about

5 to about 6 members, .

X, comprises H, alkyl, hydroxyloweralkyl, or aikyl~NX1X2§- or

Z comprises, in any possible position, any possible member selected from
a carbocyelic ring having about 4 to about 7 ring members, a heterocyclic ring
having about 4 to about 7 ring members, an aromatic ring having about 5 to
about 7 ring members, a heteroaromatic ring having about 5 to about 7 ring
members, a bicyclic ring, a heterobicyclic ring, a tricyclic ring, a he‘cerotriéyclic
ring, a polycyclic ring, a heteropolycyclic ring; or any above group comprising a
substituent group on at least one available ring atom; and wherein the connecting

. point to the Z group can be any possible ring atom; and

R3 compnses a substituent at any or all of the posslble 4~, 5-, 6- and/or 7-
posmons wherein each substituent is independently selected from H halogen Na,

CONX1X2, acyl substituted acyl, aroyl substatuted éroyl heteroaroyl substltuted
heteroaroyl, O-acyl, O-aroyl, OalkyIOH OalkyINX,X,, NH-acyl NH-aroyl alkoxy,
alkylmercapto, alkylamino or di-alkylamino, alkylsulfinyl, alkylsulfonyl or methylene

dioxy when Z comprises a structure having two adjacent carbon atoms,
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28 A pharrnaceutical composition comprising a therapeutically effective amount
R SR R T UTRER e e

of at least one compound selected from olaim 1, claim 9 or claim 18, or a
physiologically acceptable salt thereof.

27. A method of stimulating a cannabinoid receptor in an individual or animal
comprising administering to the individual or animal a therapeutically effective
amount of at least one compound selected from claim 1, claim 9 or claim 18, or a
physiologically acceptable salt thereof.

28. A method of selectively stimulating CB2 cannabinoid receptors in an individual

or animal comprising administering to the individual or animal a therapeutically
effective amount of at least one compound selected from claim 1, claim 9 or claim
18, or a physiologically acceptable salt thereof.

29. A method of treating a condition selected from central pain, peripheral pain,
inflammatory pain, neuropathy. a neurodegenerative disease, a mental disorder, a
disease associated with motor function, inflammation, epilepsy; glaucoma; nausea

assoclated with cancer chemotherapy; nausea associated with AIDS was‘ting~

syndrome; or of reducing endotoxic shock; or of reducing hypotensive shock; or of
modulating appetite; or of reducing fertility; or of providing neuroprotection; or of
suppressing memory; or of producing peripheral vasodilation: . comprising
administering to an Individual or ‘animal having the condifon a therapeutically
effective amount of at least one compound selected from claim 1, claim 9, claim 18,
or a physiologically acceptable salt thereof.

30. Use of a therapsutically effective amount of at least one compound selected
from claim 1, claim 9, claim 18, or a physiologically acceptable salf thereof as an
immunomodulating drug or an antiinflammatory agent.
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2020
Bogota, D.C.,

Abogado
/J LUIS PATINO LEYVA

ASUNTO Radicacién 06-074367
Tramite 002
Evento 001
Actuacién 430
Oficio YLLET
Folios 10
o Patente de Invencién X Patente de Modelo de Utilidad [
Via Nacional D
Via PCT (fase nacional) X Cap. | Cap. i X
No. Sol. Internacional PCT/EP2005/000365
Fecha de Presentacién Internal. Enero 15 de 2005

Como resultado del examen de fondo, realizado con fundamento en el articuio 45 de
la Decision 486 de la Comision de la Comunidad Andina, se le comunica:

1. Documentos estudiados

. 1.1. Descripcion: Folios: 43 a 76 como se radico inicialmente

1.2, Reivindicaciones: Folios: 77 a 82 como se radicé inicialmente
Folios: 96 a 101 modificadas

1.3.  Prioridad: DE No. 102004005172.0 del 02 de Febrero de 2004

2. Objeto de la invencién

Titulo de la solicitud: "DERIVADOS DE INDAZOL COMO INHIBIDORES DE
LIPASAS SENSIBLES A HORMONAS”.

El objeto de la presente solicitud de patehte de invencidn consiste en:

e Reivindicaciones 1 a 8: Derivados de Indazol de las formulas (1) 6 (ll)

Exp 2006 074367
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‘o Reivindicaciones 9 a 13: Medicamento que comprende un derivado de
Indazol de formula (1) 6 (l1).

¢ Reivindicaciones 14 a 20: Usos
» Reivindicacién 21: Proceso para producir un medicamento.

El problema planteado en esta solicitud es el proveer derivados de Indazol ; los
cuales pueden utilizarse en alteraciones metabdlicas.

Para solucionar este problema técnico la solicitud en estudio presenta derivados
de Indazol de féormula () y (Il), y su medicamento.

El objeto de la invencién definido anteriormente se clasifico de acuerdo con la
IPC: A61K 31/416

3. De la solicitud de Patente

3.1 Titulo

Se recomienda ajustar el titulo, a lo que se desea proteger a través del
capitulo reivindicatorio; ya que los Usos de acuerdo a la normatividad vigente
no son patentables.

3.2 Reivindicaciones (articulo 30 D 486)

¢ La Reivindicacién 1; no es concjsa, porque los radicales tienen muchos
significados y sustituciones; solicitando un nimero grande de compuestos
posibles reclamados bajo la caracteristica esencial de las formulas (1) 6
(I1); de otra parte, la palabra opcionalmente no delimita de manera
inequivoca la materia a proteger.

« Las Reivindicaciones 11 a 13; no estan definiendo de manera inequivoca
un medicamento a través de sus caracteristicas técnicas, sino por su uso.
Las mismas no se aceptan.

o La Reivindicacién 21; desea proteger un proceso para preparar un
medicamento de formula (I) 6 (Il); el cual esta descrito de forma de una
operacion convencional dentro de la practica de laboratorio y en el disefio
de formulaciones farmacéuticas; y no se encuentra definido de manera
inequivoca. '

Por-o anteriormente expuesto, es preciso requerir al interesado para que
sefiale el alcance de su invencion.
4. Reivindicaciones relativas a un uso o a un uso distinto (articulos 14 y 21 D 486)

Las Reivindicaciones 14 a 20 reclaman uso, y de acuerdo con la legislacion
Colombiana, el uso reclamado no se considera para proteccion por patente.

Exp 2006 074367
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5. Determinacion del Estado de la Técnica

La fecha que se ha tenido en cuenta para determinar el Estado de la Técnica es:
« Fecha de presentacién de la solicitud prioritaria: Febrero 02 de 2004
Teniendo en cuenta la fecha indicada se consultaron las bases de datos y los

archivos con que cuenta la entidad con fecha de publicacién anterior y se
encontré el siguiente documento que anticipa el objeto de esta solicitud:

Ne Documento Titulo - Fecha
HETEROINDANES: A NEW
D1| WO 03/035005 CLASS OF POTENT M%‘;&ng ;%03
CANNABIMIMETIC LIGANDS ,

6. Andélisis de patentabilidad (articulo 14 D486) .
8.1 Novedad (articulo16 D486)

e Reivindicacion 1: Derivados de Indazol de las formulas (1)-6 (1I)

s Reivindicacién 9. Medicamento que ‘comprende un derivado de Indazol de

formula (1) 6 (11).

CARACTERISTICAS ESENCIALES DE LA
SOLICITUD COLOMBIANA No. 06:074367

D1 =WO 03/035005

Derivado de Indazol de formula (l): Compuesto de farmula ({):
~R1
3 4!;( A3 R2
RS RS l
8 K X ‘}%“ ,Ra : N/

R2 (i) Donde:

X==C(R), slendo
R= Hidrogeno, halo, hidroxi; amino, ciano,

1
Rt () Donde:

Carbone
R3= Hidrégeno, halo, hidroxi, amino, ciano,

trifiuorometilo, nitro, arilo €8-10, heteroarilo ©5-12...
v R3
Wen' ‘
R2 Donde;
W= -C(O)-, -5(Q)-

R2= Hidrogeno, alquilo C1-6
' R3= Hidrdgeno, alquilo C1-6

trifluorometilo, nitro, arilo, heteroarilo ...
R1=-Q-Z, siendo. i
Q= Grupo alquilo opcionalmente presente

Z= -SO2NX1X2 y CONX1X2, siendo:

X1= Hidrégeno, alquilo
X2= Hidrégeno, alquilo

~R1
M

Donde:

Y=-Oxigeno
R1= Alquilo C1-8

R2= -Q1-het-Q2-Z, siendo:

| Q1= Grupo alguilo opcisnalmente presente

het= -O-

Q2= Alquile C1-5 y Z= Hidrégeno
Pags. 30, 32, 34 y 36 del Documenta

[ Derivado de indazol de formula ()
4 Y-“w\ ".Rz
s X La o
¥ W R3
sx\x/ 4
? R1 () Donde:

X==C(R), siendo
R= Hidrageno, halo, hidroxi, amino, clano,

Compuesto de formula (1):

, R2
R3 l

|
Rt () Donde:

Carbono _ ,
R3= Hidrageno, halo, hidroxi, amino, ciano,
frifluorometilo, nitrp, arilo, heteroarlio ...

trifluorometilo, nitro, arilo_ €6-10, heteroarilo C5-12..

Exp 2006 074367
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R1= Alquilo C1-6 . ' R1= -Q-Z, siendo:
1 Q= Grupo alquilo opcionalimente presente
Z= Hidrégeno-
=}
b ‘}4-—@3 R2= -Q1-X-Q2-Z, siendo:

Donda: 1 Q1= Grupo alguilo opcionalmente presente
Y= Qxigeno X= -QC(O)NT, siendo:
W= -C(O)- T= Hidrbgeno
‘R2= Hidrogeno Q2= Grupo alquilo opclonalmente presente
R3= Hidrégeno Z= Hidrégeno

- _ Pégs. 30, 32, 34 y 36 del Documento
Medicamento que comprende un derivado de Compasicidn Farmacéutica del compuesto de
Indazol de formula (1) 6 (Ih | formula ()
_Pag. 54 del Documerito

Teniendo en cuenta el objeto de la invencién y la materia descrita en la
anterioridad D1, esta dependencia se permite sefialar. que para la reivindicacién
1y sus dependientes y la reivindicacion 9 y sus dependientes; no son nuevos los
Derivados de Indazol de férmulas (1) y (11), ni su medicamento.

’ 7. Conclusién:

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

N° 'Documéhto N°. | Reivindicaciones afectadas | _Requisito que afecta
D1 WO 03/035005 1813 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 notificacién 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
denegara la patente.

ﬂ Notifiquese el presente oficio conforme a lo dispuesto en el numeral 5.2, literal
. e), del capitulo quinto (5), del titulo primero de la circufar tnica N° 10 de 2001.

El anterior requenrr/}uﬁnthgl, fue Mnotcf‘cado por fuacnén en lista, de fecha
MHORER 7T

EXAMINADOR TECNICO

CONCEPTO TECN'CO No. 449 Cédigo No. 202080

ot -
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