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permitó soHcitar a Lid. que,se real.ioe el examen do patentabiiidad de Ia invenciOn arriba citada, 

4. para to cuat anexo el comprobantØ do pago No.08-40.9si de Mayo ZI de 2008, 
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EL EXTRACTO DE LA PRESENTE SOLICITUD DE PATENTE DE INVENCIÔN 

� 
FUE PUBLICADO EN LA GACETA DE PROPLEDAD INDUSTRIAL No 582 DE 

FECHA 30 DE:NOV$EMBRE DE 2007 EL TERMINO HABIL SEI4ALADO POR LA 

LEY EXPIRA EL 27 DE FEBRERO DE 2008 

NOTA; Dontro del plazo de los seIs(6) moses siguientes a partir de Is fetha do püblIaeión 
en Is gaceta do Propiedad Industrial, ..deberÆ solicitar y cancØlar ci examen do 
patentabilldad so pens do que Is solicitud caiga en abandono, de acuerdo con to 
establecido en ci Articuto 44 de is Decision 486/2000. 
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(54) Title: HETEROINDANES A NEW CLASS OF POTENT CANNABIMIMETIC LIGANDS 

(57) Abstract: One aspect of the invention is concerned with cannabintimetic Iietcroindane analogs having affinities and/or selec-
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inventive analogs and methods of administering therapeutically effective amounts of the inventive analogs to provide a physiological 
effect. 
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What is Claimed Is: 
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1. A compound of formula I below, and physiologically acceptable salts, 

comprising: 

wherein, 

� I comprises=. 
Q comprises an optionally present alkyl group having I to about 7 carbon 

...... 
atoms if present; 

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

halogen, N3, NCS, CN, NO2, NX1X2, OX3, OAc, NHCOa(kyl, CHO, CF3, C(0)0X3, 

803H, S02NX1X2, CONX1X21. acyl, substituted acyl, aroyl, substituted aroyl, 

heteroaroyt, substituted heteroaroyL 0-acyl, 0-aroyl, OaIkylOH, ’OaIkyINX1X, NH-

acyl, NH-aroyl, alkoxy, alkylmercapto, alkylamino or di-alkylamino; 

X1 and X2 each Independently comprise H or alkyl, or 
........................... 

X1 and X2 together comprise part of a heterocyclic ring having about 4 

to about 7 ring members and optionally one additional heteroatorn selected 

from O,NorS,or 
X1 and X2 together comprise part of an imide ring having about 5 to 

about 6 members, 
X. comprises H, alkyl, hydroxytoweralkyl, or alkyl-NX1X2; or 

Z comprises, in any possible position, any possible member selected from I-, 

2- or 3-pyrrolidinyl, 1-, 2-, 3- or 4-piperidinyl, 2-, 3- or 4-morphollnyl, 2-, 3- or 4-

thlomorpholinyt, 1-, 2- or 3-azatidinyl, 1- or 2-piperazlnyl, 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, 

a benzhydryl group, a substituted benzhydryl group, a phenyl group, a substituted 

phenyl group, a meth.ylbenzyl group, a substituted methylbenzyl group; or any above 

30 
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X1 and X2 each independently comprise H or alkyl, or 

X1 and X2 together comprise part of a heterocyclic ring having 

about 4 to about 7 ring members and optionally one additional 

heteroatom selected from 0, N or S, or 

X1 and X2 together comprise part of an Imide ring having about 

5 to about 6 members. 

X3 comprises H, alkyl, hydroxyloweralkyl, or alkyl-N)12; 

R2 comprises �Q1�het�Q2�Z; 

Q1 comprises an optionally present alkyl group having I to about 5 carbon 

atoms if present; 

hat comprises 0, N or 8; 

Q2 comprises an optionally present alkyl group having I to about 5 carbon 

atoms If present; 

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

halogen, N3, NCS, CN, NO2, NX1X2, OX., Oft, NHCOaIkyI, CHO, OF3, C(0)0X3, 

803H, S02NX1X2, CONX1X2, acyl, substituted acyl, aroyl, substituted aroyl, 

hateroaroyl, substituted heteroaroyl, 0-acyl, 0-aroyl, OalkyIOH, OaIkylNX1X2, NH-

acyl, NH-aroyl, alkoxy, alkylmercapto, ailcylamino or di-alkylamino. 

X1 and X2 each independently comprise H or alkyl, or 

X1 and X2 together comprise part of a heterocyclic ring having about 

4 to about 7 ring members and optionally one additional heteroatom selected 

from 0, N or 5, or 

X1 and X. together comprise part of an Imide ring having about 5 to 

about 6 members. 

X3 comprises H, alkyl, hydroxyloweralkyl, or alkyl-NX1X2; or 

Z comprises, in any possible position, any possible member selected from 1-, 
2- or 3-pyrroildinyl, 1-, 2-, 3- or 4-piperldinyl, 2-, 3-, or 4-morpholinyl, 2-, 3- or 4-
thiomorpholinyl, 1-, 2- or 3-azetldinyl, 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, 
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X. comprises H, alkyl, hydroxyloweralkyl, or alkyl-NX1X2; or 

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

carbocycflc 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 least one available ring 

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

atom; or 

P12 comprises Ql�Xq2�

Q1 comprises an optionally present alkyl group having I to about 5 carbon 

atoms if present; 

Q comprises an optionally present alkyl group having I to about 5 carbon 

atoms if present and connected to a C, 0 or N atom In the X group; 

X is optionally present and comprises any possible member selected from 

C(0),C(0)0, OC(0)O, NC(0)O, C(0)NT, NTC(0), OC(0)NT, C(0)NTT, C(0)NTNT, 

NTC(0)NT If present, 

Jcornprises H, an alkyl group comprising I to about 4 C atoms, a 

heteroalkyl group comprising I to about 4 C atoms, 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 or 

a heteroaromatlo ring having about 5 to about 7 ring members or any above 

group having a substituent group on at least one available ring atom; 

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

halogen, N3, NCS, CN, NO2, NX1X2, OX, OAc, NHCOalkyI, CHO, CF3, C(0)0X3, 

8031-1, S02NX1X2, CQNXIX2, acyl, substituted acyl, aroyl, substituted aroyl, 
heteroaroyl, substituted heteroaroyl, 0-acyl, 0-aroyl, OaIkylOH, OalkyINX1X2, NH-
acyl, NH-aroyl, alkoxy, alkylmercapto, alkylamino or di-alkylamino, 

X1 and X2 each independently comprise H or alkyl, or 

34 



WO 03I03500 PCTIUS02/34395 

wherein X and Y in the Z structure each independently comprise H, 
halogen, N3, NCS, CN, NO2, NX1X2, OX3, OAc, NHCOalkyl, CHO, CF3, 
COOX3, S03H, S02NX1X2, CONXIX2, acyl, substituted acyl, aroyl, substituted 
aroyl, heteroaroyl, substituted heteroaroyl, 0-acyl, 0-aroyl, OalkyIOH, 

OaIkylNX1X2, NH-acyl, NH-aroyl, alkoxy, alkylmercapto, alkylamino or dl-
alkylamino, alkyisulfinyl, alkylsulfonyl or methylene dioxy when Z comprises 
a structure having two adjacent carbon atoms, 

X1 and X2 each Independently comprise H or alkyl, or 
. X1 and X2 together comprise part of a heterocyclic ring having 

about 4 to about 7 
ring members and optionally one additional 

heteroatom selected from 0, N or S, or 

X1 and X2 together comprise part of an Imide ring having about 
5 to about 6 members, 

X comprises H, alkyl, hydroxyloweralkyl, or alkyl-NX1X2;. 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 heteropoiycycllc 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 comprises a substituent at any or all of the possible 4�, 5�, 6� and/or 7�
positions, wherein each substituent is independently selected from H, halogen, 

Na, 

NCS, CN, NO2, NXIX2, OX3, OAc, NHCOalkyl, CHO, CF3, COOX3, 503H, S02NXIX2, 
- CONX1X2, acyl, substituted acyl, aroyl, substituted aroyl, heteroaroyl, substituted 

heteroaroyl, 0-acyl, 0-aroyl, OalkylOH, OalkylNX1X2, 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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26, A pharmaceutical composition comprising a therapeutically, effective amOunt 
--- -;_ 

of at least one compound selected from claim 1, claim 9 or claim 18, or a 

physiologically acceptable salt thereof. 

27. A method Of stimulating a cannablnoid 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 I, claim 9 or claim 18, or a 

physiologically acceptable salt thereof. 

28. A method of selectively stimulating C132.cannablnoid 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 

associated with cancer chemotherapy; nausea associated with AIDS wasting 

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 vasodliatlon: comprising 

administering to an Individual or animaI having the conditon a therapeutically 

effective amount of at least one compound selected from claim. 1, claim 9, cialrn 18, 

or a physiologically acceptable salt thereof. 

SO. Use of a therapeutically effective amount Of at. least one compound selected 

from claim 1, claim 9, claim 18, or a physiologically acceptable salt thereof as an 

immunomodulating drug or an antiinflammatory agent. 
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Como resultado del examen de fondo, realizado con fundamento en el articulo 45 de 
la Decision 486 de la ComisiOn de la Comunidad Andina, se le comunica: 

1. Documentos estudiados 

1.1. DescripciOn 

1.2. Reivindicaciones: 

1.3, Prioridad: 

2. Objeto de Ia invenciôn 

Folios: 43 a 76 coma se radicô inicialmente 

Folios: 77 a 82 como se radicO inicialmente 
Folios: 96 a 101 modificadas 

DE No. 102004005172.0 del 02 de Febrero de 2004 

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

El objeto de la presente solicitud de patente de invenciOn consiste en: 

Reivindicaciones 1 a 8: IJerivados de Indazol de las formulas (I) o (U) 

Exp 2006 074367 
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Reivindicaciones 9 a 13: Medicamento que comprende un derivado de 
Indazol de formula (I) 0 (II). 

Reivindicaciones 14 a 20: Usos 

� ReivindicaciOn 21: Proceso para producir un medicamento 

El problema planteado en esta solicitud es el proveer dØrivados de Indazol; los 
cuafes pueden utilizarse en alteraciones metabOlicas. 

Para solucionar este problema tŒcnico la solicitud en estudlo presenta derivados 
de Indazol de formula (I) y (U), y su medicamento. 

El objeto de la invenciOn definido anteriormente se clasifico de acuerdo con la 
IPC: A61  31/416 

3. De la solicitud de Patente 

� 3.1 Titulo 

Se recomienda ajustar el titulo1� a 10 que se desea. proteger a travØs del 
capitulo reivind,catorio, ya que los Usos de acuerdo a la normatividad vlgente 
no son patentables. 

3.2 Reivindicaciones (articulo 30 D 486) 

La ReivindicaciOn 1; no es concisa, porque los radicales tienen muchos 
significados y sustituciones; soilcitando un nümero grande de compuestos 
posibles reclamados bajo la caracteristica esencial de las fOrmulas (I) ó 
(II); de otra parte, la palabra opcionalrnente no delimita de manera 
inequivoca la materia a proteger. 

� Las Reivindicaciones 11 a 13; no estÆn definiendo de manera inequlvoca 
un medicamento a travØs de sus caracteristicas tØcnicas, sino por su uso 
Las mismas no se aceptan. 

La ReivindicaciOn 21; desea proteger un proceso para p.reparar un 
medicamento de fOrmula (I) ó (II); el ôual  esta descrito de forma de una 
operaciOn convencional dentro de la practica de laboratorio y en el diseæo 
de formulaciones farmacØuticas, y no se encuentra definido de manera 
inequivoca. 

Por to anteriórmente expuesto, es preciso requerir al interesado para que 
senate el alcance de su invenciOn. 

4. Reivindicaciones relativas a un uso o a un uso distinto (articulos 14 y21 0486) 

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

Exp 2006 074367 
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14.9. 
S. Determinación del Estado de la TØcnica 

La fecha qua se ha tenido an cuenta para determinar at Estado de la TØcnica as: 

Fecha de presentaciôn de la solicitud prioritaria: Febrero 02 de 2004 

Teniendo an cuenta la fecha indicada se consultaron las bases de datos y los 
archivos con qua cuenta la entidad con fecha de pubhcacion anterior y se 
encontrO el siguiente documento qua a.nticipa at objeto de esta solicitud: 

NO Docurnento . Titulo Fecha 
HETEROINDANES: A NEW Mayo 01 de 2003 

II Dl WO 03/035005 CLASS OF POTENT 
. (Pub icaciôn) 

L . _cANNABIMIMETIC LIGANDS 

6. AnÆIisis de patentabilidad (artIcuto 14 0486) 

. 6.1 Novedad (artIcuIol6 0486) 

� Reivindicaciôn 1: Derivados de Iridazol de las formulas (I)ô (H) 

� Reivindicaciôn 9: Medicamento qua comprende un derivado de Indazol de 
fOrmula (I) 6 (II). 

CARACTERISTICAS ESENCIALES DE LA bi = WO 031035005 
SOLJCITUD COLOMBIANA No. 06-074367  

Derivado de fridazol de fOrmula (I): Coriuösto de formula (I): 

!-RI
 

X, R3�( 

(I) Donde: RI (I) Donde: 

X= =C(R), slendo Carbono 
R= HidrOgeno halo, h1drox, amino, ciano, R3= HidrOgeno halo, hidroxi, amino, ciano, 
trifluorometilo, nitro, arilo C6-1 0, heteroarilo C5-12... trifluorometilo, nitro, arilo, heteroarilo 

iRs R1 -Q-Z, siŁædo:’ 
0= Grupo aiquilo opcionalmente presente 

R2 Donde: 
W= -C(0)-, -S(0)- Z -S02NXIX2 

y 

CONXIX2, slendo: 

R2= I-IidrOgeno, aiquilo Cl -S X1= HidrOgerio, aiquilo 
R3= HidrOgeno, a1qiilo C1-6 X2= HidrO.geno, aiquilo 

RI R2 -QI-het-Q2-Z, sienclo: 

X Donde: Q.1= Grupo alquUo opcionalments presente 

- o het -0-
02= AIquilo 01-5 

y 

Z= HidrOgeno 
Ri= AIquio 01-6 

Page. 30, $2, 34 y 36 del Doctento 
Compuestode fOrmula (I): 

4 y.-W 

6 J 
.R2 

R3.-J1( 
8_’x 

RI (II) Donde: Al (I) Donde: 

X= =C(R), siendo Carbono 
R= t4idr6gerio, halo, hidroxi, amino, ciano, R3= Hidrogeno, halo, hidroxi, amino, ciano, 
trifluorometilo, nitro, arilo C6-1 0, heteroarilo CBA 2.6 trifluorometilo, nitro, arilo, heteroarilo 
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kf= Aiquilo C1-6 - R1 -Q-Z, siendo: 

0= Grupo alquilo opclonalmente presente 
Z= Hidrôgeno 

R2= -Q1-X-Q2-Z, sierido: 

Doride: 01= Grupo aiquilo opcionalmente presente 
Y= Oxigeno X -OC(0)NT, siendo: 
W -C(0)- T= HidrAgerio 
P2= HidrOgeno 02= Grupo aiqullo opciorialmente presente 
R3= Hidrógeno Z= Hidrógeno 

Pgs. 30, 32, 34v 36 del Documento 
Medicamento que comprende un deilvado de ComposiciOn. FarmacØutica del compuesto de 
Indazol de formula (I) 0 (li) fOrmula (I) 

Rag. 54 del Documento - 

Teniendo en cuenta el objeto de la invencion y la materia descrita en la 
anterioridad Dl, esta dependencia so permite seæalar� que para la reivindicación 
I y sus dependientes y la reivindtcaciôn 9 y sus dependientes, no son nuevos los 
Derivados do Indazol do formulas (I) y (II), ni su medicamento. 

7. Conclusion: 

Los requisitos do patentabilidad do (a presente .sdlicitud se encuentran 
afectados asi: 

ND 
[ 

Documento N° Reivindtcaciones afectadasJ Reguisito quo afecta 

[P1 WO 031035005 1 a 13 f Novedad 

En cumptimientó del articulo 45 do la DecisiOn 486 de (a ComisiOn de (a 
Comunidad Andina, se le indica que debe dar respuesta dentro del tØrmino do 
sesenta dias contados a partir de la fecha do notificaciOn de la presente 
comunicaciOn En caso de no dar respuesta al presente requerimiento, 0 SI a 
poser do (a respuesta subsistieran los impedimentos para la conceston, se 
denegarØ la patente. 

Notiflquese et presente oficlo conforme a to dispuesto en el numeral 5.2, literal 
e), del capitulo quinto(5), deltltu(o primero do (a circular inica No 10 do 2001. 

ALEX CARME$A C6PEDES DE\ 
Directora deJ1uevas Creaciones (C) 

El antei& requerimientqfue notificado por fijaciOn en lista, do fecha 
______________________________ */�1i�  ZU 

PTOTECNICO No. 449 EXAEvBNADORTECNICO 
COdigo No 202080 
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