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What Is Claimed Is: 

PCT/US02/34395 

I. A compound of formula I below, and physiologically acceptable salts, 

comprising: 

wherein, 

RI comprises -Q-Z; 

is

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, NXX2, OX3, OAc, NHCOalkyl, CHO, CF3, C(0)0X3, 

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

heteroaroyl, substituted heteroaroyl, 0-acyl, 0-aroyl, OalkytOH, OaIkylNX1X2, 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 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-NX1X2; 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, I - 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, 

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

phenyl group, a methylbenzyl group, a substituted methylbenzyl group; or any above 
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group substituted on at least one available ring carbon atom by an alkyl group and 

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 

methylbenzyl group, a substituted methylbenzyl group; and wherein the connecting 

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

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

-:::  r-ox

s -a 
-NN
 ’?-;l Y

 C3 x 

wherein X and Y in the Z structure each independently comprise H, 

halogen, N3, NCS, CN, NO2, NX1X2, OX, OAc, NHCOalkyl, CHO, CF., 

C(0)0X3, S03H, S02NX1X2, 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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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-NX1X2; 

R2 comprises �Q1�het�Q2�Z; 

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

atoms if present; 

het comprises 0, N or S; 

°2 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 H, 

halogen, N, NCS, ON, NO2, NX1X21 OX., OAc, NHCOalkyl, CHO, CF,, C(0)0X3, 

SO3H, S02NX1X21 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. 

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-NX1X2; 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-

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

phenyl group, a methylbenzyl group, a substituted methylbenzyl group; or any above 

group substituted on at least one available ring carbon atom by an alkyl group and 

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 

methylbenzyl group, a substituted methylbenzyl group; and wherein the connecting 

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

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

/ 

X 

NY N 

J1> t Ii 

wherein X and Y in the Z structure each independently comprise H, 

halogen, N3, NCS, CN, NO2, NX1X21 OX, OAc, NHCOaIkyl, CHO, CF3, 

C(0)0X31 S03H, S02NX1X2, CONX1X21 acyl, substituted acyl, aroyl, 

substituted aroy!, heteroaroyl, substituted heteroaroyl, 0-acyl, 0-aroyl, 

OalkylOH, OaIkyINX1X2, NH-acyl, N H-aroyl, alkoxy, alkylmercapto, alkylamino 

or di-alkylamino, alkylsulfinyl, 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, 
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X3 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 

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 

R2 comprises -Q1--X�Q2--Z; 

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

atoms if present; 

Q2 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), 0(0)0, OC(0)0, NC(0)0, C(0)NT, NTC(0), OC(0)NT, C(0)NTT, C(0)NTNT, 

NTC(0)NT if present, 

T comprises H, an alkyl group comprising 1 to about 4 C atoms, a 

hetoroalkyl 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 heteroaromatic 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, ON, NO2, NX1X2, OX,, OAc, NHCOalkyI, CHO, OF3, C(0)0X3, 

S03H, S02NX1X2, CONXIX2, 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, 

X1 and X. each independently comprise H or alkyl, or 
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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-NX1X2; 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, 

alower-alkoxybenzyl group, a benzhydryl group, a substituted benzhydryl group, 

a phenyl group, a substituted phenyl group, a methylbenzyl group, a substituted 

methylbenzyl group; or any above group substituted on at least one available ring 

carbon atom by an alkyl group and 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 methylbenzyl group, a substituted 

methylbenzyl group; and wherein the connecting point to the Z group can be any 

possible ring atom; or 

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

-c: 

/ 

7 
X Nx iTcx �< -N’ 

N-y N NY 

nN

Y

 ta’’ ? OY 
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wherein X and Y in the Z structure each independently comprise H, 

halogen, N3, NOS, ON, NO2, NX1X2, OX., OAc, NHCOalkyl, CHO, CF., 

COOX3, SO3H, S02NX1X2, CONX1X2, acyl, substituted acyl, aroyl, substituted 

aroyl, heteroaroyl, substituted heteroaroyl, 0-acyl, 0-aroyl, OaIkylOH, 

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, 

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-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 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 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, N3, 

NOS, ON, NO2, NX1X2, OX,, OAc, NHCOaIkyl, CHO, CF,, COOX3, S03H, S02NX1X2, 

CONX1X2, acyl, substituted acyl, aroyl, substituted aroyl, heteroaroyl, substituted 

heteroaroyl, 0-acyl, 0-aroyl, Oalky101-1, OalkyINX1X2, 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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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-NX1X2. 

2. The compound of claim 1 wherein Ri comprises -Q-Z; Q comprises an 

optionally present alkyl group having I to about 7 carbon atoms if present; and Z 

comprises adamantyl or heteroadamantyl. 

3. The compound of claim 1 wherein R2 comprises �Q1�het�Q2�Z; and Z 

comprises adamantyl or hetŁroadamantyl. 

4. The compound of claim I wherein R2 comprises �Q1�X�Q2-Z and Q1 

comprises an alkyl group having Ito about 5 carbon atoms if X is CO. 

5. The compound of claim 1 wherein R2 comprises �Q1�X-02�Z; and Z 

comprises adamantyl or heteroadamantyl. 

6. The compound of claim 1 wherein R2 comprises �Q--X-02--Z;  and 

Z comprises phenyl having independently selected substituent groups in at least one 
�  

of the 2 and 5 positions. 

7. The compound of claim 1 wherein R2 comprises �Q1�X--Q2�Z; and 

Z comprises phenyl substituted with a heteroaromatic moiety. 

S. The compound of claim 1 wherein R2 comprises �Q1--X�Q2--Z; and 

Z comprises phenyl substituted in one of the 2 or 5 position with a heteroaromatic 

moiety and in the other of the 2 or 5 position with a halogen. 

37 



S 

SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO 
DIRECCION DE NUEVAS CREACIONES 

2020 
Bogota, D.C., 

Abogada 
JIMENA ESCOBAR URIBE 
Apoderada 

ASUNTO 

Patente de Invenciôn 

RadicaciOn 06-097280 
TrÆmite 011 
Evento 379 
Actuación 430 
Oficio 

’.1 

Folios 286 

Via Nacional 

Via POT (fase nacional) [I] 

No. Sol. Internacional 
Fecha de Presentaciôn Internal 

Patente de Modelo de Utilidad 

Cap.I Cap. II 

PCT/US2005/00981 9 
2005/03/23 

a 

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

1. Documentos estudiados 

DescripciOn: Folios: 8 a 215 

Reivindicaciones: Folios 216 a 227 

Prioridad: Fecha: 2004/03/24, pals: US, nimero: 60/555.890 

2. Objeto de la invención 

� Titulode la solicitud: Mod uladores canabinoides de tetrah id ro-indazol. nümero 
de folio- 1. 

El probtema planteado en esta solicitud es la necesidad de compuestos ütites 
en los sindromes med iados por el receptor canabinoide. 

Para solucionar este problems tØcnico la solicitud en estudio proporciona 
compuestos tetrahidro-indazol moduladores canabinoides (CB). 

ClasificaciOn Internacional de Patentes (IPC.): C07D 231/56 

EXP 2006 97280 



3. De la solicitud de Patente 

Reivindicaciones (artIculo 30 D 486) 

Una vez revisado el capitulo reivindicatorio esta dependencia encuentra: 

� Se requiere al solicitante delirnitar la rnateria reivindicada en cuanto a los 
sustituyentes arilo, alquileno inferior, aiquilideno inferior, aiquilo inferior, 
heteroarilo, cicloalquilo ya que no se estÆ determinando su tamaæo lo cual 
implica que se usan de forma especulativa coma tØrminos genØricos que no 
definen inequivocamente una estructura especifica. 

� El solicitante no es claro cuando incluye en sus reivindicaciones los 
compuestos: "profÆrmaco" o "isómero" o "metabo!ito" o "polimorfo". Al 
realizar la lectura del capitulo reivindicatorlo, se encuentra que las frases 
resultan imprecisas, dada que no especifican can exactitud el(los) 
compuesto(s) a los cuales se refiere con dichos tØrminos por Ia tanto no se 
aceptan tal coma apareceri. 

El objeto de la solicitud no es claro e incumple asi mismo con el requisito de 
concisiOn, dadas las observaciones esbozadas en los numerales precedentes. En 
este sentido se requiere al interesado para que realice las modificaciones 
correspond ientes a fin de subsanar las no conformidades encontradas par este 
Despacho. 

4. Excepción a la patentabilidad (artIculo 20 D486 literal a)-d) 

Reivindicaciones 18 - 28: Se refiere a un mØtodo para tratar una enfermedad 
mediada por el receptor canabinoide por lo tanto estân exceptuadas de 
patentabilidad segUn la legislaciOn vigente. 

S. Determinación del Estado de la TØcnica 

La fecha que se ha tenido en cuenta para determinar el Estado de la TØcnica es: 

Fecha de presentaciOn de la solicitud prioritaria 2004/03/24 

Teniendo en cuenta la fecha indicada se realizó  la bUsqueda en el estado de la 
tØcnica de documentos relacionados con la solicitud encontrÆndose los 
siguientes documentos mÆs relevantes: 

No Documento TItulo Fecha de 
publicación* 

HETEROINDANES: A NEW 
D1 WO 031035005 CLASS OF POTENT 2003/05/1 
_________________ CANNABIMIMETIC_LIGANDS  

EXP 2006 97280 



6. AnÆlisis de patentabilidad (articulo 14 0486) 

Novedad (artIculo 16 D486) 

Reivindicaciones 1 - 17: compuestos de la formula general (I). 

X3R3 

’1\ 
/1 3a 3 \ 

7 /4  N� 
X2R2 

I; 
R4X4 

X1R1 

Dl enseæa analogos heteroindanos canabimimØticos con afinidades yb 
selectividades por el receptor canabinoide. (pag 274) 

S. Los elementos caracterIsticos de la composiciOn de la reivindicación I habian 
sido divulgados previamente en el Estado de Ia TØcnica segün  la tabla 
siguiente: 

TABLA I 

SOLICITUD ANTERIORIDAD (Di) Comparación 

R5X5 

R2 
5� 

çINTXR2  

R 31 
2 

Ni 1 

RI 
XR1_________________________  

X1 no estÆ Q-Z 
X1 R1 R1 

= 

Ado sustituido corn halogeria, R1 0= no estÆ presente IGUAL 
alguilo, hidroxi, alcoxi Z= Ado sustituido 

X2 R2 No estÆ cuando estª presente  IGUAL 
H R3 H IGUAL 

0 

Q1het1-Q2-Z 
Rr---( 7-1 R7 

X3 R3 
Donde : 

R2 Donde: IGUAL 
R6= -CH(R6,,) = H, aiquilo 

Q1= aiquilo 
Het, 

= 0 

Zj= ausente 
R7= aiquilo = aiquilo 

opcionalmente sustituido 
Z = H, halögeno, N3, NCS, NO2, NH2 X4R4 auserite 

EXP 2006 97280 


