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What Is Claimed Is:

1. A compound of formula | below, and physiologically acceptable salts,
comprising:
R2
I
R3 N
ITI
R1
wherein,

R1 comprises —Q-Z,

Q comprises an optionally present alkyl group having 1 to about 7 carbon
atoms if present;

7 comprises, in any possible position, any possible member selected from H,
halogen, Ny, NCS, CN, NO,, NX;X,, OX;, OAc, NHCOalkyl, CHO, CF;, C(0)0OX,,
SO,H, SO,NX.X,, CONX,X, acyl, substituted acyl, aroyl, substituted aroyl,
heteroardyl, substituted heteroaroyl, O-acyl, O-aroyl, OalkylOH, OalkyINX,X;, NH-
acyl, NH-aroyl, alkoxy, alkylmercapto, alkylamino or di-alkylamino;

X, and X, sach 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
fromO,Nor S, or

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

X, comprises M, 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 abave 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 methylbenzy! group, a substituted methyibenzyl 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
@X f\;"o 6;(8 { § ’
NY X X Y
Y Y
/

J}X '_N\ﬁ\f N=)vr3( | 5%
X

N="Y Y NTTY
s X X
Y Y Y

NZ | N @

wherein X and Y in the Z structure each independently comprise H,
halogen, Nj, NCS, CN, NO,, NX,X,, OX;, OAc, NHCOQalkyl, CHO, CF,,
C(O)OX;, 804H, SO,NXX,; CONX.X, acyl, substituted acyl, aroyl,
substituted aroyl, heteroaroyl, substituted heteroaroyl, O-acyl, O-aroyl,
OalkylOH, 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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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 alkyl-NX,X;;

R2 comprises —Q,—het-Q,-Z,
Q, comprises an optionally present alkyl group having 1 to about 5 carbon
atoms if present;
het comprises O, N or S;
Q, comprises 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, N;, NCS, CN, NO,, NX,X,, OX;, OAc, NHCOalkyl, CHO, CF,, C(O)OX,,
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, 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
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 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-tetrahydrofuranyt;
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-atkoxybenzyl 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

& o O
e,
0 03 G

wherein X and Y in the Z structure each independently comprise H,
halogen, N;, NCS, CN, NO,, NX,X,, OX;, OAc, NHCOalkyl, CHO, CF,,
C(O)OX;, 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, sach 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 5, or

X, and X, together comprise part of an imide ring having about
5 to about 6 members,
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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 least one available ring
atom; and wherein the connecting point to the Z group can be any possible ring

atom; or

R2 comprises —Q,—X-Q,~Z;

Q, comprises an optionally present alkyl group having 1 to about 5 carbon
atoms if present;

Q, comprises an optionally present alkyl 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 optionally present and éomprises any possible member selected from
C(0), C(0)0, OC(0)0, NC(Q)O, C(O)NT, NTC(O), OC(O)NT, C(O)NTT, C(O)NTNT,
NTC(O)NT if present,

T comprises H, an alkyl group comprising 1 to about 4 C atoms, a
heteroalkyl group comprising 1 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 M,
halogen, N;, NCS, CN, NO,, NX,X;, OX;, OAc, NHCOalkyl, CHO, CF,, C(O)OX,,
SO,H, SO,NXX;, CONX,X,, acyl, substituted acyl, aroyl, substituted aroyl,
heteroaroyl, substituted heteroaroyl, O-acyl, O-aroyl, OalkylOH, OalkyINX.X,, NH-
acyl, NH-aroyl, alkoxy, alkylmercapto, alkylamino or di-alkylamino,

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

34

AN
,-’," ”'\

"f/‘



WO 03/035005 PCT/US02/34395

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, 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, a benzhydryl group, a substituted benzhydryl group,
a pheny! group, a substituted phenyl group, a methylbenzy! 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 oné
available ring nitrogen atom by at least one of an alkyl group, a benzyl group, a
lower-alkoxybenzyl group, a benzhydryl group, a substituted benzhydry! group,
a pheny! 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
=N Y v X 7 X Y /
N— X X N
_</ X —N =X / X
QZ‘J \ Y N
N="Y Y NTY

X
X X
O O3 OO
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wherein X and Y in the Z structure each independently comprise H,
halogen, N;, NCS, CN, NO,, NXX;, OX,;, OAc, NHCOalkyl, CHO, CF,,
COOX,, SOH, 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 alkyi, 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 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 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 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, N,
NCS, CN, NO,, NX,X,, OX,, OAc, NHCOalkyl, CHO, CF;, COOX;, SOH, SO,NX X,
CONX,X,, acyl, substituted acyl, aroyl, substituted aroyl, heteroaroyl, substituted
heteroaroyl, O-acyl, O-aroyl, QalkylOH, OalkyINX,X,, NH-acyl, NH-aroyl, alkoxy,
alkylmercapto, aikylamino or di-alkylamino, alkylsulfinyl, alkylsulfonyl or methylene
dioxy when Z comprises a structure having two adjacent carbon atoms,
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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, 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,.

2, The compound of claim 1 wherein R1 comprises -Q-Z; Q comprises an
optionally present alkyl group having 1 to about 7 carbon atoms if present; and Z

comprises adamantyl or heteroadamantyl.

3. The compound of claim 1 wherein R2 comprises —Q,—het-Q,~Z; and Z

comprises adamantyl or heteroadamantyl.

4. The compound of claim 1 wherein R2 comprises —Q,-X-Q,~Z and Q,

comprises an alkyl group having 1 to about 5 carbon atoms if X is CO.

5. The compound of claim 1 wherein R2 comprises —-Q,—X-Q,~Z; and Z

comprises adamantyl or heterpadamantyl.

6. The compound of claim 1 wherein R2 comprises —Q,—-X-Q,-Z; and
Z comprises phenyl having independently selected substituent groups in at least one
of the 2 and 5 positions.

7. The compound of ¢laim 1 wherein R2 comprises —-Q,—X-Q,-Z; and

Z comprises phenyl substituted with a heteroaromatic moiety.
8. The compound of claim 1 wherein R2 comprises -Q,~X-Q,-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.,
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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
‘y Descripcion: Folios: 8 a 215
=T,

Reivindicaciones: Folios 216 a 227

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

2. Objeto de la invencion

o Titulo de la solicitud: Moduladores canabinoides de tetrahidro-indazol. nimero
de folio: 1.

El problema planteado en esta solicitud es la necesidad de compuestos Utiles
en los sindromes mediados por el receptor canabinoide.

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

Clasificacién Internacional de Patentes (IPC.): CO7D 231/56
EXP 2006 97280



De la solicitud de Patente
Reivindicaciones (articulo 30 D 486)
Una vez revisado el capitulo reivindicatorio esta dependencia encuentra:

e Se requiere al solicitante delimitar la materia reivindicada en cuanto a los
sustituyentes arilo, alquileno inferior, alquilideno inferior, alquilo inferior,
heteroarilo, cicloalquilo ya que no se esta determinando su tamanio lo cual
implica que se usan de forma especulativa como términos genéricos que no
definen inequivocamente una estructura especifica.

e E| solicitante no es claro cuando incluye en sus reivindicaciones los
compuestos: “profarmaco” o “isémero” o “metabolito” o “polimorfo”. Al
realizar la lectura del capitulo reivindicatorio, se encuentra que las frases
resultan imprecisas, dado que no especifican con exactitud el(los)
compuesto(s) a los cuales se refiere con dichos términos por lo tanto no se
aceptan tal como aparecen.

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

Excepcion a la patentabilidad (articulo 20 D486 literal a)-d)
Reivindicaciones 18 - 28. Se refiere a un método para tratar una enfermedad
mediada por el receptor canabinoide por lo tanto estan exceptuadas de
patentabilidad segun la legislacion vigente.
Determinacion del Estado de la Técnica
La fecha que se ha tenido en cuenta para determinar el Estado de la Técnica es:
Fecha de presentacion de la solicitud prioritaria 2004/03/24
Teniendo en cuenta la fecha indicada se realizé la busqueda en el estado de la

técnica de documentos relacionados con la solicitud encontrandose los
siguientes documentos mas relevantes:

N° Documento Titulo Fe?ha ‘.j,e
publicacién*
HETEROINDANES: A NEW
D4 WO 03/035005 CLASS OF POTENT 2003/05/1
CANNABIMIMETIC LIGANDS

EXP 2006 97280




6. Analisis de patentabilidad (articulo 14 D486)

Novedad (articulo 16 D486)

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

D1 ensefia analogos heteroindanos canabimiméticos con afinidades y/o
selectividades por el receptor canabinoide. (pag 274)

+ Los elementos caracteristicos de la composicion de la reivindicacion 1, habian
sido divulgados previamente en el Estado de la Técnica segun la tabla

siguiente:
TABLA 1
SOLICITUD ANTERIORIDAD (D,) Comparacion
RsXs
R ; s R2
L 5
AR R3 |
L.'I:d”?», N..__.____XZR2 6 N? 2
4 N 7 I
R4X,4 ' R1
xRy
X{=no esta Q-Z
X1 Ry R4 = Arilo sustituido com halogeno, Rq Q= no esta presente IGUAL
alquilo, hidroxi, alcoxi Z= Arilo sustituido
X2R; No esta cuando esta presente IGUAL
H Ra H IGUAL
’ O
JJ\ -het-Q.a-
\R5 Z]R’) Q1 et, Qz z
XaRs Donde: Rs Donde: IGUAL
Rs: 'CH(Rea) = H, aqullO Q1= alqullo
Het1 =0
Z1= ausente
R, = alquilo = i
opcionalmente sustituido 7=H halég_g:o SLqucllgs NOs. NH,
XsRy ausente
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