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AMENDED CLAIMS
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remaining claims unchanged (26 pages)]

RY ~0
o)\(cm)m

no—l——mo

wherein R® is hydrogen, lower alkyl of 1-6 carbon atoms, or aryl; R*
is hydrogen or lower alkyl of 1-6 carbon atoms; m is an integer from
0 to 5; and R" is hydrogen, C,¢ alkyl, or aralkyl;
with the proviso that when R® is other than hydrogen, then R® is hydrogen and
R? is hydrogen or fluoro, and when R® is other than hydrogen, then R* is
hydrogen and R! is hydrogen or fluoro, with the further proviso that when at
least one of R!, R? and R? is nitro, amino, alkoxy, alkylsulfonyl or alkyl, then

n is 1 or one of R* and R is other than hydrogen.

2. A method of treating or preventing (A) neuronal loss associated
with stroke, ischemia, CNS trauma, or hypoglycemia or (B) the adverse
neurological consequences of surgery, comprising administering to an animal
in need of such treatment or prevention an effective amount of a compound
of the formula:

1

T
()
n\N N NIO
|
Rt < Il\l (o}
R R
or a pharmaceutically acceptable salt thereof;
wherein n is 0 or 1; and
R!, R, and R’ are independently hydrogen, nitro, amino, halo,
haloalkyl, cyano, alkyl, cycloalkyl, alkenyl, alkynyl, azido, acylamino,
alkylsulfonyl, aryl, substituted aryl, heteroaryl, alkoxy, trialkylsilyl-substituted

alkoxy, aryloxy, substituted aryloxy, heteroaryloxy, a heterocyclic group, a

heterocyclicoxy group, aralkoxy, or haloalkoxy;
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R, R, and R® are independently hydrogen, nitro, amino, halo,
haloalkyl, cyano, alkyl, cycloalkyl, alkenyl, alkynyl, azido, acylamino,
alkylsulfonyl, aryl, substituted aryl, heteroaryl, alkoxy, trialkylsilyl-substituted
alkoxy, aryloxy, substituted aryloxy, heteroaryloxy, a heterocyclic group, a
heterocyclicoxy group, aralkoxy, or haloalkoxy;

R® and R are independently hydrogen, hydroxy, amino,
-CH,CONHAr, -NHCONHAr, -NHCOCH,ATr, or -COCH,Ar, wherein Ar is

an aryl group, or a radical having the Formula:

R1 ~0
O)\(CHz)m

R9—'—R10

wherein R® is hydrogen, lower alkyl of 1-6 carbon atoms, or aryl; R'

is hydrogen or lower alkyl of 1-6 carbon atoms; m is an integer from

0 to 5; and R" is hydrogen, C, alkyl, or aralkyl;

with the proviso that when R® is other than hydrogen, then R? is
hydrogen and n is 0; and

when R? is other than hydrogen, then R° is hydrogen and R* is
hydrogen or fluoro;

with the further proviso that when n is 0, then R, R®, and R® are not
hydrogen; or when n is 0, then R* and R® are not hydrogen, nitro, amino,
alkoxy, alkylsulfonyl or alkyl; or when n is 0, then one of R° and R® are not

hydrogen; or when n is 1, then R* is hydrogen or fluoro and R°® is hydrogen.

4. The method of claim 3, wherein n is 1, R’ and R® are not

hydrogen, and R°, R%, and R* are hydrogen.

5. A method of treating or preventing (A) neuronal loss associated

with stroke, ischemia, CNS trauma, or hypoglycemia or (B) the adverse

AMENDED SHEET (ARTICLE 1)
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with the proviso that when R® is other than hydrogen, then R is hydrogen and
R® is hydrogen or fluoro; and when R® is other than hydrogen, then R* is
hydrogen and R! is hydrogen or fluoro, with the further proviso that when at
least one of R!, R? and R? is nitro, amino, alkoxy, alkylsulfonyl or alky!, then

n is 1 or one of R* and R is other than hydrogen.

13. A method of treating a neurodegenerative disease selected from
Alzheimer’s disease, amyotrophic lateral sclerosis, Huntington’s disease, and
Down’s syndrome, comprising administering to an animal in need of such

treatment an effective amount of a compound of the formula:

R' l?ﬂ
(0)
|

RN N o

R Rb
or a pharmaceutically acceptable salt thereof;
wherein n is O or 1; and

R', R’ and R’ are independently hydrogen, nitro, amino, halo,
haloalkyl, cyano, alkyl, cycloalkyl, alkenyl, alkynyl, azido, acylamino,
alkylsulfonyl, aryl, substituted aryl, heteroaryl, alkoxy, trialkylsilyl-substituted
alkoxy, aryloxy, substituted aryloxy, heteroaryloxy, a heterocyclic group, a
heterocyclicoxy group, aralkoxy, or haloalkoxy,
R? and R® are independently hydrogen, hydroxy, amino,

-CH,CONHAr, -NHCONHAr, -NHCOCH,Ar, or -COCH,Ar, wherein Ar is

an aryl group, or a radical having the Formula:

RM ~0
0)\(CHz)m

R’-f—RW
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o)\(cnz)m

Ro—‘—mo

wherein R’ is hydrogen, lower alkyl or 1-6 carbon atoms, or aryl; R

is hydrogen or lower alkyl of 1-6 carbon atoms; m is an integer from

0 to 5; and R" is hydrogen, C, alkyl, or aralkyl;

with the proviso that when R° is other than hydrogen, then R? is
hydrogen and n is 0; and

when R? is other than hydrogen, then R® is hydrogen and R* is
hydrogen or fluoro;

with the further proviso that when n is 0, then R%, R’ and R® are not
hydrogen; or when n is 0, then R* and R® are not hydrogen, nitro, amino,
alkoxy, alkylsulfonyl or alkyl; or when n is 0, then one of R° and R? are not

hydrogen; or when n is 1, then R* is hydrogen or fluoro and R°® is hydrogen.

15. The method of claim 14, wherein n is 1, R® and R® are not

hydrogen, and R¢, RY, and R* are hydrogen.
16. A method of treating a neurodegenerative disease selected from
Alzheimer’s disease, amyotrophic lateral sclerosis, Huntington’s disease, and

Down’s syndrome, comprising administering to an animal in need of such

treatment an effective amount of a compound of the formula:

R  Re .
|

R MNP
|N/ N

o
©) R
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11
R ~o
0)\(CH2)m

RD—'—‘HW

wherein R° is hydrogen, lower alkyl of 1-6 carbon atoms, or aryl; R

is hydrogen or lower alkyl of 1-6 carbon atoms; m is an integer from

0 to 5; and R is hydrogen, C, alkyl, or aralkyl,
with the proviso that when R? is other than hydrogen, then R® is hydrogen and
R® is hydrogen or fluoro; and when R® is other than hydrogen, then R* is
hydrogen and R’ is hydrogen or fluoro, with the further proviso that when at
least one of R', R? and R? is nitro, amino, alkoxy, alkylsulfonyl or alkyl, then

n is 1 or one of R* and R® is other than hydrogen.

20. A method of antagonizing excitatory amino acids at the NMDA
receptor complex, comprising administering to an animal in need of such

treatment an effective amount of a compound of the formula:

1

T
(0)
n\N N NIO
|
R < th (o]

R R
or a pharmaceutically acceptable salt thereof;
wherein n is O or 1; and '

R!, R?, and R® are independently hydrogen, nitro, amino, halo,
haloalkyl, cyano, alkyl, cycloalkyl, alkenyl, alkynyl, azido, acylamino,
alkylsulfonyl, aryl, substituted aryl, heteroaryl, alkoxy, trialkylsilyl-substituted
alkoxy, aryloxy, substituted aryloxy, heteroaryloxy, a heterocyclic group, a

heterocyclicoxy group, aralkoxy, or haloalkoxy;

R* and R® are independently hydrogen, hydroxy, amino,

AMENDED SHEET (ARTICLE 19)



10

15

20

WO 95/18616 PCT/US95/00214

-167-

alkoxy, aryloxy, substituted aryloxy, heteroaryloxy, a heterocyclic group, a
heterocyclicoxy group, aralkoxy, or haloalkoxy;

R® and R* are independently hydrogen, hydroxy, amino,
-CH,CONHAr, -NHCONHAr, -NHCOCH,Ar, or -COCH,Ar, wherein Ar is
an aryl group, or a radical having the Formula:

R"\o
o)\(cnz)m

ao—,—nw

wherein R’ is hydrogen, lower alkyl of 1-6 carbon atoms, or aryl; R

is hydrogen or lower alkyl of 1-6 carbon atoms; m is an integer from

0to 5; and R" is hydrogen, C, alkyl, or aralkyl;

with the proviso that when R° is other than hydrogen, then R? is
hydrogen and n is 0; and

when R is other than hydrogen, then R° is hydrogen and R* is
hydrogen or fluoro;

with the further proviso that when n is 0, then R*, R® and R® are not
hydrogen; or when n is 0, then R* and R® are not hydrogen, nitro, amino,
alkoxy, alkylsulfonyl or alkyl; or when n is 0, then one of R® and R? are not

hydrogen; or when n is 1, then R* is hydrogen or fluoro and R° is hydrogen.

22.  The method of claim 21, wherein n is 1, R’ and R® are not

hydrogen, and R®, R®, and R* are hydrogen.
23. A method of antagonizing excitatory amino acids at the NMDA

receptor complex, comprising administering to an animal in need of such

treatment an effective amount of a compound of the formula:

AMENDED SHEET (ARTICLE 19)
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Rt ~0
0)\(CHz)m

Rv—‘——mo

wherein R? is hydrogen, lower alkyl of 1-6 carbon atoms, or aryl; R"

is hydrogen or lower alkyl of 1-6 carbon atoms; m is an integer from

0 to 5; and R" is hydrogen, C, alkyl, or aralkyl;
with the proviso that when R is other than hydrogen, then R® is hydrogen and
R? is hydrogen or fluoro; and when R® is other than hydrogen, then R* is
hydrogen and R! is hydrogen or fluoro, with the further proviso that when at
least one of R!, R? and R? is nitro, amino, alkoxy, alkylsulfonyl or alkyl, then

nis 1 or one of R® and R® is other than hydrogen.

27. A method of treating chronic pain, comprising administering to
an animal in need of such treatment an effective amount of a compound of the

formula:

or a pharmaceutically acceptable salt thereof;
wherein n is O or 1; and

R', R?, and R® are independently hydrogen, nitro, amino, halo,
haloalkyl, cyano, alkyl, cycloalkyl, alkenyl, alkynyl, azido, acylamino,
alkylsulfonyl, aryl, substituted aryl, heteroaryl, alkoxy, trialkylsilyl-substituted
alkoxy, aryloxy, substituted aryloxy, heteroaryloxy, a heterocyclic group, a
heterocyclicoxy group, aralkoxy, or haloalkoxy;

R* and R® are independently hydrogen, hydroxy, amino,

AMENDED SHEET (ARTICLE 19)
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alkoxy, aryloxy, substituted aryloxy, heteroaryloxy, a heterocyclic group, a
heterocyclicoxy group, aralkoxy or haloalkoxy;

R° and R are independently hydrogen, hydroxy, amino,
-CH,CONHAr, -NHCONHATr, -NHCOCH,Ar, or -COCH,Ar, wherein Ar is

an aryl group, or a radical having the Formula:

R"\o
o)\(cuz)m

no—’—nw

wherein R? is hydrogen, lower alkyl or 1-6 carbon atoms, or aryl; R

is hydrogen or lower alkyl of 1-6 carbon atoms; m is an integer from

0to 5; and R is hydrogen, C,, alkyl, or aralkyl;

with the proviso that when R° is other than hydrogen, then R‘ is
hydrogen and n is 0; and

when R? is other than hydrogen, then R® is hydrogen and R* is
hydrogen or fluoro;

with the further proviso that when n is 0, then R*, R3, and R® are not
hydrogen; or when n is 0, then R* and R® are not hydrogen, nitro, amino,
alkoxy, alkylsulfonyl or alkyl; or when n is 0, then one of R° and R are not

hydrogen; or when n is 1, then R* is hydrogen or fluoro and R® is hydrogen.

29. The method of claim 28, wherein n is 1, R* and R® are not

hydrogen, and R¢, RY, and R* are hydrogen.
30. A method of treating chronic pain, comprising administering to

an animal in need of such treatment an effective amount of a compound of the

formula:
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H“\o
o)\(crwm

Ho—l}—mo

wherein R? is hydrogen, lower alkyl of 1-6 carbon atoms, or aryl; R*
is hydrogen or lower alkyl of 1-6 carbon atoms; m is an integer from
0 to 5; and R" is hydrogen, C, alkyl, or aralkyl;
with the proviso that when R* is other than hydrogen, then R® is hydrogen and
R® is hydrogen or fluoro; and when R® is other than hydrogen, then R* is
hydrogen and R is hydrogen or fluoro, with the further proviso that when at
least one of R!, R? and R? is nitro, amino, alkoxy, alkylsulfonyl or alkyl, then

n is 1 or one of R* and R® is other than hydrogen.

34. A method of treating or preventing anxiety, comprising
administering to an animal in need of such treatment or prevention an effective

amount of a compound of the formula:

R' Fltl
(O)n\N N NIO
I
R - N o
R R

or a pharmaceutically acceptable salt thereof;
wherein n is 0 or 1; and

R!, R?, and R® are independently hydrogen, nitro, amino, halo,
haloalkyl, cyano, alkyl, cycloalkyl, alkenyl, alkynyl, azido, acylamino,
alkylsulfonyl, aryl, substituted aryl, heteroaryl, alkoxy, trialkylsilyl-substituted
alkoxy, aryloxy, substituted aryloxy, heteroaryloxy, a heterocyclic group, a

heterocyclicoxy group, aralkoxy, or haloalkoxy;

AMENDED SHEET (ARTICLE 19)
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alkoxy, aryloxy, substituted aryloxy, heteroaryloxy, a heterocyclic group, a
heterocyclicoxy group, aralkoxy, or haloalkoxy;

R° and R* are independently hydrogen, hydroxy, amino,
-CH,CONHAr, -NHCONHATr, -NHCOCH,Ar, or -COCH,Ar, wherein Ar is

an aryl group, or a radical having the Formula:

1
R ~o

A

O (CH2)m
HO—'—RW
wherein R? is hydrogen, lower alkyl of 1-6 carbon atoms, or aryl; R"
is hydrogen or lower alkyl of 1-6 carbon atoms; m is an integer from
0to0 5; and RM is hydrogen, C, ¢ alkyl, or aralkyl;
with the proviso that when R° is other than hydrogen, then RY is
hydrogen and n is 0; and
when R? is other than hydrogen, then R° is hydrogen and R* is
hydrogen or fluoro;
with the further proviso that when n is 0, then R*, R’ and R® are not
hydrogen; or when n is 0, then R* and R® are not hydrogen, nitro, amino,
alkoxy, alkylsulfonyl or alkyl; or when n is O, then one of R® and R® are not
hydrogen; or when n is 1, then R* is hydrogen or fluoro and R° is hydrogen.

36. The method of claim 35, wherein n is 1, R® and R® are not

hydrogen, and R°, R¢, and R* are hydrogen.
37. A method of treating or preventing anxiety, comprising

administering to an animal in need of such treatment or prevention an effective

amount of a compound of the formula:

AMENDED SHEET (ARTICLE 19)
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11
R ~o

Al

07 (CHym
no—'—-mo
wherein R® is hydrogen, lower alkyl of 1-6 carbon atoms, or aryl; R"
is hydrogen or lower alkyl of 1-6 carbon atoms; m is an integer from
0 to 5; and R" is hydrogen, C, alkyl, or aralkyl;
with the proviso that when R? is other than hydrogen, then R® is hydrogen and
R? is hydrogen or fluoro; and when R® is other than hydrogen, then R* is
hydrogen and R! is hydrogen or fluoro, with the further proviso that when at
least one of R!, R? and R? is nitro, amino, alkoxy, alkylsulfonyl or alkyl, then
n is 1 or one of R* and R® is other than hydrogen.

41. A method of treating or preventing convulsions, comprising
administering to an animal in need of such treatment or prevention an effective

amount of a compound of the formula:

R' Flla
©O)n
N N_ _O
I
R < t|4 o
R Rb
or a pharmaceutically acceptable salt thereof;
wherein n is 0 or 1; and
R!, R?, and R® are independently hydrogen, nitro, amino, halo,
haloalkyl, cyano, alkyl, cycloalkyl, alkenyl, alkynyl, azido, acylamino,
alkylsulfonyl, aryl, substituted aryl, heteroaryl, alkoxy, trialkylsilyl-substituted
alkoxy, aryloxy, substituted aryloxy, heteroaryloxy, a heterocyclic group, a

heterocyclicoxy group, aralkoxy, or haloalkoxy;

R? and R® are independently hydrogen, hydroxy, amino,

AMENDED SHEET (ARTICLE 19)
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alkoxy, aryloxy, substituted aryloxy, heteroaryloxy, a heterocyclic group, a
heterocyclicoxy group, aralkoxy or haloalkoxy;

R° and R¢ are independently hydrogen, hydroxy, amino,
-CH,CONHAr, -NHCONHAr, -NHCOCH,Ar, or -COCH,Ar, wherein Ar is
an aryl group, or a radical having the Formula:

RN ~o
0)\(CH2)m

Ra—-{——nw

wherein R® is hydrogen, lower alkyl of 1-6 carbon atoms, or aryl; R

is hydrogen or lower alkyl of 1-6 carbon atoms; m is an integer from

0 to 5; and R" is hydrogen, C, alkyl, or aralkyl;

with the proviso that when R° is other than hydrogen, then RY is
hydrogen and n is 0;' and

when R? is other than hydrogen, then R° is hydrogen and R* is
hydrogen or fluoro;

with the further proviso that when n is 0, then R*, R® and RS are not
hydrogen; or when n is 0, then R* and R® are not hydrogen, nitro, amino,
alkoxy, alkylsulfonyl or alkyl; or when n is 0, then one of R and R? are not

hydrogen; or when n is 1, then R* is hydrogen or fluoro and R° is hydrogen.

43.  The method of claim 42, wherein n is 1, R’ and R® are not

hydrogen, and R°, RY, and R* are hydrogen.
44. A method of treating or preventing convulsions, comprising

administering to an animal in need of such treatment or prevention an effective

amount of a compound of the formula:

AMENDED SHEZT (ARTICLE 19)
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wherein R? is hydrogen, lower alkyl of 1-6 carbon atoms, or aryl; R"
is hydrogen or lower alkyl of 1-6 carbon atoms; m is an integer from
0 to 5; and R" is hydrogen, C, alkyl, or aralkyl;
with the proviso that when R° is other than hydrogen, then R’ is hydrogen and
n is 0; when R’ is other than hydrogen, then R® is hydrogen and R’ is

hydrogen or fluoro.

47. A method of inducing anesthesia, comprising administering to
an animal in need of such anesthesia an effective amount of a compound of
the formula:

R' Re

(O)n\N N hIo
R | 7 t'q o

R® Rb
or a pharmaceutically acceptable salt thereof;
wherein nis O or 1; and

R' and R? are independently nitro, amino, halo, haloalkyl, cyano,
alkyl, cycloalkyl, alkenyl, alkynyl, azido, acylamino, alkylsulfonyl, aryl,
substituted aryl, heteroaryl, alkoxy, trialkylsilyl-substituted alkoxy, aryloxy,
substituted aryloxy, heteroaryloxy, a heterocyclic group, a heterocyclicoxy
group, aralkoxy, or haloalkoxy; and R? is hydrogen or fluoro; or

R! is hydrogen or fluoro; and R? and R® are independently nitro,
amino, halo, haloalkyl, cyano, alkyl, cycloalkyl, alkenyl, alkynyl, azido,
acylamino, alkylsulfonyl, aryl, substituted. aryl, heteroaryl, alkoxy,
trialkylsilyl-substituted alkoxy, aryloxy, substituted aryloxy, heteroaryloxy, a
heterocyclic group, a heterocyclicoxy group, aralkoxy, or haloalkoxy;
R* and R® are independently hydrogen, hydroxy, amino, -CH,CONHATr,
-NHCONHAr, -NHCOCH,Ar, or -COCH,Ar, wherein Ar is an aryl group,

or a radical having the Formula:

AMENDED SHEET (ARTICLE 19)
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1
R ~o

Al

0™ “(CHm
no—'—nw

wherein R’ is hydrogen, lower alkyl of 1-6 carbon atoms, or aryl; R°
is hydrogen or lower alkyl of 1-6 carbon atoms; m is an integer from
0 to 5; and R is hydrogen, C,, alkyl, or aralkyl;
with the proviso that when R® is other than hydrogen, then R® is hydrogen and
R? is hydrogen or fluoro; and when R® is other than hydrogen, then R* is
hydrogen and R! is hydrogen or fluoro, with the further proviso that when at
least one of R!, R? and R? is nitro, amino, alkoxy, alkylsulfonyl or alkyl, then
n is 1 or one of R?* and R® is other than hydrogen.
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with the proviso that when R° is other than hydrogen, then R® is
hydrogen and n is 0; and

when R¢ is other than hydrogen, then R® is hydrogen and R* is
hydrogen or fluoro;

with the further proviso that when n is 0, then R*, R®, and R® are not
hydrogen; or when n is 0, then R* and R°® are not hydrogen, nitro, amino,
alkoxy, alkylsulfonyl or alkyl; or when n is 0, then one of R° and R are not

hydrogen; or when n is 1, then R* is hydrogen or fluoro and R¢ is hydrogen.

50. The method of claim 49, wherein n is 1, R® and R® are not

hydrogen, and R, R¢, and R* are hydrogen.

51. A method of inducing anesthesia, comprising administering to

an animal in need of such anesthesia an effective amount of a compound of

R R
|
R A MO
lN/N
R 7 7 °

©, P

the formula:

or a pharmaceutically acceptable salt thereof;
wherein n is O or 1;

R¢, R%, and RS are independently nitro, amino, halo, haloalkyl, cyano,
alkyl, cycloalkyl, alkenyl, alkynyl, azido, acylamino, alkylsulfonyl, aryl,
substituted aryl, heteroaryl, alkoxy, trialkylsilfl-substituted alkoxy, aryloxy,
substituted aryloxy, heteroaryloxy, a heterocyclic group, a heterocyclicoxy
group, aralkoxy, or haloalkoxy;

R® and R¢ are independently hydrogen, hydroxy, amino,
-CH,CONHAr, -NHCONHAr, -NHCOCH,Ar, or -COCH,Ar, wherein Ar is

an aryl group, or a radical having the Formula:

AMENDED SHEET (ARTICLE 19)
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or a pharmaceutically acceptable salt thereof;
wherein n is O or 1; and

R! and R? are independently nitro, amino, halo, haloalkyl, cyano,
alkyl, cycloalkyl, alkenyl, alkynyl, azido, acylamino, alkylsulfonyl, aryl,
substituted aryl, heteroaryl, alkoxy, trialkylsilyl-substituted alkoxy, aryloxy,
substituted aryloxy, heteroaryloxy, a heterocyclic group, a heterocyclicoxy
group, aralkoxy, or haloalkoxy; and R® is hydrogen or fluoro; or

R! is hydrogen or fluoro; and R? and R* are independently nitro,
amino, halo, haloalkyl, cyano, alkyl, cycloalkyl, alkenyl, alkynyl, azido,
acylamino, alkylsulfonyl, aryl, substituted aryl, heteroaryl, alkoxy,
trialkylsilyl-substituted alkoxy, aryloxy, substituted aryloxy, heteroaryloxy, a
heterocyclic group, a heterocyclicoxy group, aralkoxy, or haloalkoxy;
R? and R® are independently hydrogen, hydroxy, amino,
-CH,CONHATr, -NHCONHATr, -NHCOCH,Ar, or -COCH,Ar, wherein Ar is
an aryl group, or a radical having the Formula:

R11
~0

O)\(Cﬂz)m

59—1—310

wherein R® is hydrogen, lower alkyl of 1-6 carbon atoms, or aryl; R
is hydrogen or lower alkyl of 1-6 carbon atoms; m is an integer from
0 to 5; and R" is hydrogen, C, alkyl, or aralkyl; »
with the proviso that when R* is other than hydrogen, then R® is hydrogen and
R? is hydrogen or fluoro; and when R® is other than hydrogen, then R* is
hydrogen and R! is hydrogen or fluoro, with the further proviso that when at
least one of R!, R? and R? is nitro, amino, alkoxy, alkylsulfonyl or alkyl, then

nis 1 or one of R* and R® is other than hydrogen.

55. A method of treating or preventing NMDA receptor-ion channel
related psychosis, comprising administering to an animal in need of such

treatment or prevention an effective amount of a compound of the formula:
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when R is other than hydrogen, then R° is hydrogen and R* is
hydrogen or fluoro;

with the further proviso that when n is 0, then R*, R®, and R® are not
hydrogen; or when n is 0, then R* and R® are not hydrogen, nitro, amino,
alkoxy, alkylsulfonyl or alkyl; or when n is O, then one of R° and R¢ are not

hydrogen; or when n is 1, then R* is hydrogen or fluoro and R° is hydrogen.

57.  The method of claim 56, wherein n is 1, R® and R® are not

hydrogen, and R%, RY, and R* are hydrogen.

58. A method of treating or preventing NMDA receptor-ion channel
related psychosis, comprising administering to an animal in need of such

treatment or prevention an effective amount of a compound of the formula:

R Re
|
R MNP
|N/ N
7 7 °
©), A

or a pharmaceutically acceptable salt thereof;
wherein n is 0 or 1;

R*, R®, and R® are indepcndently nitro, amino, halo, haloalkyl, cyano,
alkyl, cycloalkyl, alkenyl, alkynyl, azido, acylamino, alkylsulfonyl, aryl,
substituted aryl, heteroaryl, alkoxy, trialkylsilyl-substituted alkoxy, aryloxy,
substituted aryloxy, heteroaryloxy, a heterocycl';c group, a heterocyclicoxy
group, aralkoxy, or haloalkoxy;

R° and R® are independently hydrogen, hydroxy, amino,
-CH,CONHAr, -NHCONHAT, -NHCOCH,Ar, or -COCH,Ar, wherein Ar is

an aryl group, or a radical having the Formula:
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or a pharmaceutically acceptable salt thereof;
wherein n is 0 or 1; and

R! and R? are independently nitro, amino, halo, haloalkyl, cyano,
alkyl, cycloalkyl, alkenyl, alkynyl, azido, acylamino, alkylsulfonyl, aryl,
substituted aryl, heteroaryl, alkoxy, trialkylsilyl-substituted alkoxy, aryloxy,
substituted aryloxy, heteroaryloxy, a heterocyclic group, a heterocyclicoxy
group, aralkoxy, or haloalkoxy; and R® is hydrogen or fluoro; or

R! is hydrogen or fluoro; and R? and R® are independently nitro,
amino, halo, haloalkyl, cyano, alkyl, cycloalkyl, alkenyl, alkynyl, azido,
acylamino, alkylsulfonyl, aryl, substituted aryl, heteroaryl, alkoxy,
trialkylsilyl-substituted alkoxy, aryloxy, substituted aryloxy, heteroaryloxy, a
heterocyclic group, a heterocyclicoxy group, aralkoxy, or haloalkoxy;
R* and R® are independently hydrogen, hydroxy, amino,
-CH,CONHAr, -NHCONHATr, -NHCOCH,Ar, or -COCH,Ar, wherein Ar is

an aryl group, or a radical having the Formula:

H“\o
O)\(CHz)m

ns—'—nw

wherein R’ is hydrogen, lower alkyl of 1-6 carbon atoms, or aryl; R
is hydrogen or lower alkyl of 1-6 carbon atoms; m is an integer from
0 to 5; and R" is hydrogen, C, ¢ alkyl, or aralkyl;
with the proviso that when R® is other than hydrogen, then R® is hydrogen and
R? is hydrogen or fluoro; and when R is other than hydrogen, then R® is
hydrogen and R! is hydrogen or fluoro, with thé further proviso that when at
least one of R!, R? and R? is nitro, amino, alkoxy, alkylsulfonyl or alkyl, then

n is 1 or one of R® and R" is other than hydrogen.

62. A method of treating or preventing opiate tolerance, comprising
administering to an animal in need of such prevention an effective amount of

a compound of the Formula
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when R? is other than hydrogen, then R® is hydrogen and R* is
hydrogen or fluoro;

with the further proviso that when n is 0, then R®, R®, and R® are not
hydrogen; or when n is 0, then R* and RS are not hydrogen, nitro, amino,
alkoxy, alkylsulfonyl or alkyl; or when n is O, then one of R° and R¢ are not

hydrogen; or when n is 1, then R* is hydrogen or fluoro and R® is hydrogen.

64. The method of claim 63, wherein n is 1, R® and RS are not

hydrogen, and R®, R%, and R* are hydrogen.

65. A method of treating or preventing opiate tolerance, comprising
administering to an animal in need of such prevention an effective amount of

a compound of the Formula

R Re
. |
RO
lN/ N
7 7 ©°
©), W

ora pharmacéutically acceptable salt thereof;
whereinn is 0 or 1,

R*, RS, and R® are independently nitro, amino, halo, haloalkyl, cyano,
alkyl, cycloalkyl, alkenyl, alkynyl, azido, acylamino, alkylsulfonyl, aryl,
substituted aryl, heteroaryl, alkoxy, trialkylsilyl-substituted alkoxy, aryloxy,
substituted aryloxy, heteroaryloxy, a heterocyclic group, a heterocyclicoxy
group, aralkoxy, or haloalkoxy; |

R® and R¢ are independently hydrogen, hydroxy, amino,
-CH,CONHATr, -NHCONHAr, -NHCOCH AT, or -COCH,Ar, wherein Ar is

an aryl group, or a radical having the Formula:
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with the proviso that when R* is other than hydrogen, then R" is hydrogen and
R? is hydrogen or fluoro; and when R® is other than hydrogen, then R* is
hydrogen and R' is hydrogen or fluoro, with the further proviso that when at
least one of R!, R? and R? is nitro, amino, alkoxy, alkylsulfonyl or alkyl, then
n is 1 or one of R* and R® is other than hydrogen.

70. A compound having the formula:

R' Flaa
©)
|

RN N o

R PR
or a pharmaceutically acceptable salt thereof;
wherein n is 0 or 1; and

R!, R?, and R® are independently hydrogen, nitro, amino, halo,
haloalkyl, cyano, alkyl, cycloalkyl, alkenyl, alkynyl, azido, acylamino,
alkylsulfonyl, aryl, substituted aryl, heteroaryl, alkoxy, trialkylsilyl-substituted
alkoxy, aryloxy, substituted aryloxy, heteroaryloxy, a heterocyclic group, a
heterocyclicoxy group, aralkoxy, or haloalkoxy;
R® and R® are independently hydrogen, hydroxy, amino,
-CH,CONHAr, -NHCONHAr, -NHCOCH,Ar, or -COCH,Ar, wherein Ar is

an aryl group, or a radical having the Formula:

Fl“\o
0)\(CH2)m .

Ro—l——nw

~

wherein R? is hydrogen, lower alkyl of 1-6 carbon atoms, or aryl; R
is hydrogen or lower alkyl of 1-6 carbon atoms; m is an integer from
0 to 5; and R is hydrogen, C,, alkyl, or aralkyl;
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wherein R® is hydrogen, lower alkyl of 1-6 carbon atoms, or aryl; R!®

is hydrogen or lower alkyl of 1-6 carbon atoms; m is an integer from

0 to 5; and R" is hydrogen, C,, alkyl, or aralkyl;

with the proviso that when R° is other than hydrogen, then R¢ is

5 hydrogen and n is 0; and

when R is other than hydrogen, then R® is hydrogen,

with the further proviso that when one of R® and R® is nitro, amino,
alkoxy, alkylsulfonyl, or alkyl, then n is 1 or one of R* and R® is other than
hydrogen.

10 72. The compound of claim 71, wherein n is 1, R® and RS are not

hydrogen, and R¢, R¢, and R* are hydrogen.

73. A compound having the formula:

R g
|
R A MO
IN/ N
R0 7 0
(0), R

or a pharmaceutically acceptable salt thereof;
15 whereinn is O or 1;

R¢, R, and R® are independently hydrogen, nitro, amino, halo,
haloalkyl, cyano, alkyl, cycloalkyl, alkenyl, alkynyl, azido, acylamino,
alkylsulfonyl, aryl, substituted aryl, heteroaryl, alkoxy, trialkylsilyl-substituted
alkoxy, aryloxy, substituted aryloxy, heteroaryloxy, a heterocyclic group, a

20 heterocyclicoxy group, aralkoxy, or haloalkoxy;

R and R¢ are independently hydrogen, hydroxy, amino,

-CH,CONHATr, -NHCONHAT, -NHCOCH,Ar, or -COCH,Ar, wherein Ar is

an aryl group, or a radical having the Formula:
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R ~o
O)\(Cﬂz)m

R’—’—RW

wherein R is hydrogen, lower alkyl of 1-6 carbon atoms, or aryl; R"

is hydrogen or lower alkyl of 1-6 carbon atoms; m is an integer from

0 to 5; and R" is hydrogen, C, alkyl, or aralkyl;

with the proviso that when R° is other than hydrogen, then RY is
hydrogen and n is 0; and

when RY is other than hydrogen, then R° is hydrogen and R* is
hydrogen or fluoro; ' '

with the further proviso that when n is 0, then R, R®, and RS are not
hydrogen; or when n is 0, then R* and R® are not hydrogen, nitro, amino,
alkoxy, alkylsulfonyi or alkyl; or when n is 0, then one of R° and R¢ are not

hydrogen; or when n is 1, then R* is hydrogen or fluoro and R° is hydrogen.

74. A compound having the formula:

R Re
|
R A MNP
|N/ N
R | 0
©, R

or a pharmaceutically acceptable salt thereof;
whereinn is O or 1;

R, R’, and RS are independently hydrogen, nitro, amino, halo,
haloalkyl, cyano, alkyl, cycloalkyl, alkenyl, alkynyl, azido, acylamino,
alkylsulfonyl, aryl, substituted aryl, heteroaryl, alkoxy, trialkylsilyl-substituted
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R’ and R® are independently hydrogen, nitro, amino, halo, haloalkyl,
cyano, alkyl, cycloalkyl, alkenyl, alkynyl, azido, acylamino, alkylsulfonyl,
aryl, substituted aryl, heteroaryl, alkoxy, trialkylsilyl-substituted alkoxy,
aryloxy, substituted aryloxy, heteroaryloxy, a heterocyclic group, a

5 heterocyclicoxy group, aralkoxy, or haloalkoxy;

R* and R are independently hydrogen, hydroxy, amino,

-CH,CONHAr, -NHCONHAr, -NHCOCH,Ar, or -COCH,Ar, wherein Ar is

an aryl group, or a radical having the Formula:

R"\o
O/l\(CHz)m

Rs+n1o
wherein R® is hydrogen, lower alkyl of 1-6 carbon atoms, or aryl; R
is hydrogen or lower alkyl of 1-6 carbon atoms; m is an integer from
0 to 5; and R" is hydrogen, C, ¢ alkyl, or aralkyl;

10 with the proviso that when R° is other than hydrogen, then Rf is hydrogen and
n is 0; when Rf is other than hydrogen, then R° is hydrogen and R is

15 hydrogen or fluoro or when n is 0 and R* and R' are hydrogen, then at least
one of R’ and R® is other than hydrogen, hydroxy, alkoxy, alkyl, amino, aryl
or halo.

76. A pharmaceutical composition, comprising the compound of any

one of claims 69-75 and a pharmaceutically acceptable carrier.

20 77.  An isotopically labelled compourid having the formula
1 Ra
(OIN

RI
N\NO
|
n‘/ﬂqo
RR R
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wherein n is 0 or 1; and

R', R?, and R® are independently hydrogen, nitro, amino, halo,
haloalkyl, cyano, alkyl, cycloalkyl, alkenyl, alkynyl, azido, acylamino,
alkylsulfonyl, aryl, substituted aryl, heteroaryl, alkoxy, trialkylsilyl-substituted
alkoxy, aryloxy, substituted aryloxy, heteroaryloxy, a heterocyclic group, a
heterocyclicoxy group, aralkoxy, or haloalkoxy;
R® and R® are independently hydrogen, hydroxy, amino,
-CH,CONHAr, -NHCONHATr, -NHCOCH,Ar, or -COCH,Ar, wherein Ar is

an aryl group, or a radical having the Formula:

1
R ~o
O)\(CHz)m

Ro—l—gw

wherein R is hydrogen, lower alkyl of 1-6 carbon atoms, or aryl; R
is hydrogen or lower alkyl or 1-6 carbon atoms; m is an integer from
0 to 5; and R" is hydrogen, C, alkyl, or aralkyl;
with the proviso that when R? is other than hydrogen, then R® is hydrogen and
R? is hydrogen or fluoro; and when R® is other than hydrogen, then R* is
hydrogen and R! is hydrogen or fluoro, with the further proviso that when at
least one of R!, R? and R? is nitro, amino, alkoxy, alkylsulfonyl or alkyl, then
n is 1 or one of R* and R® is other than hydrogen.

78.  An isotopically labelled compound having the formula:

R Re
|
R A MO
| NT N
R ] 0
©). Re

whereinnis O or 1;
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R%, R®, and R® are independently hydrogen, nitro, amino, halo,
haloalkyl, cyano, alkyl, cycloalkyl, alkenyl, alkynyl, azido, acylamino,
alkylsulfonyl, aryl, substituted aryl, heteroaryl, alkoxy, trialkylsilyl-substituted
alkoxy, aryloxy, substituted aryloxy, heteroaryloxy, a heterocyclic group, a

5 heterocyclicoxy group, aralkoxy, or haloalkoxy;
R and R are independently hydrogen, hydroxy, amino,
-CH,CONHAT, -NHCONHAT, -NHCOCH,Ar, or -COCH,Ar, wherein Ar is

an aryl group, or a radical having the Formula:

1
R 1\o
o)\(cnz)m

RO—*—Rw
wherein R? is hydrogen, lower alkyl of 1-6 carbon atoms, or aryl; R
is hydrogen or lower alkyl of 1-6 carbon atoms; m is an integer from
0 to 5; and R is hydrogen, C, 4 alkyl, or aralkyl;
10 with the proviso that at least one of R?, R and R® is halo or haloalkyl,
that when R° is other than hydrogen, then R® is hydrogen and n is 0; and
15 when R® is other than hydrogen, then R°® is hydrogen and R* is

hydrogen or fluoro.

79.  The compound of claim 78, whereinn is 1, R® and R® are not

hydrogen, and R%, R¢, and R* are hydrogen.
80.  An isotopically labelled compound having the formula:

R Re
©hn._ § N

N
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whereinnis O or 1;

R’ and R® are independently hydrogen, nitro, amino, halo, haloalkyl,
cyano, alkyl, cycloalkyl, alkenyl, alkynyl, azido, acylamino, alkylsulfonyl,
aryl, substituted aryl, heteroaryl, alkoxy, trialkylsilyl-substituted alkoxy,
aryloxy, substituted aryloxy, heteroaryloxy, a heterocyclic group, a
heterocyclicoxy group, aralkoxy, or haloalkoxy;

R® and Rf are independently hydrogen, hydroxy, amino,
-CH,CONHAr, -NHCONHAr, -NHCOCH,ATr, or -COCH,Ar, wherein Ar is

an aryl group, or a radical having the Formula:

R

(o)

OJ\(CHz)m

Rs—-i—nw
wherein R’ is hydrogen, lower alkyl of 1-6 carbon atoms, or aryl; R'
is hydrogen or lower alkyl of 1-6 carbon atoms; m is an integer from
0 to 5; and R! is hydrogen, C,, alkyl, or aralkyl;
with the proviso that when R° is other than hydrogen, then R' is hydrogen and
n is 0; when R is other than hydrogen, then R® is hydrogen and R’ is

hydrogen or fluoro.

81.  The labelled compound of any one of claims 77-80, wherein
said label is 2H, °H, 'C, *C, N, or '*F.
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