(1),

wherein R' and Z are defined herein, are NR2B subtype selective receptor antagonists. Chemical
entities of Formula (1), and pharmaceutically acceptable compositions thereof, are useful for treating
a variety of diseases and disorders associated with NR2B receptor antagonism. Such diseases and
disorders include those described herein.

[003a] In one aspect of the present disclosure, there is provided a chemical entity, which is a compound

of Formula (1):

R O ),

wherein:

N=
Zis _§_<\N:/> ;



R’ is selected from the group consisting of -H, -CHs, -F, -Cl, -CH,CHs, -CF,H, -CH,F,

-CF3, -CF,CHs3, -CH,CF3, cyclopropyl, -OCF3, -OCF,H, -SCH3, -SO,CH3, and ethynyl;
R®is selected from the group consisting of —H and —F;
R’ is selected from the group consisting of —H, -F, -Cl, and —CH.

[003b] In another aspect of the present disclosure, there is provided a pharmaceutical composition

comprising the chemical entity disclosed herein and a pharmaceutically acceptable carrier.

[003c] In a further aspect of the present disclosure, there is provided a use of a chemical entity disclosed
herein in the manufacture of a medicament for treating a disease or disorder responsive to NR2B
antagonism, wherein the disease or disorder is depression, pain, Parkinson's disease, Huntington's

disease, Alzheimer's disease, cerebral ischaemia, traumatic brain injury, epilepsy or migraine.

BRIEF DESCRIPTION OF THE DRAWING

[004] FIG. 1A shows results of the Forced Swim Test in mice as described in Example 2.4.1 with
compound E1-1.2. FIG. 1B shows results of the Forced Swim Test in mice as described in Example
2.4.2 with compound E1-8.2 by i.p. administration. FIG. 1C shows results of the Forced Swim Test in
mice as described in Example 2.4.3 with compound E1-21.26 by i.p. administration. FIG. 1D shows
results of the Forced Swim Test in mice as described in Example 2.4.4 with compound E1-1.2 by oral
(p.o.) administration. FIG. 1E shows results of the Forced Swim Test in rats as described in Example
2.4.5 with compound E1-1.2 by i.p. administration. FIG. 1F shows results of the Forced Swim Test in
rats as described in Example 2.4.6 with compound E1-21.26 by p.o. administration. FIG. 1G shows

results of the Forced Swim Test as described in Example 2.4.7 with compound E1-1.2.
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WHAT IS CLAIMED IS:

1. A chemical entity, which is a compound of formula I1:
F. F
5
R é/\,}l,z |
RS o\n/N H
R’ o)
wherein:

N=
z is§_<}\l:/>;

R® is selected from the group consisting of -H, -CHs, -F, -Cl, -CH,CHs, -CF,H, -CH,F, -
CF3, -CF,CHjs, -CH,CF3, cyclopropyl, -OCF3, -OCF,H, -SCHj3, -SO,CHgs, and
ethynyl;

R® is selected from the group consisting of —H and —F;

R’ is selected from the group consisting of —H, -F, -Cl, and —CHs.

2. A pharmaceutical composition comprising the chemical entity of claim 1 and a

pharmaceutically acceptable carrier.
3. The pharmaceutical composition of claim 2, which is suitable for oral administration.

4. Use of a chemical entity of claim 1 in the manufacture of a medicament for treating a
disease or disorder responsive to NR2B antagonism, wherein the disease or disorder is
depression, pain, Parkinson's disease, Huntington's disease, Alzheimer's disease, cerebral

ischaemia, traumatic brain injury, epilepsy or migraine.

5. The use of claim 4, wherein the disease or disorder is depression.
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10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

The chemical entity of claim 1, wherein R® is —=H, R® is —=H, and R’ is —H.

The chemical entity of claim 1, wherein R® is —CH3, R® is —=H, and R is —H.

The chemical entity of claim 1, wherein R® is —Cl, R® is —H, and R’ is —H.

The chemical entity of claim 1, wherein R is —F, R® is —=H, and R is —H.

The chemical entity of claim 1, wherein R® is -CH,CHs, R® is —=H, and R is —H.

The chemical entity of claim 1, wherein R® is —CF,H, R® is —=H, and R is —H.

The chemical entity of claim 1, wherein R® is —CH,F, R® is —=H, and R is —H.

The chemical entity of claim 1, wherein R® is —CFs, R® is —H, and R’ is —H.

The chemical entity of claim 1, wherein R® is —CF,CHs, R® is —H, and R’ is —H.

The chemical entity of claim 1, wherein R® is ~CH,CF3, R® is —=H, and R’ is —H.

The chemical entity of claim 1, wherein R® is cyclopropyl, R® is —H, and R’ is —H.

The chemical entity of claim 1, wherein R® is —OCFs, R® is —=H, and R is —H.

The chemical entity of claim 1, wherein R® is —OCF,H, R® is —H, and R’ is —H.

The chemical entity of claim 1, wherein R” is —Cl, R® is —H, and R is —F.

The chemical entity of claim 1, wherein R® is -CHs, R® is —H, and R” is —F.
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21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

The chemical entity of claim 1, wherein R® is —CH3, R® is —F, and R’ is —H.

The chemical entity of claim 1, wherein R® is —CI, R® is —F, and R is —H.

The chemical entity of claim 1, wherein R® is —F, R® is —F, and R’ is —H.

The chemical entity of claim 1, wherein R® is —F, R® is —H, and R is —F.

The chemical entity of claim 1, wherein R® is —F, R® is —H, and R” is -CI.

The chemical entity of claim 1, wherein R® is —F, R® is —-H, and R’ is —CHs.

The chemical entity of claim 1, wherein R® is —Cl, R® is —H, and R is -CH.

The chemical entity of claim 1, wherein R® is —SCH3, R® is —=H, and R is —H.

The chemical entity of claim 1, wherein R® is —=SO,CHs, R® is —=H, and R is —H.

The chemical entity of claim 1, wherein R® is ethynyl, R® is —H, and R is —H.

A pharmaceutical composition comprising the chemical entity of any one of claims 6-30

and a pharmaceutically acceptable carrier.

Use of a chemical entity of any one of claims 8-30 in the manufacture of a medicament for
treating a disease or disorder responsive to NR2B antagonism, wherein the disease or
disorder is depression, pain, Parkinson's disease, Huntington's disease, Alzheimer's disease,
cerebral ischaemia, traumatic brain injury, epilepsy or migraine.

The use of claim 32, wherein the disease or disorder is depression.
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