What is Claimed:

1. A compound of formula I:

hthalenyl, pyridyl, quinolinyl, isoquinolinyl, imidazopyridyl,
furanyl, thiaz&yl1, isoxazolyl, pyrazolyl, imidazothiazolyl, benzimidazolyl, or
indazolyl;
R; is H, alkyl, alkoxy, hydrdxyalkylene, OH, halo, phenyl, triazolyl, oxazolyl,
isoxazolyl, pyridyl, pyr\gidinyl, pyrazinyl, pyridazinyl, piperazinyl, pyrazolyl,
oxadiazolyl, pyrrolidinyl, ophenyl, morpholinyl, or dialkylamino, wherein
azolyl, pyridyl, pyrimidinyl, pyrazinyl,

oxadiazolyl, pyrrolidinyl, thiophenyl, or

phenyl, triazolyl, oxazolyl, is

pyridazinyl, piperazinyl, pyrazol

morpholinyl is optionally substitute\with up to two substituents selected from

halo and alkyl;
R, is H, alkyl, alkoxy, hydroxyalkylene, or halo;
Z is NH, N-alkyl, or O;

carboxylate, alkoxy, and halo; and

nisOor 1.
2. The compound of claim 1, wherein Z is NH.
3. The compound of claim 1, wherein Z is N-alkyl.

4. The compound of claim 3, wherein Z is N-CH3.
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10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

The compound of claim 1, wherein Z is O.

The compound of any one of claims 1 to 5, wherein ring A is furanyl, thiazolyl,

isoxazolyl, pyrazolyl, or imidazothiazolyl.
¢ compound of any one of claims 1 to 5, wherein ring A is phenyl or naphthalenyl. -

The cqunpound of any one of claims 1 to 5, wherein ring A is pyridyl, quinolinyl,
isoquinoNayl, imidazopyridyl, benzimidazolyl, or indazolyl.

The compounqof any one claims 1 to 8, wherein R; is alkyl.

The compound of 3y one of claims 1 to 8, wherein R is alkoxy.

The compound of clainNl 0, wherein alkoxy is haloalkoxy.

The compound of any one oN\¢claims 1 to 8, wherein R, is hydroxyalkylene or OH.
The compound of any one of claiygs 1 to 8, wherein R, is halo.
The compound of any one of claims 1§o 8, wherein R, is phenyl.
The compound of claim 14, wherein pheny\is halo-phenyl.

The compound of any one of claims 1 to 8, whd\ein R is triazolyl, oxazolyl, or

isoxazolyl.
The compound of claim 16, wherein oxazolyl is methyNgxazolyl.
The compound of claim 16, wherein isoxazolyl is methyl-is&gazolyl.
The compound of any one of claims 1 to 8, wherein R, is pyridy
The compound of claim 19, wherein pyridyl is methyl-pyridyl.

The compound of any one of claims 1 to 8, wherein R is pyrimidinyl, pyr

pyridazinyl.

The compound of any one of claims 1 to 8, wherein R, is piperazinyl, morpholiny.

pyrrolidinyl, or dialkylamino.
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23.

25.
26.
27.
28.
29.
30.

31.

32.
33.

34,

35.

36.

37.

38.

The ’conipound of éﬁ’)’}igrwlgvc;fwclaims 1 to 8, wherein R; is pyrazolyl, oxadiazoiyl, or

thiophenyl. B

. The compound of c;ia;irnr;Zé,HWherein pyrazolyl is methyl-pyrazolyl or dimethyl-

pyrazolyl.

Th\compound of claim 23, wherein oxadiazolyl is methyl-oxadiazolyl.

The compound ot\ny one of claims 1 to 25, wherein R, is alkoxy.
The compound of any ¥e of claims 1 to 25, wherein R; is hydroxyalkylene.
The compound of any one &claims 1 to 25, wherein R, is halo.

The compound of any one of thereceding claims, wherein Rs is pyridyl, pyrimidinyl,
pyrazinyl, or pyridazinyl optionally \bstituted with a one or two substituents

independently selected from the group Npnsisting of alkyl, alkoxy, or halo.
The compound of claim 31, wherein alkyl iSrihaloalkyl.
The compound of claim 32, wherein Rs is pyridyNsubstituted with trifluoromethyl.

The compound of claim 32, wherein Rs is pyrimidinyNgubstituted with

trifluoromethyl.
The compound of claim 32, wherein Rs is pyrazinyl substitute\ with trifluoromethyl.

The compound of claim 32, wherein Rs is pyridazinyl substituted

trifluoromethyl.

The compound of any one of claims 1 to 30, wherein Rs is quinazolinyl or
quinoxalinyl, optionally substituted with a one or two substituents independen

selected from the group consisting of alkyl, alkoxy, or halo.

The compound of claim 37, wherein alkyl is trihaloalkyl.
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42.

43.

44.

45.

46.

47.

48.

49.

50.

3¢ ,‘.r..Thé,béhipdund of claim 38, wherein Rs is quinazolinyl substituted wit

. trifluoromethyl. -

trifluoromethyl.

The compound of claim 38, wherein Rs is quinoxalinyl substituted with‘iﬁ o

The compound X claim 41, wherein pyrazolyl is methyl-pyrazolyl.

The compound of cla\a 41, wherein alkyl is trihaloalkyl.

The compound of claim 43\ wherein Rs is pyrazolyl substituted with trifluoromethyl.

The compound of claim 43, wh¥&ein Rs is benzoxazolyl substituted with
trifluoromethyl.
The compound of claim 43 wherein Rs N\imidazopyrazinyl substituted with

trifluoromethyl.

The compound of claim 43, wherein Rs is triazoNpyrazinyl substituted with

trifluoromethyl.
The compound of any one of the preceding claims, wherNn n is 0.
The compound of any one of claims 1 to 47, wherein n is 1.

A compound selected from the group consisting of

Compound Compound
Name
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(5-fluoro-2-(pyrimidin-2-
yDphenyl)((1S,2R 4R)-2-
((pyridin-2-yloxy)methyl)-
7-azabicyclo[2.2.1]heptan-
7-yl)methanone

(£)-(6-methyl-3-
(pyrimidin-2-yl)pyridin-2-
yD(2-((pyridin-2-
yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(6-methyl-3-(pyrimidin-2-
yl)pyridin-2-
yD((1S*,2R* 4R*)-2-
((pyridin-2-yloxy)methyl)-
7-azabicyclo[2.2.1]heptan-
7-yl)methanone

(6-methyl-3-(pyrimidin-2-
yDpyridin-2-
yD((1R*,2S*,48%)-2-
((pyridin-2-yloxy)methyl)-
7-azabicyclo[2.2.1]heptan-
7-yl)methanone

(6-methyl-3-(2H-1,2,3-
triazol-2-yl)pyridin-2-
y1)((1S,2R,4R)-2-((pyridin-
2-yloxy)methyl)-7-
azabicyclo[2.2.1Theptan-7-
yl)methanone

-492 -


ip-temp
Rectangle

ip-temp
Rectangle

ip-temp
Rectangle

ip-temp
Line


T (6-methyl-3-(2H-1,23-
_ triazol-2-yD)pyridin-2- -

| yD((R.25.45)-2-((pyridin- |

| 2-yloxy)methyl)-7- -
| “azabicyclo[2.2.1]heptan-7- |

- yhmethanone - -

| (6-methyl-3-(2H-1,2.3-
" iriazol-2-yl)pyridin-2-

yD((1S,2R 4R)-2-((pyridin-
2-yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

#)-2-(((5-fluoropyridin-2-
yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
y1)(6-methyl-3-(2H-1,2,3-
triazol-2-yl)pyridin-2-
yl)methanone

((1S,2R 4R)-2-(((5-
fluoropyridin-2-
yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)(6-methyl-3-(2H-1,2,3-

triazol-2-yl)pyridin-2-
\ yl)methanone

(&)-(2-(((5-fluoropyridWg-2-
yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-73
y)(5-methyl-2-(2H-1,2,3-
triazol-2-
yl)phenyl)methanone

((1S,2R,4R)-2-(((5-
fluoropyridin-2-
yDoxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yD(5-methyl-2-(2H-1,2,3-
triazol-2-
yl)phenyl)methanone
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((1R,28,48)-2-(((5-
fluoropyridin-2-
yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
y1)(5-methyl-2-(2H-1,2,3-
triazol-2-
yl)phenyl)methanone

(#)-(2-(((5-fluoropyridin-2-
yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
y1)(2-(thiophen-2-
yl)phenyl)methanone

((1S*,2R* 4R*)-2-(((5-
fluoropyridin-2-
yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
y1)(2-(thiophen-2-
yl)phenyl)methanone

((1R*,25*,4S*)-2-(((5-
fluoropyridin-2-
yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
y1)(2-(thiophen-2-
yl)phenyl)methanone

(£)-(5-Nethyl-2-(2H-1,2,3-
triazol-2N)phenyl)(2-(((4-
(trifluorom®&hyl)pyrimidin-
2-ylyoxy)Nethyl)-7-
azabicyclo[2.2 §]heptan-7-
yl)methandyge

(#)-(5-methyl-2-(2H-1,2 ¢
triazol-2-yl)phenyl) (2-(((5-
(trifluoromethyl)pyridin-2-
yhoxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone
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(£)-(5-methyl-2-(2H-1,2,3-
triazol-2-yl)phenyl)(2-(((3-
(trifluoromethyl)pyridin-2-
yhoxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(#)-(5-methyl-2-(2H-1,2,3-
triazol-2-yl)phenyl)(2-(((6-
(trifluoromethyl)pyridin-2-
yl)oxy)methyl)-7-
azabicyclo[2.2.1Theptan-7-
yl)methanone

F
7
N~N
0]
N =
|
0O~ N

(#)-(5-methyl-2-(2H-1,2,3-
triazol-2-yl)phenyl)(2-(((4-
methylpyridin-2-
yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(#)-(5-methyl-2-(2H-1,2,3-
triazol-2-yl)phenyl)(2-(((6-
methylpyridin-2-
yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

Dphenyl)(2-(((5-

azabicyclo[2.24 Jheptan-7-

yl)metha

(#)-(2-((3,6-
dimethylpyrazin-2-
yl)oxy)methyl)-7-

azabicyclo[2.2.1]heptan-7-
yl)(5-methyl-2-(2H-1,2,3-
triazol-2-
yl)phenyl)methanone
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(*)-(5-methyl-2-(2H-1,2,3-
triazol-2-yl)phenyl)(2-(((3-
(trifluoromethyl)quinoxalin
-2-yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(#)- (2-(2H-1,2,3-triazol-2-
yDphenyl)(2-(((5-
fluoropyridin-2-
yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-

F yl)methanone

= yl)(quinolin-8-

(£)-2-(((5-fluoropyridin-2-
yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-

| yl)methanone

(#)-2-(((5-fluoropyridin-2-
yDoxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)(naphthalen-1-
yl)methanone

> y1)(2-methylnaphthalen-1-
| yl)methanone
N

(£)-2-(((5-fluoropyridin-2-
yhoxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-

pd
/
pzd

-2-(1H-pyrazol-1-
yIRhenyl)(2-(((5-
flu&opyridin-2-
yloxy\nethyl)-7-
azabicyclo[2R.1Theptan-7-

F yl)methagone

(£)-2-(((5-fluoropyridin-
yl)oxy)methyl)-7-
azabicyclo[2.2.1Theptan-7-
y1)(3-phenylfuran-2-
yl)methanone

T
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(£)-(2-ethoxynaphthalen-1-
y1)(2-(((5-fluoropyridin-2-
yl)oxy)methyl)-7-

Q e} azabicyclo[2.2.1]heptan-7-
yl)methanone
' N F
A2 K
O 'N
F (£)-(5-(2-fluorophenyl)-2-
methylthiazol-4-yD)(2-(((5-
fluoropyridin-2-
/ﬁ \ 0 yl)oxy)methyl)-7-
\N azabicyclo[2.2.1]heptan-7-
N F yl)methanone
Az K
O” N
[\\14> (%)—(5-ﬂuoro-2-(2H-1,2,3-
N~N triazol-2-yl)phenyl)(2-(((5-
fluoropyridin-2-
o yl)oxy)methyl)-7-
F F azabicyclo[2.2.1Theptan-7-
| yl)methanone
(SR
N7 ) ()-(2-fluoro-6-(pyrimidin-
_ 2-yhphenyl)(2-(((5-
N fluoropyridin-2-
d{o yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
N F yl)methanone

(EN5-fluoro-2-(pyrimidin-

(#)-(2-(((5-fluorop
yhoxy)methyl)-
azabicyclo[2.2.1TheptanN{-
y1)(5-methyl-2-(pyrimidin
2-yl)phenyl)methanone

(#)-(2-(2H-1,2,3-triazol-2-
yl)phenyl)(2-((quinoxalin-
2-yloxy)methyl)-7-
azabicyclo[2.2.1Theptan-7-
yl)methanone
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N 6 (*)-(2-fluoro-6-(2H-1,2,3-
’\‘l\f\j triazol-2-yl)phenyl)(2-
((quinoxalin-2-
o yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
PN N :@ yl)methanone
)@
0" °N
N7 (£)-(5-methyl-2-(2H-1,2,3-
N\r\f triazol-2-yl)phenyl)(2-
0 ((quinoxalin-2-
yloxy)methyl)-7-
N N azabicyclo[2.2.1]heptan-7-
L}j\ J:/ D yl)methanone
0" N
NZ (£)-(5-fluoro-2-(2H-1,2,3-
Np] triazol-2-yl)phenyl)(2-
{ o ({(quinoxalin-2-
) yloxy)methyl)-7-
E N N azabicyclo[2.2.1]heptan-7-
/[/ I@ yl)methanone
0" N
N?\\> (£)-(5-methyl-2-
- (pyrimidin-2-yl)phenyl)(2-
N ((quinoxalin-2-
o yloxy)methyl)-7-
N azabicyclo[2.2.1]heptan-7-
z yl)methanone
A2 K
(O
N7 (#)-(2-(((4,6-
Ne / \ dimethylpyrimidin-2-
N yl)oxy)methyl)-7-
O abicyclo[2.2.1]heptan-7-
yN5-methyl-2-(2H-1,2,3-
N _ triazol-2-
Llj /Nk l yl)Renyl)methanone
o N
0 azabicyclo[2.2.1TheXan-7-
N W0 y)(3-methyl-5-
phenylisoxazol-4-
N NZ yl)methanone
A2
O N
( (£)-(2-(((4,6-
dimethylpyrimidin-2-
O yloxy)methyl)-7-
Q o azabicyclo[2.2.1]heptan-7-
y1)(2-ethoxynaphthalen-1-
' N yl)methanone
N ’Z
Az
O 'N
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(#)-(2-(((4.6-
dimethylpyrimidin-2-
yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yD(2-
ethoxyphenyl)methanone)

(#)-(2-(((4,6-
dimethylpyrimidin-2-
yhoxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)(2-fluoro-6-(pyrimidin-
2-yl)phenyl)methanone

(#)-(2-(((4.6-
dimethylpyrimidin-2-
yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
y1)(5-fluoro-2-(pyrimidin-
2-yl)phenyl)methanone

(#)-(2-(((4,6-
dimethylpyrimidin-2-
yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)(5-methyl-2-(pyrimidin-
2-yl)phenyl)methanone

SN (
— dimeth,
yhoxy)
@] azabicyclo[2.2Jheptan-7-
y1)(2-(thioph!
N N7 yl)phenyl)methaNgne
Az K/
O N
N7 (#)-(6-methyl-3-(2H-1,2,3\
Ny, triazol-2-yl)pyridin-2-
7 o yDH(E-(((5-
- E (trifluoromethyl)pyridin-2-
N N F yl)oxy)methyl)-7-
= l F | azabicyclo[2.2.1]heptan-7-
Lb\ N yl)methanone
0" 'N
( (#£)-(3-ethoxy-6-
o methylpyridin-2-yl)(2-(((5-
7 (trifluoromethyl)pyridin-2-
\ 0 . yloxy)methyl)-7-
=N F | azabicyclo[2.2.1]heptan-7-
N = F yl)methanone
Lb\ N
0" N
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(£)-(2-(((5-bromopyridin-
2-yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
y1)(6-methyl-3-(2H-1,2,3-

N triazol-2-yl)pyridin-2-
N A~ Br yl)methanone
Lb\ X I
O N
E \ (&)-(2-(((5-bromopyridin-
0O 2-yhoxy)methyl)-7-
0 azabicyclo[2.2.1]heptan-7-
yD)(3-fluoro-2-
N _ Br methoxyphenyl)methanone
A2 K
O 'N
( (#)-(2-(((5-bromopyridin-
2-yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
4 \ yl)(3-ethoxy-6-
=N methylpyridin-2-
N = Br yl)methanone
]
N
N 7 (£)-(3-fluoro-2-(pyrimidin-
F \ 2-yl)phenyl)(2-((pyridin-2-
=N yloxy)methyl)-7-
1) azabicyclo[2.2.1]heptan-7-
yl)methanone
N ~
Lb\ N | \
O N
NZ (£)Xo-methyl-3-(2H-1,2,3-
l\\l\ / tridgpl-2-yl)pyridin-2-
N y)(N((pyridazin-3-
74 \ O
=N azabicyclo
N =
Az K
X, . -N
O N
N% (£)-(6-methyl-3-(2H-N\2,3-
,\\1\ / triazol-2-yl)pyridin-
N y1)(2-(((2-methylpyridin-
7 \ O yl)oxy)methyl)-7-
=N azabicyclo[2.2.1]heptan-7-
N yl)methanone
7
N
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(£)-(6-methyl-3-(2H-1,2 3-
triazol-2-yl)pyridin-2-
yD(2-(((3-methylpyridin-2-
yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(#)-(2-(((1-methyl-1H-
pyrazol-5-yl)oxy)methyl)-
7-azabicyclo[2.2.1]heptan-

7-yh)(6-methyl-3-(2H-

1,2,3-triazol-2-yl)pyridin-
2-yl)methanone

(#)-(6-methyl-3-(2H-1,2,3-
triazol-2-yl)pyridin-2-
yD(2-((pyridin-4-
yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

NN
N /
N/
N~N
/ \ 0
=N

(+)-(6-methyl-3-(2H-1,2,3-
triazol-2-yl)pyridin-2-
yD(2-((pyridin-3-
yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

45 ®)-(6-Nethyl-3-2H-1,2,3
l\\l / triazol R yl)pyridin-2-
~N y1)(2-((Wrimidin-2-
7 \ O yloxy)m¥hyl)-7-
=N azabicyclo[2.2.Nheptan-7-
N yl)methan
N e
Az
O N
NZ (ﬂ:)-(6-methy1—3—(2H~1,2,\
l\\l / triazol-2-yl)pyridin-2-
N yD)(2-((pyrazin-2-
4 \ (@] yloxy)methyl)-7-
=N azabicyclo[2.2.1]heptan-7-
N /N yl)methanone
0" 'N
N7 (#)-(6-methyl-3-(2H-1,2,3-
f\\l\ 4 triazol-2-yl)pyridin-2-
N y1)(2- ((pyrimidin-4-
7 \ 0 yloxy)methyl)-7-
=N azabicyclo[2.2.1]heptan-7-
N N yl)methanone
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(£)-(6-methyl-3-(2H-1,2,3-
triazol-2-yl)pyridin-2-
y1)(2-(((6-methylpyridin-2-
yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(#)-(2-(((5-fluoropyridin-2-
ylhoxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
y1)(6-methyl-3-(oxazol-2-
ylpyridin-2-yl)methanone

(#)-2-(((5-fluoropyridin-2-
yDoxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)(6-methyl-3-(pyrimidin-
2-yl)pyridin-2-
yl)methanone

(#)-(3,6'-dimethyl-[2,3'-
bipyridin]-2'-y1)(2-(((5-
fluoropyridin-2-
yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
y1)(6-methyl-3-(3-methyl-
1H-pyrazol-1-yl)pyridin-2-
yDmethanone

(£)-2-(((5-fluoropyridin-2-
yhoxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
y1)(6-methyl-3-(pyrrolidin-
1-yl)pyridin-2-
yl)methanone

-502 -



ip-temp
Rectangle

ip-temp
Line


(&)-(2-(((5-fluoropyridin-2-
yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
y1)(6-methyl-3-(3-
methylisoxazol-5-
yDpyridin-2-yl)methanone

(£)-(2-(((5-fluoropyridin-2-
yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)(6-methyl-3-(1H-
pyrazol-1-yl)pyridin-2-
yl)methanone

(#)-(5-methyl-3-(2H-1,2,3-
triazol-2-yl)pyridin-2-
yD(2-((pyridin-2-
yloxy)methyl)-7-
azabicyclo[2.2.1Theptan-7-
yl)methanone

(*)- (4-methyl-3-(2H-
1,2,3-triazol-2-yl)pyridin-
2-yD(2-((pyridin-2-
yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

() 8-(dimethylamino)-6-
met\ylpyridin-2-yl)(2-

(#)-(3-(2H-1,2,3-trixol-2-
yl)quinolin-2-yl)(

((pyridin-2-yloxy)methy§-

7-azabicyclo[2.2.1]heptan:
7-yl)methanone

(#)-(7-ethoxyquinolin-8-
yD(@-((pyridin-2-
yloxy)methyl)-7-

azabicyclo[2.2.1]heptan-7-
yl)methanone
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(£)-(3,6-
dimethylimidazo[1,2-
a]pyridin-5-yl)(2-((pyridin-
2-yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yhmethanone

(#)-(1-methyl-4-phenyl-
1H-pyrazol-3-
yD((1S,2R,4R)-2-((pyridin-
2-yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(#)-(1-methyl-3-phenyl-
1H-pyrazol-4-
yD((1S,2R,4R)-2-((pyridin-
2-yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

#)-(3,7-
dimethylimidazo[1,2-
a]pyridin-8-yl)(2-((pyridin-
2-yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-

\ yl)methanone

(&)-&methylimidazo[1,2-

e
N7
O
s
N =
Az L
O N
1H-pyrazol-5-y1)(2-
((pyridin-2-yloxy)methy!
7-azabicyclo[2.2.1]heptan-
[\ O
N 7-yl)methanone
°N
| LNbA g
|
O N
N /\> (&)-((6-methylimidazo[1,2-
| a]pyridin-5-y1)(2-((pyridin-
N 0 2-yloxy)methyl)-7-
\ Y azabicyclo[2.2.1]heptan-7-
N yl)methanone
=
b\ N I
O” N
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(£)-(3-ethoxyisoquinolin-
4-yD)(2-((pyridin-2-
yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
ylmethanone

(x)-(1-methyl-5-phenyl-
1H-pyrazol-4-yl)(-2-
((pyridin-2-yloxy)methyl)-
7-azabicyclo[2.2.1]heptan-
7-yl)methanone

(£)-(6-methyl-3-(4-
methylpiperazin-1-
yl)pyridin-2-y1)(2-
((pyridin-2-yloxy)methyl)-
7-azabicyclo[2.2.1Theptan-
7-yl)methanone

(#)-(6-methyl-3-(piperazin-
1-yD)pyridin-2-yI)(2-
((pyridin-2-yloxy)methyl)-
7-azabicyclo[2.2.1]heptan-
7-yl)methanone

(x)-&§methyl-3-

(#)-(7-methoxyquinolin-8-
yD(2-((pyridin-2-
yloxy)methyl)-7-

azabicyclo[2.2.1]heptan-7-

yl)methanone
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(£)-(2-ethoxynaphthalen-1-
yD(@-((pyridin-2-
yloxy)methyl)-7-

azabicyclo[2.2.1]heptan-7-

yl)methanone

(*)-(3,6'-dimethyl-[2,3"-
bipyridin]-2'-yl)(2-
((pyridin-2-yloxy)methyl)-
7-azabicyclo[2.2.1heptan-
7-yl)methanone

(#)-(3-(2H-1,2,3-triazol-2-
yl)pyridin-2-yl)(2-
((pyridin-2-yloxy)methyl)-
7-azabicyclo[2.2.1]heptan-
7-yl)methanone

(#)-(2-methyl-5-
phenylthiazol-4-y1)(2-
((pyridin-2-yloxy)methyl)-
7-azabicyclo[2.2.1]heptan-
7-yl)methanone

(£)-(6-n\hyl-3-(oxazol-2-
yDpyrNin-2-y1)(2-
((pyridin-2-Mgxy)methyl)-
7-azabicyclo[2R.1]heptan-

7-yl)methadgne

(£)-(6-methyl-3-(3-
methylisoxazol-5-
yl)pyridin-2-y1)(2-
((pyridin-2-yloxy)methyl)-
7-azabicyclo[2.2.1Theptan-
7-yl)methanone
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()-(6-methyl-3-(1H-
pyrazol-1-yl)pyridin-2-
yD(2-((pyridin-2-
yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(#£)-(6-methyl-3-(4-methyl-
1H-pyrazol-1-yl)pyridin-2-
yD(2-((pyridin-2-
yloxy)methyl)-7-
azabicyclo[2.2.1Theptan-7-
yl)methanone

(£)-(6-methyl-3-
(pyrrolidin-1-yl)pyridin-2-
yD(2-((pyridin-2-
yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(%)-(3,6'-dimethyl-[2,3'-
bipyridin]-2'-yl)(2-(((5-
fluoropyrimidin-2-
yl)oxy)methyl)-7-
azabicyclo[2.2.1Theptan-7-
yl)methanone

-(2-(((5-
yrimidin-2-

()-2-(((5- \
fluoropyrimidin-2-
yl)oxy)methyl)-7-

azabicyclo[2.2.1]heptan-7-
yl)(6-methyl-3-(oxazol-2-
yDpyridin-2-yl)methanone

(#)-2-(((5-
fluoropyrimidin-2-
yl)oxy)methyl)-7-

azabicyclo[2.2.1]heptan-7-

yl)(6-methyl-3-(pyrrolidin-
1-yDpyridin-2-
yl)methanone



ip-temp
Rectangle

ip-temp
Line


#)-2-(((5-
fluoropyrimidin-2-
yloxy)methyl)-7-

azabicyclo[2.2.1]heptan-7-

yl)(6-methyl-3-(pyrimidin-
2-y)pyridin-2-
yl)methanone

(#)-2-(((5-
fluoropyrimidin-2-
yhoxy)methyl)-7-

azabicyclo[2.2.1]heptan-7-

y1)(6-methyl-3-(4-methyl-

1H-pyrazol-1-yl)pyridin-2-
yl)methanone

(#)-2-((5-
fluoropyrimidin-2-
yl)oxy)methyl)-7-

azabicyclo[2.2.1]heptan-7-
y1)(6-methyl-3-(1H-
pyrazol-1-yl)pyridin-2-
yl)methanone

(#)-(2-(((5-fluoropyridin-2-
yl)oxy)methyl)-7-
azabicyclo[2.2.1]beptan-7-
y1)(5-methyl-2-(2H-1,2,3-

N-N
O
triazol-2-
ﬁi\ | F yl)phenyl)methanone
6]
\ (#)-(2,6-
O dimeth\xyphenyl)(2-(((5-
0 fluoNgpyridin-2-
yDoxyKaethyl)-7-
N E azabicyclo[2.\ 1 heptan-7-
/Q L‘i\ ' yl)meth:
O
F \ (*)-((3-fluoro-2-
O methoxyphenyl)(2-(((5-
o fluoropyridin-2-
yDoxy)methyl)-7-
N E azabicyclo[2.2.1]heptan-7-

yl)methanone
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Z )-(2-(((5-fluoropyridin-2-
N /> yl)oxy)methyl)-7-
N-N azabicyclo[2.2.1]heptan-7-
(o) y1)(2-methoxy-6-(2H-
1,2,3-triazol-2-
F yl)phenyl)methanone
|
(£)-(5-fluoro-2-(1H-
pyrazol-5-yl)phenyl)(2-
(((5-fluoropyridin-2-
yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
F yl)methanone
|
2 (#)-(2-(((5-fluoropyridin-2-
[\\I /> yl)oxy)methyl)-7-
N-N azabicyclo[2.2.1]heptan-7-
0 y1)(2-methyl-6-(2H-1,2,3-
triazol-2-
N E yl)phenyl)methanone
A2 K
O° N
N7 \ )-(2-(((5-fluoropyridin-2-
N~l<l ylhoxy)methyl)-7-
J abicyclo[2.2.1]heptan-7-
\ 0 yN\6-methyl-3-(2H-1,2,3-
= tr. -
N N p F
Az K
O” N
N% -(2H-1,2,3-
f\,i,? idin-2-
Cl—f ) 0 idin-2-
- yloxy)methyIN\7-
N N | azabicyclo[2.2.1]hepWp-7-
Lb\ = [ yl)methanone
NS
0" N
N 4§ (£)-(2-(((5-fluoropyridin-2-
'\‘I\I\f yl)oxy)methyl)-7-
o/ azabicyclo[2.2.1]heptan-7-
/ ﬂ(o y1)(5-methoxy-3-(2H-
N N g| 1,2,3-triazol-2-yDpyridin-
Aj = [ 2-yl)methanone
NS
0" 'N
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N7 (#)-2-(((5-fluoropyridin-2-
NN yl)oxy)methyl)-7-
azabicyclo[2.2.1Theptan-7-
Q\(O y1)(5-methoxy-2-(2H-
-0 N 1,2,3-triazol-2-
Ab\ = ‘ yl)phenyl)methanone
0~ "N
N7 (x)-(2-fluoro-6-(2H-1,2,3-
N I\/l triazol-2-yl)phenyl)(2-(((5-
fluoropyridin-2-
®) yDoxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
N E yl)methanone

(£)-(4-fluoro-2-(2H-1,2,3-
triazol-2-yl)phenyl)(2-(((5-
fluoropyridin-2-
yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(*)-(3-fluoro-2-(2H-1,2,3-
triazol-2-yl)phenyl) (2-(((5-
fluoropyridin-2-
yDoxy)methyl)-7-
aAypbicyclo[2.2.1]heptan-7-
yl)methanone

(£)-(3-eoxy-6-

0 fluoropyridiNg2-
7 \ 0 yDoxy)methyl)\{-
=N azabicyclo[2.2.1]hep
N > yl)methanone
Ajﬂo .
NZ (+)-(2-(((5-fluoropyridin-2-
'\‘J\N/ yl)oxy)methyl)-7-
0 azabicyclo[2.2.1Theptan-7-
s 0 y1)(@-methoxy-2-(2H-
N F 1,2,3-triazol-2-
b\ = l yl)phenyl)methanone
0" N
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(£)-(5-chloro-2-(2H-1,2,3-
triazol-2-yl)phenyl)(2-(((5-
fluoropyridin-2-
yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(#)-(2-(((5-fluoropyridin-2-
yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)(4-methyl-2-(2H-1,2,3-
triazol-2-
yl)phenyl)methanone

(£)-(2-(((5-fluoropyridin-2-
yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
y1)(4-methyl-2-(pyrimidin-
2-yl)phenyl)methanone

(#)-2-(((5-fluoropyridin-2-
yl)oxy)methyl)-7-
azabicyclo[2.2.1Theptan-7-
y1)(2-methyl-6-(pyrimidin-
2-yl)phenyl)methanone

(£)-(3-fiNgro-2-(pyrimidin-
2-y)ph¥gyD(-2-(((5-
fluorop¥idin-2-
yhoxy)meNgyl)-7-
azabicyclo[2.2.1eptan-7-

yl)methano

(#)-2-(((5-fluoropyridin-2-
yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
y)(3-methyl-2-(2H-1,2,3-
triazol-2-
yl)phenyl)methanone
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(®)-2-(((5-fluoropyridin-2-
yhoxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
y)(5-(hydroxymethyl)-2-
(2H-1,2,3-triazol-2-
yl)phenyl)methanone

(#)-(2-(3-methyl-1,2,4-
oxadiazol-5-yl)phenyl)(2-
((pyridin-2-yloxy)methyl)-
7-azabicyclo[2.2.1]heptan-

7-yl)methanone

(£)-(6-methyl-2-(2H-1,2,3-
triazol-2-yl)pyridin-3-
yD(2-((pyridin-2-
yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(£)-(3-fluoro-2-(2H-1,2,3-
triazol-2-yl)phenyl)(2-
((pyridin-2-yloxy)methyl)-
7-azabicyclo[2.2.1]heptan-
7-yl)methanone

(=)-(6-methyl-2-(2H-1,2,3
triazol-2-yl)pyridin-3-
yDR-((4-
(triftuoromethyl)pyrimidin-
2-yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(£)-(6-methyl-2-(1H-1,2,3-
triazol-1-yl)pyridin-3-
yD(2-(((4-
(trifluoromethyl)pyrimidin-
2-yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone
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(#)-(2-(3-methyl-1,2,4-
oxadiazol-5-yl)phenyl)(2-
(((4-
(trifluoromethyl)pyrimidin-
2-yhoxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(#)-(3-fluoro-2-(2H-1,2,3-
triazol-2-yl)phenyl)(2-(((4-
(trifluoromethyl)pyrimidin-
2-yl)oxy)methyl)-7-
azabicyclo{2.2.1}heptan-7-
yl)methanone

(£)-(6-methyl-2-(2H-1,2,3-
triazol-2-yl)pyridin-3-
yD(2-(((5-methylpyridin-2-
yljoxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(£)-(6-methyl-2-(1H-1,2,3-
triazol-1-yl)pyridin-3-
(2-(((5-methylpyridin-2-
1)oxy)methyl)-7-
clo[2.2.1]heptan-7-
methanone

(&)-(2-(3-met
oxadiazol-5-yl)p

azabicyclo[2.2.1]heptanN
yl)methanone

(£)-(3-fluoro-2-(2H-1,2,3-
triazol-2-yl)phenyl)(2-(((5-
methylpyridin-2-
yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone
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(£)-(6-methyl-2-(2H-1,2,3-
triazol-2-yl)pyridin-3-
yD(2-(((6-methylpyridin-2-
yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(*)-(6-methyl-2-(1H-1,2,3-
triazol-1-yl)pyridin-3-
y)(2-(((6-methylpyridin-2-
ylhoxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(£)-(2-(3-methyl-1,2 4-
oxadiazol-5-yl)phenyl)(2-
(((6-methylpyridin-2-
yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(£)-(3-fluoro-2-(2H-1,2,3-

R N triazol-2-yl)phenyl)(2-(((6-
~N methylpyridin-2-
O yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
N Z yl)methanone
Az K/
O N
N/
N
N N
v \ o)
N =
I| F
Az KL
F
@N (%)-(6-methyl-2-(1H-1,2§-

N N~N triazol-1-yl)pyridin-3-

M o yH-((6-

— (trifluoromethyl)pyridin-2-
N / yl)oxy)methyl)-7-
L]j | E azabicyclo[2.2.1]heptan-7-

o 3N F yl)methanone
F
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_N (#)-(2-(3-methyl-1,2 4-

0 \7/ oxadiazol-5-yl)phenyl)(2-
=N (((6-
0 (trifluoromethyl)pyridin-2-
yl)oxy)methyl)-7-
N p azabicyclo[2.2.1Theptan-7-
Lb Il F yl)methanone
X F
0~ °N
F

N7 (#)-(3-fluoro-2-(2H-1,2,3-
R N triazol-2-yl)phenyl)(2-(((6-
o (trifluvoromethyl)pyridin-2-

yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(£)-(6-methyl-2-(2H-1,2,3-
triazol-2-yl)pyridin-3-
yD(2-((quinoxalin-2-
yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(£)-(6-methyl-2-(1H-1,2,3-
triazol-1-yl)pyridin-3-
y1)(2-((quinoxalin-2-
yloxy)methyl)-7-

azabicyclo[2.2.1]heptan-7-
yl)methanone

(N(2-(3-methyl-1,2 4-

(#)-(3-fluoro-2-(2H-
triazol-2-yl)phenyl)
((quinoxalin-2-
yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-

N N
- yl)methanone
A2 K
(@) N
N~ (#)-(2-(((4,6-
Niz dimethylpyrimidin-2-

yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
y)(6-methyl-2-(2H-1,2,3-
triazol-2-yl)pyridin-3-
yl)methanone
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(#)-(2-(((4,6-
dimethylpyrimidin-2-
yDoxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)(6-methyl-2-(1H-1,2,3-
triazol-1-yl)pyridin-3-
yl)methanone

(#)-(2-(((4,6-
dimethylpyrimidin-2-
yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
y)(2-(3-methyl-1,2,4-
oxadiazol-5-
yl)phenyl)methanone

(#)-2-(((4.6-
dimethylpyrimidin-2-
yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)(3-fluoro-2-(2H-1,2,3-
triazol-2-
yl)phenyl)methanone

(£)-(2-ethoxy-4-
methylpyridin-3-yl)(2-
((pyridin-2-yloxy)methyl)-
7-azabicyclo[2.2.1]heptan-
7-yl)methanone

yl)methaigne

(£)-(5-bromo-2-
ethoxypyridin-3-yl)(2
((pyridin-2-yloxy)methyl)
7-azabicyclo[2.2.1]heptan-
7-yl)methanone
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(%)-(2-ethoxy-6-
methylpyridin-3-y1)(2-
((pyridin-2-yloxy)methyl)-
7-azabicyclo[2.2.1]heptan-
7-yl)methanone

(%)-(7-hydroxyquinolin-8-
yH(2-((pyridin-2-
yloxy)methyl)-7-

azabicyclo[2.2.1]heptan-7-

yl)methanone

(%)-(2-ethoxy-5-
phenylpyridin-3-yI)(2-
((pyridin-2-yloxy)methyl)-
7-azabicyclo[2.2.1Theptan-
7-yl)methanone

(£)-(4-bromo-2-
ethoxypyridin-3-yl)(2-
((pyridin-2-yloxy)methyl)-
7-azabicyclo[2.2.1]heptan-
7-yl)methanone

(£)-(2-chloro-4-
oxypyridin-3-yl)(2-

yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-
yl)methanone

(3-ethoxyisoquinolin-4-
yD((1S,2R,4R)-2-((pyridin-
2-yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone



ip-temp
Rectangle

ip-temp
Rectangle

ip-temp
Line


(£)-(2-ethoxyphenyl)(2-
(((5-fluoropyridin-2-
yhoxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone
=
|
0" 'N
N7 (*)-(5-fluoro-2-(2H-1,2,3-
'\\l\l\f triazol-2-yl)phenyl)(2-
((quinoxalin-2-
Q\/(O yloxy)methyl)-7-
F N O azabicyclo[2.2.1]heptan-7-
Lli\ N= yl)methanone
\ o&rﬁ
N7 (£)-5-methyl-2-(2H-1,2,3-
l\\l\ Y/ triazol-2-yl)phenyl)(2-(((5-
N methylpyridin-2-
O yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
= yl)methanone
|
(@) N
Né} (%)-(6-methyl-2-(2H-1,2,3-
N\r\f triazol-2-yl)pyridin-3-
/N \ 0 yl)(2-((quinoxalin-2-
— yloxy)methyl)-7-
N N azabicyclo[2.2.1Theptan-7-
Lb\ I | yl)methanone
0" N
NZ (£)-(5-fluoro-2-(2H-1,2,3-
I'\\I\ 4 triazol-2-yl)phenyl)(2-
N ((pyridin-2-
0 mino)methyl)-7-
azabicyglo[2.2.1]heptan-7-
F N _ ethanone
Az K
N N
H
NZ #)-(2-((4N
f\\l\r\f dimethylpyrimidN\2-
yl)amino)methyl)-
O azabicyclo[2.2.1Theptan¥N-
r N yl)(5-fluoro-2-(2H-1,2,3-
N7 triazol-2-
Ab\ )\\ | yl)phenyl)methanone
N N
H
NZ (&)-(5-fluoro-2-(2H-1,2,3-
f\\l / triazol-2-yl)phenyl)(2-(((4-
~N (trifluoromethyl)pyrimidin-
0 e P | 2-yamino)methyl)-7-
azabicyclo[2.2.1heptan-7-
F N7 yl)methanone



ip-temp
Rectangle

ip-temp
Line


(£)-(5-fluoro-2-(2H-1,2,3-
triazol-2-yl)phenyl)(2-(((6-
(trifluoromethyl)pyridin-2-
yl)amino)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(£)-(3-fluoro-2-
methoxyphenyl)(2-(((5-
fluoropyridin-2-
yhoxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(£)-(5-fluoro-2-(2H-1,2,3-
triazol-2-yl)phenyl)(2-
((quinoxalin-2-
ylamino)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

#)-2-((5-
fluoropyrimidin-2-
yhoxy)methyl)-7-

azabicyclo[2.2.1]heptan-7-
y1)(6-methyl-3-(pyrimidin-
2-yhpyridin-2-

yl)methanone
Nﬁ ()-(6Ngpethyl-3-(2H-1,2,3-
I\\l\ /) triazoN2-yl)pyridin-2-
y N yD(2-(((3Nethylpyridin-2-
V0 yDoxy)
=N azabicyclo[2.
N
Az I
o NS
O\ (#)-(2-(((5-fluoropyridin-
=N yl)oxy)methyl)-7-
J azabicyclo[2.2.11heptan-7-
\ 0 y1)(6-methyl-3-(4-
=N \ . methyloxazol-2-yl)pyridin-

2-yl)methanone
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(6-methyl-3-(4-
methyloxazol-2-yl)pyridin-
2-y)((1S,2R,4R)-2-
((pyridin-2-yloxy)methyl)-
7-azabicyclo[2.2.1]heptan-
7-yl)methanone

((1S,2R,4R)-2-(((5-
fluoropyrimidin-2-
yDoxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
y1)(6-methyl-3-(4-
methyloxazol-2-yl)pyridin-
2-yl)methanone

(#)-(5-methyl-2-(2H-1,2,3-
triazol-2-yl)phenyl)(2-(((6-
methyl-2-
(trifluoromethyl)pyrimidin-
4-yl)oxy)methyl)-7-
azabicyclo[2.2.1Theptan-7-
yl)methanone

(2-(2H-1,2,3-triazol-2-
yl)phenyl)(1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1Theptan-7-

N
H yl)methanone
N N
T e
F
N/
F
N7 (#)-((N2H-1,2,3-triazol-2-
NIV yDNenyl)(2-((3-
(trifluorongthyl)pyrazin-2-
@] N20)-7-
azabicyclo[2.2NJheptan-7-
N yl)methan\ge
H
LER
T e
F
bt
F
-
7

(2-(2H-1,2,3-triazol-2-
yl)phenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone



ip-temp
Rectangle

ip-temp
Rectangle

ip-temp
Line


= Z
/

Z~

(2-(2H-1,2,3-triazol-2-
yDphenyl)((1R,2S,4S)-2-
((5-
(triflnoromethyl)pyrazin-2-
yl)amino)-7-

N azabicyclo[2.2.1]heptan-7-

yl)methanone

F
= (£)-(5-methyl-3-(2H-1,2,3-
N
r\\l\y\j triazol-2-yl)pyridin-2-
Y yD-((5-
\ O (trifluoromethyl)pyrazin-2-
N yl)amino)-7-
N azabicyclo[2.2.1]heptan-7-
H N yl)methanone
N
Lolor
F
N (£)-(5-methyl-3-(1H-1,2,3-
f\\l / triazol-1-yl)pyridin-2-
N yDE-((5-
7 \ (trifluoromethyl)pyrazin-2-
=N yl)amino)-7-
N azabicyclo[2.2.1]heptan-7-

AN

yl)methanone

(*)-(\methyl-3-(2H-1,2,3-
triazN-2-yl)pyridin-2-

7~ 2-(5-
\ O (trifluorom¥hyl)pyrazin-2-
=N yl)amNo)-7-
N azabicyclo[2.2 Wheptan-7-
H yD)methandye
N N
T Le
F
A
F
N7 (+)-(6-methyl-3-(2H-1,2,3-
l\\l\ T\f triazol-2-yl)pyridin-2-
J yD2-((5-
\ 0 (trifluoromethyl)pyridin-2-
=N yl)amino)-7-
N azabicyclo[2.2.1]heptan-7-
H yl)methanone
N N
| 1 F
% F
F
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Rectangle

ip-temp
Rectangle

ip-temp
Line


(£)-(5-methyl-3-(2H-1,2,3-
triazol-2-yl)pyridin-2-
yDE-((5-
(trifluoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.1Theptan-7-
yl)methanone

(£)-(6-methyl-2-(2H-1,2,3-
triazol-2-yl)pyridin-3-
yDE@-((5-
(trifluoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(#)-(6-methyl-2-(1H-1,2,3-
triazol-1-yl)pyridin-3-
yhE-((5-
(trifluoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(+)-(4-methoxy-2-(2H-
1,2,3-triazol-2-
yDphenyl)(2-((5-
(tritNoromethyl)pyridin-2-

azabicy®p[2.2.1]heptan-7-
yl)iNgthanone

ZT

(trifluoromethyl)pyrid
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone



ip-temp
Rectangle

ip-temp
Line


F \ (#)-((3-fluoro-2-
L ) methoxyphenyl)(2-((5-
74 \ o (trifluoromethyl)pyridin-2-
— yl)amino)-7-
N azabicyclo[2.2.1]heptan-7-
H yl)methanone
sy,
N
() ¢
F e
( (#)-(3-ethoxy-6-
o methylpyridin-2-y1)(2-((5-
(trifluoromethyl)pyridin-2-
7 \ o] yl)amino)-7-
=N azabicyclo[2.2.1]heptan-7-
N yl)methanone
H
Vo, Y
| F
= F
F
NG ) (#)-(6-methyl-3-
_ (pyrimidin-2-yl)pyridin-2-
N yD(@-((5-
7\ o (trifluoromethyl)pyridin-2-
=N yl)amino)-7-
N azabicyclo[2.2.1]heptan-7-
H yl)methanone
N_ _N
~N
| F
=
CN\
N7 #)-(2H-1,2,3-triazol-2-
N I\f henyl)(2-((5-
(trifluor\pethyl)pyridin-2-
o} y1)&ino)-7-
azabicyclo[NQ.1]heptan-7-
N yl)meth&gone
H
N N
| LF
= F
F
N, @)-C((46-
I\\I\ / dimethylpyrimidin-2-
N yl)amino)-7-
0] azabicyclo[2.2.1}heptan-7-
yl)(5-fluoro-2-(2H-1,2,3-
F N triazol-2-
H yl)phenyl)methanone
N__N
I N
N __~
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(#)-(2-((4.6-
dimethylpyrimidin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)(2-fluoro-6-(2H-1,2,3-

triazol-2-
F H yl)phenyl)methanone
N N
] N
N __~
)-(2-((4,6-

dimethylpyrimidin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)(4-fluoro-2-(2H-1,2,3-

N triazol-2-
H yl)phenyl)methanone
N N
D
N~
N7 (#)-(2-((4,6-
\ dimethylpyrimidin-2-
=N yl)amino)-7-
74 \ 0 azabicyclo[2.2.1]heptan-7-
— y1)(6-methyl-3-(pyrimidin-
N N 2-yl)pyridin-2-
H yhmethanone
Yy

(#)-(2-((4.6-
dim¥hylpyrimidin-2-
yNgmino)-7-
_2.1]heptan-7-
y)(6-methy-(2H-1,2,3-
triazol-2-yl)pgridin-2-
yl)methandge

| N
N~
N 4} (£)-(2-(2H-1,2,3-triazol-2-
NI yl)phenyl)(2-((4.6-
N dimethylpyrimidin-2-
0] yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
N yl)methanone
H
N_ _N
' N
N~
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(£)-(2-((4,6-
dimethylpyrimidin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)(3-ethoxy-6-
methylpyridin-2-
yl)methanone

(#)-(2-(2H-1,2,3-triazol-2-
yl)phenyl)(2-(quinoxalin-
2-ylamino)-7-
azabicyclo[2.2.1Theptan-7-
yl)methanone

(£)-(6-methyl-3-(2H-1,2,3-
triazol-2-yl)pyridin-2-
y1)(2-(quinoxalin-2-

7 \ o ylamino)-7-
=N azabicyclo[2.2.1]heptan-7-
N H yl)methanone
Jauw Y
T
N” \
F \ ()-(3-fluoro-2-

ethoxyphenyl)(2-

alin-2-ylamino)-7-
0[2.2.1]heptan-7-
yl)Nethanone

(£)-(3-ethoxy-6-
methylpyridin-2-yl)(2-
(quinoxalin-2-ylamino)-7-
azabicyclo[2.2.1}heptan-7-
yl)methanone
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ip-temp
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ip-temp
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(£)-(6-methyl-3-
(pyrimidin-2-yl)pyridin-2-
y1)(2-(quinoxalin-2-
ylamino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(B)-(2-(2H-1,2,3-triazol-2-
yl)phenyl)(2-(6-
(trifluoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(*)-((2-(2H-1,2,3-triazol-2-
yl)phenyl)(2-((4-
(trifluoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

+)-(2-(2H-1,2,3-triazol-2-
yDphenyl)(2-((5-

chi&opyridin-2-yl)amino)-

7-azaWNcyclo[2.2.1]heptan-
7-W)methanone

(£)-(2-(2H-1,2,3-triazq-2-
yh)phenyl)(2-((6-
(trifluoromethyl)pyridazin
3-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone
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ip-temp
Rectangle

ip-temp
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(#)-(2-(2H-1,2,3-triazol-2-
yDphenyl)(2-((5-
methoxypyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(#)-(2-(2H-1,2,3-triazol-2-
yDphenyl)(2-((5-
methylpyridin-2-

yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(#)-(2-(2H-1,2,3-triazol-2-
yl)phenyl)(2-(pyridin-2-
ylamino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(#)-(2-(2H-1,2,3-triazol-2-
yDphenyl)(2-((5-
hlorobenzo[d]oxazol-2-

O yl)amino)-7-
azal

yclo[2.2.1]heptan-7-

N
famy!
N._ O
\
N
Cl
N7 (#)-(2-((5-bromopyri\
\ yl)amino)-7-
=N azabicyclo[2.2.1Theptan-
74 yl)(6-methyl-3-(pyrimidin-
Vo0 -
— 2-yl)pyridin-2-
N N yl)methanone
H
N N
i N
7 Br
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—
O/

(#)-(2-((5-bromopyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
y1)(3-fluoro-2-
methoxyphenyl)methanone

(£)-(2-((5-bromopyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
y)(3-ethoxy-6-
methylpyridin-2-
yl)methanone

(%)-(2-((5-bromopyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
y)(6-methyl-3-(2H-1,2,3-
triazol-2-yl)pyridin-2-
yl)methanone

(%)-(2-(2H-1,2,3-triazol-2-
yDphenyl)(2-((5-
ifluoromethyl)pyrimidin-
2-yl)amino)-7-
clo[2.2.1]heptan-7-

(£)-(3-fluoro-2-
methoxyphenyl)(2-((
(trifluoromethyl)pyrimidin’
2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone
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Rectangle

ip-temp
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(#)-(6-methyl-3-(2H-1,2,3-
triazol-2-yl)pyridin-2-
yh2-((5-
(trifluoromethyl)pyrimidin-
2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(£)-(3-ethoxy-6-
methylpyridin-2-y1)(2-((5-
(trifluoromethyl)pyrimidin-
2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

\

(£)-(6-methyl-3-
(pyrimidin-2-yl)pyridin-2-
yD(2-((5-
(trifluoromethyl)pyrimidin-
2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

O/

(#)-(3-fluoro-2-
hoxyphenyl)(2-((5-
(trifludomethyl)pyrimidin-
2N3)amino)-7-
azabicycl®2.2.1]heptan-7-
yl)meNganone
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ip-temp
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(£)-(3-ethoxy-6-
methylpyridin-2-y1)(2-((5-
(trifluoromethyl)pyrimidin-
2-yl)amino)-7-
azabicyclo[2.2.1}heptan-7-
yl)methanone

(+)-(6-methyl-3-(2H-1,2,3-
triazol-2-yl)pyridin-2-
yh(2-((5-
(trifluoromethyl)pyrimidin-
2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(+)-(3-ethoxy-6-
methylpyridin-2-yl)(2-
(quinoxalin-2-ylamino)-7-
zabicyclo[2.2.1]heptan-7-

yl)methanone

(£)-(6-methyl-3-(2IN1,2,3-
triazol-2-y)pyridin®-
y1)(2-(quinoxalin-2-
ylamino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone
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ip-temp
Rectangle

ip-temp
Rectangle

ip-temp
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(#)-(3-fluoro-2-
methoxyphenyl)(2-
(quinoxalin-2-ylamino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(#)-(2-((5-bromopyridin-2-
yl)amino)-7-
azabicyclo[2.2.1Theptan-7-
yl)(6-methyl-3-(2H-1,2,3-
triazol-2-yl)pyridin-2-
yl)methanone

Br
( (£)-(2-((5-bromopyridin-2-
yl)amino)-7-
O azabicyclo[2.2.1]heptan-7-
7\ o y1)(3-ethoxy-6-
= methylpyridin-2-
N N yl)methanone
HN
Br
oo\
(@]
@]
LT?
HN
I
Br
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Rectangle

ip-temp
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(*)-((2-(2H-1,2,3-triazol-2-
yDphenyl)(2-((4-
(trifluoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(#)-(2-((5-fluoropyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
y)(6-methyl-3-(2H-1,2,3-
triazol-2-yl)pyridin-2-
yl)methanone

(£)-(3-fluoro-2-
methoxypheny!)(2-((5-
fluoropyridin-2-yl)amino)-
7-azabicyclo[2.2.1]heptan-
7-yl)methanone

(3-fluoro-2-
yDphenyl)((1
((5-
(trifluoromethyl)p
yl)amino)-7-
azabicyclo[2.2.1]heptan€N-
yl)methanone
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Rectangle
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(2-ethoxynaphthalen-1-
yD((1S,2R,4R)-2-((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

isoquinolin-4-
yI{((1S,2R,4R)-2-((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

o

(4-methoxy-2-(2H-1,2,3-
triazol-2-
yl)phenyl)((1S,2R 4R)-2-
(5
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(2-methoxy-6-(2H-1,2,3-
triazol-2-
phenyl)((1S,2R 4R)-2-
((5-
(trifliNgomethyl)pyrazin-2-
amino)-7-
azabicycIN\2.2.1]heptan-7-

(5-fluoro-2-(pyrimidN-2-
yl)phenyl)((1S,2R 4R)R-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone
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Rectangle

ip-temp
Rectangle

ip-temp
Line


(5-(4-fluorophenyl)-2-
methylthiazol-4-
yD((1S,2R,4R)-2-((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(3-methyl-2-(2H-1,2,3-
triazol-2-
yl)phenyl)((1S,2R,4R)-2-
(5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(3-ethoxyisoquinolin-4-
yD((1S,2R,4R)-2-((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(6-methyl-2-(1H-1,2,3-
triazol-1-yl)pyridin-3-
yD((1S,2R,4R)-2-((5-

(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone
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ip-temp
Rectangle

ip-temp
Line


(4-methoxy-2-(pyrimidin-
2-yl)phenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1Theptan-7-
yl)methanone

(1H-benzo[d]imidazol-2-
yD((18,2R 4R)-2-((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(1-methyl-1H-
benzo[d]imidazol-2-
yD((1S,2R 4R)-2-((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(3-fluoro-2-(2H-1,2,3-
triazol-2-
yl)phenyl)((1S,2R 4R)-2-
((5-
oromethyl)pyrazin-2-
I)amino)-7-
0[2.2.1]heptan-7-

Py Nt
OQ\(O
N

(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone
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ip-temp
Rectangle

ip-temp
Line


(3-fluoro-2-(3-methyl-
1,2,4-oxadiazol-5-
yl)phenyl)((1S,2R,4R)-2-
(5
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1heptan-7-
yl)methanone

(5-methoxy-2-(2H-1,2,3-
triazol-2-
yDphenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-

azabicyclo[2.2.1]heptan-7-
\[ ]\{/ yl)methanone

(5-fluoro-2-(2H-1,2,3-
triazol-2-
yl)phenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

j\T/ yl)methanone
N
R\

(-
(trifluoro thyl)pyrazm-Z—

azabicyclo[2.
]\T/ E yl)metha

(2-fluoro-6-(2H-1,2,
triazol-2-
yl)phenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone
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Rectangle

ip-temp
Rectangle

ip-temp
Line


(6-methylimidazo[2,1-
b]thiazol-5-y1)((1S,2R,4R)-
2-((5-
(trifluvoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(3-fluoro-2-(oxazol-2-
yl)phenyl)((1S,2R 4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1Theptan-7-
yl)methanone

(2-((4.6-
dimethylpyrimidin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)(3-fluoro-2-
methoxyphenyl)methanone

\

-fluoro-2-~(pyridazin-3-
enyl)((1S,2R,4R)-2-
((5-
ethyl)pyrazin-2-
ino)-7-
.1]heptan-7-
one

yl

(trifluo
yl
azabicyclo
yl)met

(3—methyl-2-(pyridazin—3—\
yl)phenyl)((1S,2R 4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone
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ip-temp
Rectangle

ip-temp
Line


(3-fluoro-2-(pyridazin-4-
yl)phenyl)((1S,2R 4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(3-fluoro-2-(pyrazin-2-
yDphenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(3-methyl-2-(oxazol-2-
yl)phenyl)((1S,2R 4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

gl

(3-fluoro-2-(pyridin-4-
yDphenyl)((1S,2R,4R)-2-
(-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone



ip-temp
Rectangle

ip-temp
Line


N 4} (3-fluoro-2-(2H-1,2,3-
/ triazol-2-

N~N yl)phenyl)((1S,2R 4R)-2-
@] ((5-
(trifluoromethyl)pyrimidin-
2-yl)amino)-7-

azabicyclo[2.2.1]heptan-7-
yl)methanone

((1S,2R,4R)-2-((3-
bromoimidazo[1,2-
a]pyrazin-8-yl)amino)-7-
azabicyclo[2.2.1Theptan-7-
yD(3-fluoro-2-(pyrimidin-
2-yl)phenyl)methanone

(3-fluoro-2-(pyrimidin-2-
yDphenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrimidin-
2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

/4
O
Lrl\ls yl)methanone

H azabicyclo[2.2.1]he\an-7-
N N yl)methanone

F
7 (3-methyl-2-(pyrimidin-2-
N™ A y)phenyl)((1S 2R 4R)-2-
=N ((5-
0 (trifluoromethyl)pyrazin-2-
yl)amino)-7-
N azabicyclo[2.2.1]heptan-7-

H yl)methanone
LR
N
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Rectangle
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(3-fluoro-2-(pyrimidin-2-
yDphenyl)((1S,2R 4R)-2-
((3-(trifluoromethyl)-
[1,2,4]triazolo[4,3-
a]pyrazin-8-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

methyl 5-(((1S,2R,4R)-7-
(3-fluoro-2-(pyrimidin-2-
yl)benzoyl)-7-
azabicyclo[2.2.1heptan-2-
yl)amino)pyrazine-2-
carboxylate

(2-iodo-3-
methylphenyl)((1S,2R,4R)-
2-((5-
(triftuoromethyl)pyrimidin-
2-yhamino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

-fluoro-2-
iodophenW)((1S,2R,4R)-2-

(trifluoromethy)pyrimidin-
2-yl)amin\-7-

F
F
F.'
NG (3-fluoro-2-(pyrimidin-2-
F \ ylphenyl)((1S,2R,4R)-2-
=N ((5-methylpyrazin-2-
e ylamino)-7-
azabicyclo[2.2.1Theptan-7-
N yl)methanone
faw:
N
\(\ N

&

- 540 -


ip-temp
Rectangle

ip-temp
Line


74 (3-fluoro-2-(pyrimidin-2-
\ yl)phenyl)((1S,2R,4R)-2-

i :\N' ((5-
o (trifluoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

N H yl)methanone
e
l N
= F
F
F

Né\\) (4-fluoro-2-(pyrimidin-2-
yDphenyl)((1S,2R,4R)-2-

. =N ((5-
0 (trifluoromethyl)pyridin-2-
yl)amino)-7-

azabicyclo[2.2.1]heptan-7-

N
H
Lb N. N yl)methanone
~

(3-methyl-2-(pyrimidin-2-
\ yl)phenyl)((1S,2R,4R)-2-
=N ((5-
0 (trifluoromethyl)pyrimidin-
2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

o\ (3-methyl-2-(oxazol-2-
—_ yl)phenyl)((1S,2R,4R)-2-
N (-
(trifluoromethyl)pyrimidin-
2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

0O
N
H yl)methanone
N.__N
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ip-temp
Rectangle

ip-temp
Line


(3-fluoro-2-(oxazol-2-
yDphenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrimidin-
2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(x)-(3-fluoro-2-(pyrimidin-
2-yDpheny)(2-((5-
(trifluoromethyl)pyrimidin-
2-yhoxy)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(£)-(3-fluoro-2-(pyrimidin-
2-ylphenyl)(2-((5-
(trifluoromethyl)pyrimidin-
2-yloxy)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(3-ethoxy-6-Methylpyridin-

azabicyclo[2.2.1]hep
yl)methanone
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ip-temp
Rectangle

ip-temp
Line


(3-(2H-1,2,3-triazol-2-
yl)pyridin-2-
yD((1S,2R,4R)-2-((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(2-methoxy-6-(pyrimidin-
2-yl)phenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(2-fluoro-6-(pyrimidin-2-
yDphenyl)((1S,2R 4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1Theptan-7-
yl)methanone

(2-(1,4-dimethyl-1H-
pyrazol-5-yl)-6-
methoxyphenyl)((1S,2R,4
R)-2-((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone



ip-temp
Rectangle

ip-temp
Line


(3-methyl-2-(pyridin-2-
yDphenyl)((1S,2R 4R)-2-
((5-
(triftuoromethyl)pyrimidin-
2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(3-fluoro-2-(2H-1,2,3-
triazol-2-
yl)phenyl)((1S,2R 4R)-2-
((5-
(trifluoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(3-methyl-2-(2H-1,2,3-
triazol-2-
yphenyl)((1S,2R 4R)-2-
((5-
(trifluoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

azabicyclo[2.2.1he
yhmethanone

(3-fluoro-2-(pyrimidin-2-
yl)phenyl)((1R,2S,4S)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone
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ip-temp
Rectangle

ip-temp
Rectangle

ip-temp
Rectangle

ip-temp
Line


(3-fluoro-2-(oxazol-2-
yl)phenyl)((1S,2R,4R)-2-
(5
(trifluoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(3-methyl-2-(pyrimidin-2-
yDphenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yh)methanone

(3-chloro-2-(pyrimidin-2-
yDphenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

O§ bromopyridin-2-yl)amino)-
N 7-azabicyclo[2.2.1]heptan-
O 7-yD)(3-methyl-2-(oxazol-
2-yl)phenyl)methanone
N
H
iy, N
I
7 Br

((1S,2R,4R)-2-((5-
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ip-temp
Rectangle

ip-temp
Line


((1S,2R 4R)-2-((5-
bromopyridin-2-yl)amino)-
7-azabicyclo[2.2.1]heptan-

7-yh)(3-fluoro-2-
(pyrimidin-2-
yl)phenyl)methanone

Br
((1S,2R,4R)-2-((5-
bromopyridin-2-yl)amino)-
7-azabicyclo[2.2.1]heptan-
7-yD)(3-methyl-2-
(pyrimidin-2-
yl)phenyl)methanone
\ N
7 Br
N7 ((1S,2R 4R)-2-((5-
Ne / bromopyridin-2-yl)amino)-
N 7-azabicyclo[2.2.1heptan-
O 7-yD)(3-fluoro-2-(2H-1,2,3-
triazol-2-
N yl)phenyl)methanone
i
N
‘ N
Z Br \\
N%} ((1S,2R,4R)-2-((5-
r\\‘\ / broMppyridin-2-yl)amino)-
N 7-azalRgyclo[2.2.1]heptan-
O methyl-2-(2H-
N ethanone
i
N
i N
7 Br
o\ ((15,2R,4R)-2-((5-\
S bromopyrazin-2-yl)amino

\[N

7-azabicyclo[2.2.1Theptan-
7-yh)(3-fluoro-2-(oxazol-2-
yl)phenyl)methanone
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ip-temp
Rectangle

ip-temp
Line


((1S,2R 4R)-2-((5-
bromopyrazin-2-yl)amino)-
7-azabicyclo[2.2.1]heptan-
7-yD)(3-methyl-2-(oxazol-
2-yl)phenyl)methanone

((1S,2R,4R)-2-((5-
bromopyrazin-2-yl)amino)-
7-azabicyclo[2.2.1]heptan-
7-yD)(3-fluoro-2-
(pyrimidin-2-
yl)phenyl)methanone

((1S,2R,4R)-2-((5-
bromopyrazin-2-yl)amino)-
7-azabicyclo[2.2.1]heptan-
7-yD)(3-methyl-2-
(pyrimidin-2-
yl)phenyl)methanone

((1S,2R,4R)-2-((5-
broNopyrazin-2-yl)amino)-
T-azaN
7-yD)(3uoro-2-(2H-1,2,3-

jazol-2-

N
W
N_ _N
~
T
N Br
N7
N~N
0
N

((1S,2R,4R)-2-((5-
bromopyrazin-2-yl)amin®
7-azabicyclo[2.2.1]heptan-

7-yD(3-methyl-2-(2H-
1,2,3-triazol-2-
yl)phenyl)methanone
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ip-temp
Rectangle

ip-temp
Rectangle

ip-temp
Line


zgo J

((1S,2R,4R)-2-((5-
bromopyrimidin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
y1)(3-fluoro-2-(oxazol-2-
yl)phenyl)methanone

(O 2N
=N
0
N
H
N__N

((1S,2R,4R)-2-((5-
bromopyrimidin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
y1)(3-methyl-2-(oxazol-2-
yl)phenyl)methanone

((1S,2R,4R)-2-((5-
bromopyrimidin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
y1)(3-fluoro-2-(pyrimidin-
2-yl)phenyl)methanone

((1S,2R 4R)-2-((5-
omopyrimidin-2-
l)amino)-7-
0[2.2.1Theptan-7-
yD)(3-meth1-2-(pyrimidin-
2-yl)phenN\Ymethanone

((1S,2R 4R)-2-((5-
bromopyrimidin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
y1)(3-fluoro-2-(2H-1,2,3-
triazol-2-
yl)phenyl)methanone
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ip-temp
Rectangle

ip-temp
Rectangle

ip-temp
Line


((1S,2R,4R)-2-((5-
bromopyrimidin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
y)(3-methyl-2-(2H-1,2,3-
triazol-2-
yl)phenyl)methanone

(3-methyl-2-(pyridin-2-
yl)phenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(3-fluoro-2-(pyridin-2-
yl)phenyl)((1S,2R 4R)-2-
((5-
(trifluoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.1Theptan-7-
yl)methanone

(3-fluor\2-(pyridin-2-

yl)methanone

(3-methyl-2-(pyridin-2-
yl)phenyl)((1S,2R 4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone



ip-temp
Rectangle

ip-temp
Rectangle

ip-temp
Line


(3-fluoro-2-(pyridin-2-
yDphenyl)((2S)-2-((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone
(3-fluoro-2-(pyrimidin-2-
yDphenyl)((1S,2R,4R)-2-
(-
(trifluoromethyl)pyridin-2-
N yl)QXY)'7'
azabicyclo[2.2.1]heptan-7-
O__N yl)methanone
I = F
E F
N//\\) (2-methoxy-6-(pyrimidin-
=N 2-yl)phenyl)((1S,2R 4R)-2-
(5~
o (trifluoromethyl)pyridin-2-
N yl)oxy)-7-
O~ azabicyclo[2.2.1]heptan-7-
Lbo N yl)methanone
I = F
Fr \
NZ -fluoro-2-(2H-1,2,3-
Y/ triazol-2-
N~N yphdy)((1S,2R,4R)-2-
O
Q\f (trifluoromNhyl)pyridin-2-
F N -7-
azabicyclo[2.2 \Jheptan-7-
LbO N\ yl)methandye
I Z F
F F
N 4} (4-methyl-2-(2H-1,2,3-
N/ triazol-2-
N~N yl)phenyl)((1S,2R 4R)-2-
\@\(o (-
(trifluvoromethyl)pyridin-2-
N ylhoxy)-7-
Lb azabicyclo[2.2.1]heptan-7-
o IN\ yl)methanone
L
F F
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ip-temp
Rectangle

ip-temp
Line


(3-methyl-2-(2H-1,2,3-
triazol-2-
yl)phenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyridin-2-
yhoxy)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(5-fluoro-2-(pyrimidin-2-
yl)phenyl)((1S,2R ,4R)-2-
((5-
(trifluoromethyl)pyridin-2-
yloxy)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(2-fluoro-6-(pyrimidin-2-
yD)phenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyridin-2-
ylhoxy)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

-(2H-1,2,3-triazol-2-

yl)methdgone

(6-methyl-3-(2H-1,2,
triazol-2-yl)pyridin-2-
yD((1S,2R 4R)-2-((5-
(trifluoromethyl)pyridin-2-
yDoxy)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone
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ip-temp
Rectangle

ip-temp
Line


(3-methyl-2-(oxazol-2-
yDphenyl)((1S,2R,4R)-2-
(5
(trifluoromethyl)pyridin-2-
yDoxy)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(3-methyl-2-(pyridin-2-
yl)phenyl)((1S,2R 4R)-2-
((5-
(trifluoromethyl)pyridin-2-
yhoxy)-7-
azabicyclo[2.2.1heptan-7-
yl)methanone

(2-(5-fluoropyrimidin-2-
yl)pheny)((1S,2R 4R)-2-
((5-
(trifluoromethyl)pyridin-2-
yloxy)-7-
azabicyclo[2.2.1Theptan-7-
yl)methanone

(2-fluoro-6-(2H-1,2,3-
triazol-2-

yl)methdgone

(5-methyl-3-(2H-1,2,3
triazol-2-yl)pyridin-2-
yD((1S,2R 4R)-2-((5-

(trifluoromethyl)pyridin-2-
yhoxy)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

-552-


ip-temp
Rectangle

ip-temp
Rectangle

ip-temp
Line


(2-bromo-3-
fluorophenyl}((1S,2R 4R)-
2-((5-
(trifluoromethyl)pyridin-2-
yhoxy)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(3-fluoro-2-(pyrimidin-2-
ylphenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yhoxy)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(2-methoxy-6-(pyrimidin-
2-yl)phenyl)((1S,2R,4R)-2-
((5-
(trifluvoromethyl)pyrazin-2-
yhoxy)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(5-fluoro-2-(2H-1,2,3-
triazol-2-
phenyl)((1S,2R,4R)-2-
((5-
omethyl)pyrazin-2-

(4-methyl-2-(2H-
triazol-2-

(trifluoromethyl)pyrazin-2-
yloxy)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

- 553 -



ip-temp
Rectangle

ip-temp
Line


(3-methyl-2-(2H-1,2,3--
triazol-2-
yl)phenyl)((1S,2R.4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yhoxy)-7-
azabicyclo[2.2.1Theptan-7-
yl)methanone

(5-fluoro-2-(pyrimidin-2-
yDphenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yDoxy)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(2-fluoro-6-(pyrimidin-2-
yl)phenyl)((1S,2R 4R)-2-

N (5-
O (trifluoromethyl)pyrazin-2-
N yDoxy)-7-
F azabicyclo[2.2.1]heptan-7-
ﬁjo Ny yl)methanone
|®S
N
F F \
NZ (2-(2H-1,2,3-triazol-2-
N/ henyl)((1S,2R,4R)-2-
N~N (5-
9] (trifluyomethyl)pyrazin-2-
oxy)-7-
N .2.1]heptan-7-

yl)meWganone

(6-methyl-3-(2H-1,2,3
triazol-2-yl)pyridin-2-
yD((1S,2R 4R)-2-((5-
(trifluoromethyl)pyrazin-2-
yloxy)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone
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ip-temp
Rectangle

ip-temp
Line


(3-methyl-2-(oxazol-2-
yDphenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yhoxy)-7-
azabicyclo[2.2.1Theptan-7-
yl)methanone

g \ (3-methyl-2-(pyridin-2-
=N yD)phenyl)((1S,2R ,4R)-2-
((5-
O (trifluoromethyl)pyrazin-2-
N yhoxy)-7-
azabicyclo[2.2.1]heptan-7-
O. _N yl)methanone
T
X
F
(2-(5-fluoropyrimidin-2-
N7 \ yDphenyl)((1S,2R 4R)-2-
~ ((5-
N (trifluoromethyl)pyrazin-2-
o 1
yhoxy)-7-
N azabicyclo[2.2.1]heptan-7-
yl)methanone

azabicyclo[2.2NJheptan-7-

\[ = F yl)methandge
~
N" Xk
F
N 45 (5-methyl-3-(2H-1,2,
l\\l /) triazol-2-yl)pyridin-2-
J ~N yD((18,2R 4R)-2-((5-
- \ O (trifluvoromethyl)pyrazin-2-
N N yl)oxy)-7-
azabicyclo[2.2.1]heptan-7-
Abo N yl)methanone
T
X
F
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ip-temp
Rectangle

ip-temp
Rectangle

ip-temp
Line


(2-bromo-3-
fluorophenyl)((1S,2R ,4R)-
2-((5-
(trifluoromethyl)pyrazin-2-
yhoxy)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(2-methoxy-6-(pyrimidin-
2-yl)phenyl)((1S,2R 4R)-2-
((5-
(trifluoromethyl)pyrimidin-
2-yloxy)-7-
azabicyclo[2.2.1Theptan-7-
yl)methanone

(5-fluoro-2-(2H-1,2,3-
triazol-2-
yD)phenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrimidin-
2-yDoxy)-7-
azabicyclo[2.2.1heptan-7-
yl)methanone

(4-methyl-2-(2H-1,2,3-
triazol-2-

)phenyl)((1S,2R,4R)-2-

(5~

triazol-2-
yl)phenyl)((1S,2R 4
((5-
(trifluvoromethyl)pyrimidin
2-yloxy)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

- 556 -



ip-temp
Rectangle

ip-temp
Line


(5-fluoro-2-(pyrimidin-2-
yD)phenyl)((1S,2R ,4R)-2-
((5-
(trifluoromethyl)pyrimidin-
2-yl)oxy)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(2-fluoro-6-(pyrimidin-2-
yDphenyl)((1S,2R,4R)-2-

((5-
O (trifluoromethyl)pyrimidin-
N 2-yhoxy)-7-
F azabicyclo[2.2.1]heptan-7-
/ i ZO N yl)methanone
\ﬁ D
N =z F
E F
NZ (2-(2H-1,2,3-triazol-2-
N\ yDphenyl)((1S,2R,4R)-2-
N~ (-
Q\?O (trifluoromethyl)pyrimidin-
N 2-yl)oxy)-7-
azabicyclo[2.2.1Theptan-7-
/ | Zo N yl)methanone
\r

Doxy)-7-

yl)meWNganone

N =

F

(3-methyl-2-(oxazol-
yDphenyl)((1S,2R,4R)-2
((5-
(trifluoromethyl)pyrimidin-
2-yloxy)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone
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ip-temp
Rectangle

ip-temp
Line


(3-methyl-2-(pyridin-2-
yDphenyl)((1S,2R 4R)-2-
((5-
(trifluoromethyl)pyrimidin-
2-yhoxy)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(2-(5-fluoropyrimidin-2-
yl)phenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrimidin-
2-yl)oxy)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(2-fluoro-6-(2H-1,2,3-
triazol-2-
yl)phenyl){((1S,2R 4R)-2-
(5~
(trifluoromethyl)pyrimidin-
2-yhoxy)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

1-3-(2H-1,2,3-
Dpyridin-2-

azabicyclo[2.2.1Thdgtan-7-
yl)methanone

(2-bromo-3-
fluorophenyl)((1S,2R,4R)-
2-((5-
(trifluoromethyl)pyrimidin-
2-yl)oxy)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

- 558 -


ip-temp
Rectangle

ip-temp
Line


(4-fluoro-2-(2H-1,2,3-
triazol-2-
yl)phenyl)((1S,2R 4R )-2-
((5-
(trifluoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.1Theptan-7-

yl)methanone

(5-fluoro-2-(2H-1,2,3-
triazol-2-
yDphenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

(2-fluoro-6-(2H-1,2,3-
triazol-2-
yDphenyl)((1S,2R ,4R)-2-

(5-
uoromethyl)pyridin-2-

(-

(trifluoromethyl)pyridin-2
yl)amino)-7-

azabicyclo[2.2.1Theptan-7-

yl)methanone
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ip-temp
Rectangle

ip-temp
Line


(2-fluoro-6-(pyrimidin-2-
ylphenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

(2-(pyrimidin-2-
yl)phenyl)((1S,2R 4R)-2-
((5-
(trifluoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

(2-(5-fluoropyrimidin-2-
yl)phenyl)((1S,2R,4R)-2-
(5
(trifluoromethyl)pyridin-2-

yl)amino)-7-
icyclo[2.2.1]heptan-7-

yl)phenyl)((1S,2R 4
((5-
(trifluoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone
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ip-temp
Rectangle

ip-temp
Line


(3-chloro-2-(pyrimidin-2-
yDphenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

(3-fluoro-2-(pyrimidin-2-
yDphenyl)((1S,2R,4R)-2-
(methyl(5-
(trifluoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

(5-methyl-2-(pyrimidin-2-
yl)pyridin-3-
yD((1S,2R 4R)-2-((5-
(trifluoromethyl)pyridin-2-

yl)amino)-7-

F
Né\\>
=N
=N
N
Aj H yl)amino)-7-
F . azabicyclo[2.2.1Theptan-7-
yl)methanone
F
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ip-temp
Rectangle

ip-temp
Line


(5-methyl-3-(pyrimidin-2-
ylpyridin-2-
yD((1S,2R,4R)-2-((5-
(trifluoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.1heptan-7-

yl)methanone

(3-(pyrimidin-2-yl)pyridin-
2-yD)((1S,2R,4R)-2-((5-
(trifluoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

(3-fluoro-2-(pyrimidin-2-
yl)phenyl)((1S,2R,4R)-2-
((3-fluoro-5-
(trifluoromethyl)pyridin-2-
yl)amino)-7-
bicyclo[2.2.1]heptan-7-

yDmethanone
F
f\\l q ((1S,2R 4R )-N((3-chloro-
N~N 5-(trifluoromethQpyridin-
0 2-yl)amino)-
N azabicyclo[2.2.1Theptal\7-
H yl)(3-fluoro-2-(2H-1,2,3-
N N .
t X e triazol-2-
cl = F yl)phenyl)methanone
F
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ip-temp
Rectangle

ip-temp
Line


((1S,2R,4R)-2-((3-chloro-
5-(trifluoromethyl)pyridin-
2-yl)amino)-7-
azabicyclo[2.2.1Theptan-7-
yD(3-fluoro-2-(pyrimidin-
2-yl)phenyl)methanone

((1S,2R,4R)-2-((3-chloro-
5-(trifluoromethyl)pyridin-
2-yhamino)-7-
azabicyclo[2.2.1]heptan-7-
y1)(2-(5-fluoropyrimidin-2-
yl)phenyl)methanone

((1S,2R,4R)-2-((3-chloro-
5-(trifluoromethyl)pyridin-
2-yl)amino)-7-
abicyclo[2.2.1]heptan-7-
)(2-(pyrimidin-2-

yl)pNenyl)methanone

((18,2R,4R)-2-((3\hloro-
5-(trifluoromethyl)pyrNin-
2-yl)amino)-7-
azabicyclo[2.2.1Theptan-7-
yD(3-(pyrimidin-2-
yl)pyridin-2-yl)methanone
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ip-temp
Rectangle

ip-temp
Line


l\\l 4> ((1S,2R,4R)-2-((5-
N~N (difluoromethyl)pyridin-2-
O yl)amino)-7-
N azabicyclo[2.2.1]heptan-7-
b“ yl)(3-fluoro-2-(2H-1,2,3-
triazol-2-
F yl)phenyl)methanone
F
((1S,2R 4R)-2-((5-
(difluoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
y)(3-fluoro-2-(pyrimidin-
2-yl)phenyl)methanone
F
F
6-(((1S,2R,4R)-7-(3-
fluoro-2-(2H-1,2,3-triazol-
2-yl)benzoyl)-7-
azabicyclo[2.2.1]heptan-2-
yl)amino)nicotinonitrile
CN
r’d
e
N~N
O
N
H
N
CN
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ip-temp
Rectangle

ip-temp
Rectangle

ip-temp
Line


6-(((1S,2R,4R)-7-(3-
fluoro-2-(pyrimidin-2-
yl)benzoyl)-7-
azabicyclo[2.2.1]heptan-2-

yl)amino)nicotinonitrile

CN
N//\\> 6-(((1S,2R 4R)-7-(3-
=N methyl-2-(pyrimidin-2-
0 yl)benzoyl)-7-
azabicyclo[2.2.1Theptan-2-
N . e
H yl)amino)nicotinonitrile
N N
I N
Z > CN

6-(((1S,2R ,4R)-7-(3-
methyl-2-(oxazol-2-
yl)benzoyl)-7-
azabicyclo[2.2.1]heptan-2-

yl)amino)nicotinonitrile

azabicyclo[2.2.1]hepta

yl)methanone
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ip-temp
Rectangle

ip-temp
Line


(4-methyl-3-(2H-1,2,3-
triazol-2-yl)pyridin-2-
yD((1S,2R,4R)-2-((5-

(trifluoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

(2-(5-fluoropyrimidin-2-
yl)phenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

(3-fluoro-2-(5-
fluoropyrimidin-2-
yl)phenyl)((1S,2R 4R)-2-

(5~
uoromethyl)pyrazin-2-

(2-(5-fluoropyrim¥Nin-2-
yD-3-
methylphenyl)((1S,2R 4
2-((5-
(trifluoromethyl)pyrazin-2-

yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone
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ip-temp
Rectangle

ip-temp
Rectangle

ip-temp
Line


(2-(pyrimidin-2-
yl)phenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

(5-methyl-2-(2H-1,2,3-
triazol-2-yl)pyridin-3-
yD((1S,2R 4R)-2-((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

(2-(2H-1,2,3-triazol-2-
yDpyridin-3-
yD((1S,2R,4R)-2~((5-
trifluoromethyl)pyrazin-2-
yl)amino)-7-

(trifluoromethyl)pyrazin-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone
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ip-temp
Rectangle

ip-temp
Line


(5-methyl-2-(pyrimidin-2-
yl)pyridin-3-
yD((1S,2R,4R)-2-((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

(5-methyl-3-(pyrimidin-2-

N™ A
=N yl)pyridin-2-
\ 0 yI)((1S,2R,4R)-2-((5-
= N (trifluoromethyl)pyrazin-2-
H N yl)amino)-7-
\[ : E E azabicyclo[2.2.1]heptan-7-
N F yl)methanone
N//\\> (3-(pyrimidin-2-yl)pyridin-
=N 2-yD)((1S,2R,4R)-2-((5-
7 \ 0 (trifluoromethyl)pyrazin-2-
=N yl)amino)-7-
N% H azabicyclo[2.2.1Theptan-7-
N N\ yl)methanone
|
N
F

yl)amino)-7-
azabicyclo[2.2.1]heptan-

yl)methanone
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ip-temp
Rectangle

ip-temp
Rectangle

ip-temp
Line


(3-fluoro-2-(pyridin-2-
yDphenyl)((1S,2R 4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

(3-methyl-2-(oxazol-2-
yhphenyl)((1S,2R 4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

N
N
ALe
F
N

(5-fluoro-2-(oxazol-2-
yl)phenyl)((1S,2R,4R)-2-
(G-
rifluoromethyl)pyrazin-2-
yl)amino)-7-

(trifluvoromethyl)pyrazin-Yg
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

- 569 -


ip-temp
Rectangle

ip-temp
Rectangle

ip-temp
Line


(4-fluoro-2-(3-methyl-
1,2.4-oxadiazol-5-
yl)phenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

(2-chloro-6-
methoxypyridin-3-
yD((1S,2R,4R)-2-((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

(4-fluoro-2-(pyrimidin-2-
yl)phenyl)((1S,2R ,4R)-2-
(5-
(trifluoromethyl)pyrimidin-
2-yl)amino)-7-

abicyclo[2.2.1]heptan-7-

yl)methanone

(trifluoromethyl)pNmidin-
2-yl)amino)-7-
azabicyclo[2.2.1]heptan-

yl)methanone

(2-fluoro-6-(pyrimidin-2-
yDphenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrimidin-
2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone



ip-temp
Rectangle

ip-temp
Rectangle

ip-temp
Line


Né\\\ (2-(pyrimidin-2-
\N/ yl)phenyD)((18S,2R ,4R)-2-

< S 0 ((5-
(trifluoromethyl)pyrimidin-
N 2-yl)amino)-7-

azabicyclo[2.2.1]heptan-7-

yl)methanone

(3-fluoro-2-(pyrimidin-2-
yDphenyl)((1S,2R 4R)-2-
((4-
(trifluoromethyl)thiazol-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

thiadiazol-2-yl)amino)-7-

Né\\> (3-fluoro-2-(pyrimidin-2-
R <\ yl)phenyl)((1S,2R,4R)-2-
0 ((5-(trifluoromethyl)-1,3,4-

N

H axzgbicyclo[2.2.1]heptan-7-
/ Z N_ _S F yl)methanone
j\/ > F
N- N>/i
1S,2R 3-fluoro-
N 4> (« ((
N~N yridin-
4 \ ) 2-yl)amino)-
=N N azabicyclo[2.2.1]heptal\7-
H \ yl)(4-methyl-3-(2H-1,2,3-
I X E triazol-2-yl)pyridin-2-
F = F yl)methanone
F
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Rectangle

ip-temp
Rectangle

ip-temp
Line


f\\l 4> (R/S)-(2-(2H-1,2,3-triazol-
N~N 2-yhphenyl)-2-((5-
@\(D (trifluoromethyl)pyridin-2-
N yhoxy)-7-
azabicyclo[2.2.1]heptan-7-
O.__N
N yl)methanone
] F
= F
F
N 4> (R/S)-(3-methyl-2-(2H-
N~N 1,2,3-triazol-2-yl)phenyl)-
4 0 2((5-
= (trifluoromethyl)pyridin-2-
yhoxy)-7-
O.__N .
l X F azabicyclo[2.2.1]heptan-7-
= F yl)methanone
F
. ,\\1 = ) (R/S)-(3-fluoro-2-(2H-
N~N 1,2,3-triazol-2-yl)phenyl)-
O 2-((5-
N (trifluoromethyl)pyridin-2-
b yDoxy)-7-
O | N\ e \cyclo[2.2.1]heptan-7-
= F methanone
F
N"N (R/S)-(3-fluowg-2-(1H-
R N-Y 1,2,3-triazol-1-yl
0 2-((5-
N (trifluoromethyl)pyridin®R-
E yhoxy)-7-
O N\ azabicyclo[2.2.1]heptan-7-
| P i F yl)methanone
F
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ip-temp
Rectangle

ip-temp
Rectangle

ip-temp
Line


(R/S)-(2-fluoro-6-(2H-
1,2,3-triazol-2-yl)phenyl)-
2-((5-
(trifluoromethyl)pyridin-2-
yDoxy)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

(R/S)-(2-(2H-1,2,3-triazol-
2-yDpyridin-3-y1)-2-((5-
(trifluoromethyl)pyridin-2-
yl)oxy)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

(R/S)-(6-methyl-2-(2H-
1,2,3-triazol-2-yl)pyridin-
3-y1)-2-((5-
(trifluoromethyl)pyridin-2-

yhoxy)-7-

1,2,3-triazol-2-y1)
3-y1)-2-((5-
(trifluoromethyl)pyridin-
yl)oxy)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone
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ip-temp
Rectangle

ip-temp
Line


(R/S)-(3-fluoro-2-
(pyrimidin-2-yl)phenyl)-2-
((5-
(trifluoromethyl)pyridin-2-
yhoxy)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

(R/S)-(4-fluoro-2-
(pyrimidin-2-yl)phenyl)-2-
((5-
(trifluoromethyl)pyridin-2-
yhoxy)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

(R/S)-(2-fluoro-6-
(pyrimidin-2-yl)phenyl)-2-
(-
(trifluoromethyl)pyridin-2-

yhoxy)-7-
bicyclo[2.2.1Theptan-7-

yl)methanone

azabicyclo[2.2.1]heptan-

yl)methanone

-574 -



ip-temp
Rectangle

ip-temp
Line


(R/S)-(2-(5-
fluoropyrimidin-2-
ylphenyl)-2-((5-
(trifluoromethyl)pyridin-2-
yhoxy)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

(R/S)- (3-fluoro-2-(5-
fluoropyrimidin-2-
yl)phenyl)-2-((5-
(trifluoromethyl)pyridin-2-
yhoxy)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

(R/S)-(3-methyl-2-(oxazol-
2-yl)phenyl)-2-((5-
ifluoromethyl)pyridin-2-
yhoxy)-7-
0[2.2.1Theptan-7-

N\ yl)nRthanone
| F
= F
F
. O/\x (R/S)-(3-fluoro-2-(ox¥gol-
=N 2-yl)phenyl)-2-((5-
O (trifluoromethyl)pyridin-2-
N yDoxy)-7-
azabicyclo[2.2.1]heptan-7-
O__N
X yl)methanone
[ F
5z F
F
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ip-temp
Rectangle

ip-temp
Line


N~N
O
N
A0«
»
N

(R/S)-(3-methyl-2-(2H-
1,2,3-triazol-2-yl)phenyl)-
2-((6-
(trifluoromethyl)pyridin-3-
yloxy)-7-
azabicyclo[2.2.1Theptan-7-

y)methanone

(R/S)-(3-fluoro-2-(2H-
1,2,3-triazol-2-yl)phenyl)-
2-((6-
(trifluoromethyl)pyridin-3-
yhoxy)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

(R/S)- (2-fluoro-6-(2H-
1,2,3-triazol-2-yl)phenyl)-
2-((6-
{luoromethyl)pyridin-3-

N~N
0]
N
/L0 n
| N
Z

2-yhHoxy)-7-

azabicyclo[2.2.1Theptan

y1)(3-fluoro-2-(2H-1,2,3-
triazol-2-

yl)phenyl)methanone
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ip-temp
Rectangle

ip-temp
Line


n
~Z

&
N

/Z

(R/S)-2-((5-
bromopyrimidin-2-yljoxy)-
7-azabicyclo[2.2.1]Theptan-
7-y1)(3-fluoro-2-(2H-1,2,3-

triazol-2-

yhphenyl)methanone

(R/S)-(3-fluoro-2-(2H-
1,2,3-triazol-2-yl)phenyl)-
2-(quinoxalin-2-yloxy)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

(R/S)-2-((5-bromo-2-
chloropyridin-3-yl)oxy)-7-
azabicyclo[2.2.1]heptan-7-

y)(3-fluoro-2-(2H-1,2,3-

triazol-2-
SN yl)phenyl)methanone
’ =
Br
|\\J 4> (R/S)-(3-
N~N 1,2,3-triazol-2%])phenyl)-
)
N (trifluoromethyl)pyra¥
b yhoxy)-7-
O\[ N\ . azabicyclo[2.2.1]heptan-7-
N/:k’/ F yl)methanone
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ip-temp
Rectangle

ip-temp
Line


(R/S)-(3-fluoro-2-(2H-
1,2,3-triazol-2-
yDphenyl)(2-((5-
(trifluoromethyl)pyrazin-2-
yloxy)-7-
azabicyclo[2.2.1heptan-7-

yl)methanone

(R/S)-(6-methyl-2-(2H-
1,2,3-triazol-2-yl)pyridin-
3-yD2A((5-
(trifluoromethyl)pyrazin-2-
ylhoxy)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

(R/S)-(3-fluoro-2-
(pyrimidin-2-yl)phenyl)(2-
((5-
(trifluoromethyl)pyrazin-2-

yhoxy)-7-
icyclo[2.2.1]heptan-7-

(trifluoromethyl)pyridiNg-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone
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ip-temp
Rectangle

ip-temp
Line


(3-fluoro-2-(2H-1,2,3-

FoNT) ,
N~N triazol-2-
O yDphenyl)((1S,2R,4R)-2-
N ((3-fluoro-5-
Ab H (trifluoromethyl)pyridin-2-
N F yl)amino)-7-
F F azabicyclo[2.2.1]heptan-7-
F yl)methanone
NZ ((1S,2R,4R)-2-((3-fluoro-
N
N~N 5-(trifluoromethyl)pyridin-
O 2-yl)amino)-7-
“azabicyclo[2.2. 1]heptan-7-
H y1)(3-methyl-2-(2H-1,2,3-
N .
F triazol-2-
F yl)phenyl)methanone
F
N7 ((1S,2R,4R)-2-((3-fluoro-
N
N~N 5-(trifluoromethyl)pyridin-
4 \ 0 2-yl)amino)-7-
NN azabicyclo[2.2.1]heptan-7-
Lb'g 1)(6-methyl-3-(2H-1,2,3-
F
. F
F
N N
7 \ 0
N azabicyclo[2.2.1]hep\gn-7-
H
Abw y1)(6-methyl-2-(2H-1,2)
i F e triazol-2-yl)pyridin-3-
F yl)methanone
= 1S,2R ,4R)-2-((3-fluoro-
r\\|/> (« )-2-((
NN 5-(trifluoromethyl)pyridin-
7\ 0 2-yl)amino)-7-
N azabicyclo[2.2.1]heptan-7-
Ajﬂ y1)(5-methyl-2-(2H-1,2,3-
F E triazol-2-yl)pyridin-3-
F yl)methanone
F



ip-temp
Rectangle

ip-temp
Line


(3-fluoro-2-(oxazol-2-
yl)phenyl)((1S,2R,4R)-2-
((3-fluoro-5-
(trifluoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

((1S,2R 4R)-2-((3-fluoro-
5-(trifluoromethyl)pyridin-
2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)(5-methyl-2-(pyrimidin-
2-yDpyridin-3-

yl)methanone

((1S,2R,4R)-2-((3-fluoro-
5-(trifluoromethyl)pyridin-
2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
y1)(6-methyl-3-(pyrimidin-

2-yDpyridin-2-

yl)methanone

2-yl)pyridin-2-

yDmethanone
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ip-temp
Rectangle

ip-temp
Rectangle

ip-temp
Line


((1S,2R,4R)-2-((3-fluoro-
S-(trifluoromethyl)pyridin-
2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
y)(3-(pyrimidin-2-

N
Yawy:
N yl)pyridin-2-yl)methanone
F
F
F
F
Nf\\> ((1S,2R 4R)-2-((3-fluoro-
=N 5-(trifluoromethyl)pyridin-
74 \ 0 2-yl)amino)-7-
= azabicyclo[2.2.1Theptan-7-
F H y1)(2-fluoro-6-(pyrimidin-
2-yl)phenyl)methanone
F
F
F
F
F ((1S,2R,4R)-2-((3-fluoro-

S-(trifluoromethyl)pyridin-
2-yl)amino)-7-
aagbicyclo[2.2.1]heptan-7-

M

((1S,2R 4R)-2-((3-11
5-(trifluoromethyl)pyridt
2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yD)(2-(pyrimidin-2-
yl)phenyl)methanone

- 581 -


ip-temp
Rectangle

ip-temp
Line


((1S,2R 4R)-2-((3-fluoro-
5-(trifluoromethyl)pyridin-
2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)(3-methyl-2-(pyrimidin-

N\ 2-yl)phenyl)methanone
= i F
F
(3-fluoro-2-(5-
fluoropyrimidin-2-
yl)phenyl)((1S,2R ,4R)-2-
((3-fluoro-5-
(trifluoromethyl)pyridin-2-
yl)amino)-7-
= F azabicyclo[2.2.1]heptan-7-
= F

yl)methanone

((18,2R,4R)-2-((3-chloro-
5-(trifluoromethyl)pyridin-

2-yl)amino)-7-
icyclo[2.2.1Theptan-7-

2-yl)pMgnyl)methanone

((15,2R4R)-2-((3-cNoro-
S-(trifluoromethyl)pyri

2-yl)amino)-7-

azabicyclo[2.2.1]heptan-7-
yD)(3-fluoro-2-(5-
fluoropyrimidin-2-

yl)phenyl)methanone
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ip-temp
Rectangle

ip-temp
Line


P
AN
o

((1S,2R,4R)-2-((3-chloro-
5-(trifluoromethyl)pyridin-
2-yl)amino)-7-
azabicyclo[2.2.1Theptan-7-
y1)(2-fluoro-6-(pyrimidin-
2-yl)phenyl)methanone

((1S,2R,4R)-2-((3-chloro-
5-(trifluoromethyl)pyridin-
2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
y1)(5-methyl-2-(pyrimidin-
2-yDpyridin-3-

yl)methanone

((1S,2R,4R)-2-((3-chloro-

5-(trifluoromethyl)pyridin-
2-yl)amino)-7-

abicyclo[2.2.1]heptan-7-

y)§methyl-3-(pyrimidin-

[ N F Dpyridin-2-
F
Cl yl)Nethanone
F
N//\\> ((1S,2R 4R)-
=N 5-(trifluoromethyl)
7\ 0 2-yl)amino)-7-
NN azabicyclo[2.2.1]heptan-
bﬁ N y1)(5-methyl-3-(pyrimidin-

2-yl)pyridin-2-

yl)methanone
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ip-temp
Rectangle

ip-temp
Line


/Z
&
>~

yl)phenyl)((1S,2R 4R)-2-
((3-chloro-5-

=z
/
=z

s

(trifluoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

((1S,2R,4R)-2-((3-chloro-
S-(trifluoromethyl)pyridin-
2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
y)(3-methyl-2-(2H-1,2,3-
triazol-2-

yl)phenyl)methanone

((1S,2R,4R)-2-((3-chloro-
5-(trifluoromethyl)pyridin-
2-yl)amino)-7-
zabicyclo[2.2.1]heptan-7-
6-methyl-3-(2H-1,2,3-

triXxol-2-yl)pyridin-2-

2-yl)amino)-7-

azabicyclo[2.2.1]heptanN]-

y1)(6-methyl-2-(2H-1,2,3-
triazol-2-yl)pyridin-3-

yl)methanone

((1S,2R,4R)-2-((3-chloro-
5-(trifluoromethyl)pyridin-
2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)(5-methyl-2-(2H-1,2,3-
triazol-2-yl)pyridin-3-

yl)methanone

(2-(2H-1,2;3=triazol-2=""""~
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((1S,2R,4R)-2-((3-chloro-
5-(trifluoromethyl)pyridin-
2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
y1)(3-fluoro-2-(oxazol-2-
yl)phenyl)methanone

(3-fluoro-2-(pyrimidin-2-
yDphenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]-(3-
’H,’H)-heptan-7-

yl)methanone

(3-fluoro-2-(pyrimidin-2-
y)phenyl)((1S,2R,4R)-(2-
"H)-(5-
ifluoromethyl)pyrazin-2-
yl)amino)-7-
azabigyclo[2.2.1]-(3-
’H,’\heptan-7-

yl)metNgnone

-

5-(trifluoromethyl)pyrida-
2-yl)amino)-7-

azabicyclo[2.2.1]heptan-7-

yl)(4-methyl-3-(pyrimidin-
2-yl)pyridin-2-

yl)methanone
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(4-methyl-3-(pyrimidin-2-
yl)pyridin-2-
yD((1S,2R,4R)-2-((5-
(trifluoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

(4-methyl-3-(pyrimidin-2-
yl)pyridin-2-
yD((1S,2R,4R)-2-((5-
(trifluvoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

(4-methyl-3-(pyrimidin-2-
yl)pyridin-2-
yD((1S,2R,4R)-2-((5-

N (trifluoromethyl)pyrimidin-
N H 2-yl)amino)-7-
N N\ azaNcyclo[2.2.1]heptan-7-
i F
N )\{/ F
F
4
N (
N~N i
72 \ 0
=N N (trifluoromethyl)pyrazin-

yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone
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51. A pharmaceutical composition comprising a therapeutically effective amountofa

- compound according lo any one of the preceding claims and at least one

‘pharmaceutically acceptable excipient.

€, jet-lag, disturbed sleep, a sleep disorder secondary to neurological

restless legs syndr
disorders, mania, depi\gsion, manic depression, schizophrenia, a pain syndromes,
fibromyalgia, neuropathi\pain, catatonia, Parkinson's disease, Tourette's syndrome,

anxiety, delirium, dementia, \verweight, obesity or a condition related to overweight or
obesity, insulin resistance, typeY diabetes, hyperlipidemia, gallstones, angina,
hypertension, breathlessness, tachyNardia, infertility, sleep apnea, back and joint pain,
varicose veins, osteoarthritis, hypertetNjon, tachycardia, arrhythmias, angina pectoris,
acute heart failure, ulcers, irritable bowe drome, diarrhea, gastroesophageal reflux,
post-traumatic stress disorder, panic disordeN, attention deficit disorders, cognitive

deficiencies, or substance abuse.

54. The use according to claim 53 wherein the diseas§ disorder, or medical condition is

mood disorders, post-traumatic stress disorder, panic disrders, attention deficit disorders,

cognitive deficiencies, or substance abuse.

55. A compound of Formula IA:

IA
wherein ring A is
7
Ry™ L /L -
R4
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wherein
X is CRg, N, or NRg;
Y is CR7, N, or NR7;

R¢ is H, alkyl, alkoxy, OH, halo, triazolyl, oxazolyl, oxadiazolyl, pyridyl, pyrimidinyl,
pyrazinyl, pyridazinyl, pyrazolyl, or thiophenyl, wherein triazolyl, oxazolyl,
oxadiazolyl, pyridyl, pyrimidinyl, pyrazinyl, pyridazinyl, pyrazolyl, or

thiophenyl is optionally substituted with up to two substituents selected from

oxadiazolyl, olidinyl, thiophenyl, morpholinyl, or dialkylamino, wherein

phenyl, triazolyl,\xazolyl, isoxazolyl, pyridyl, pyrimidinyl, pyrazinyl,

pyridazinyl, piperazWyl, pyrazolyl, oxadiazolyl, pyrrolidinyl, thiophenyl, or
morpholinyl is optional

halo and alkyl;

substituted with up to two substituents selected from

R4 is H, alkyl, alkoxy, or halo;

or

Re and R7, together with the atoms tON\which they are attached, form a 5- or 6-

membered heteroaryl ring optiotNlly substituted with alkyl; or

R3 and Ry, together with the atoms to whiclNhey are attached, form a 6-
membered aryl or 6-membered heteroal ring; or

R7 and Ry, together with the atoms to which they ¥e attached, form a 6-
membered aryl or 6-membered heteroaryl riny

Z is NH, N-alkyl, or O;

Rs is pyridyl, pyrimidinyl, pyrazinyl, pyridazinyl, quinazolinyl, quiNpxalinyl,

pyrazolyl, thiazolyl, thiadiazolyl, benzoxazolyl, imidazopyrazidI, or
triazolopyrazinyl, optionally substituted with one or two substitues
independently selected from the group consisting of alkyl, cyano, alk
carboxylate, alkoxy, and halo; and

nisOQorl.

56. The compound of claim 54, wherein X is CRg and Y is CR7.
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61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

oxadiazolyN\pyrazolyl, or thiophenyl.

The compound

The compound of cla

pyrazolyl.

The compound of claim 61, w

. The compound of claim 54, wherein X is CRg and Y is N.
. The compound of claim 54, wherein X is N and Y is CR..
. The compound of any one of claims 55 to 57, wherein Rg is H.

he compound of any one of claims 55 to 57, wherein Ry is alkyl, alkoxy, OH, or

ound of any one of claims 55 to 57, wherein Rg is triazolyl, oxazolyl,

claim 61, wherein oxazolyl is methyl-oxazolyl.

61, wherein pyrazolyl is methyl-pyrazolyl or dimethyl-

rein oxadiazolyl is methyl-oxadiazolyl.

The compound of any one of claimN34 to 57, wherein R is pyridyl.

The compound of claim 65, wherein p

The compound of any one of claims 55 to 57, \herein Rg is pyrimidinyl, pyrazinyl, or

pyridazinyl.

The compound of any one of claims 55, 56, or 58, whekein R is H.

The compound of any one of claims 55, 56, or 58, wherein
The compound of claim 69, wherein alkoxy is haloalkoxy.
The compound of claim 55, wherein X is NRg and Y is CR5.
The compound of claim 55, wherein X is CRg and Y is NR;.

The compound of claim 47 or 48, wherein R¢ and R4, together with the atoms to

which they are attached, form a 5-membered heteroaryl ring optionally substituted

with alkyl.

- 589 -
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74.

76.

77.

78.

79.

80.

81.

82.

&83.

84.

85.

86.

87.

88.

89.

The compound of claim 71 or 72, wherein R¢ and R, together with the atoms to
which they are attached, form a 6-membered heteroaryl ring optionally substituted

with alkyl.

. The compound of any one of claims 55, 56 or 58 to 67, wherein R; and Ry, together

ith the atoms to which they are attached, form a 6-membered aryl ring.

The &mpound of any one of claims 55, 56, or 58 to 67, wherein Ry and Ry, together

with the\ytoms to which they are attached, form a 6-membered heteroaryl ring.
The compouiN according to any one of claims 55 to 76, wherein R3 is H.

The compound acdrding to any one of claims 55 to 76, wherein Rj is alkyl, alkoxy,
hydroxyalkylene, O alo, or phenyl.
The compound of claim 78qwherein alkoxy is haloalkoxy.

The compound according to an\pne of claims 55 to 76, wherein Rj is triazolyl,

oxazolyl, isoxazolyl, oxadiazolyl, pgridyl, or pyrazolyl.

The compound of claim 80, wherein oxa&golyl is methyl-oxazolyl.
The compound of claim 80, wherein isoxazoXl is methyl-isoxazolyl.
The compound of claim 80, wherein pyridyl is meNayl-pyridyl.

The compound of claim 80, wherein pyrazolyl is methW¢pyrazolyl or dimethyl-

pyrazolyl.

The compound of claim 80, wherein oxadiazolyl is methyl-oxa¥azolyl.

The compound according to any one of claims 55 to 76, wherein R3 ¥§ pyrimidinyl,

pyrazinyl, or pyridazinyl.

The compound according to any one of claims 55 to 76, wherein Rj is piper.

pyrazolyl, pyrrolidinyl, thiophenyl, morpholinyl, or dialkylamino.
The compound of any one of claims 55 to 87, wherein R4 1s H.

The compound of any one of claims 55 to 87, wherein Ry is alkyl, alkoxy, or halo.
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90. The compound according to any one of claims 55 to 74, wherein R; and Ry, together

1. The compound according to any one of claims 55 to 74, wherein R; and Ry, together

with the atoms to which they are attached, form a 6-membered heteroaryl ring.

92. A cN\mpound of claim 55 selected from the following

Compound Compound

Name
N7
N~N

(3-fluoro-4-methyl-2-(2H-
1,2,3-triazol-2-
yDphenyl)((1S,2R,4R)-2-
((3-fluoro-5-
(trifluoromethyl)pyridin-2-
yhamino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(4,5-dimethyl-3-
(pyrimidin-2-yl)pyridin-2-
yD((1S,2R,4R)-2-((3-
fluoro-5-
(trifluvoromethyl)pyridin-2-
~N

yl)amino)-7-
icyclo[2.2.1]heptan-7-
yl)methanone

=N 2-yl)amind7-
0 azabicyclo[2.2.1]hdgtan-7-
yD)(3-fluoro-6-methW-2-

N (pyrimidin-2-

H yl)phenyl)methanone
Vany/ O

-
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(3-fluoro-4-methyl-2-(2H-
1,2,3-triazol-2-
yl)phenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(4,5-dimethyl-3-
(pyrimidin-2-yl)pyridin-2-
yD((1S,2R 4R)-2-((5-
(trifluvoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(3-fluoro-6-methyl-2-
(pyrimidin-2-
ylphenyl)((1S,2R ,4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(4,5-dimethyl-3- N
(pyrimidin-2-yl)pyridin-2-
yD((1S,2R 4R)-2-((5-
(trifluvoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.1Theptan-7-
yl)methanone
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(3-fluoro-6-methyl-2-
(pyrimidin-2-
yl)phenyl)((1S,2R 4R)-2-
((5-
(trifluvoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(3-fluoro-4-methyl-2-
(pyrimidin-2-
yl)phenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(3-fluoro-4-methyl-2-
(pyrimidin-2-
yDphenyl)((1S,2R 4R)-2-
((5-
(trifluoromethyl)pyridin-2-
yl)amino)-7-

H azabicyclo[2.2.1]heptan-7-
N._ _N
A yl)methanone
| F
¥ F
F
Z
N
0]
N
AN
N
| ) F
P F
F

(3-fluoro-5-methyl-2-
(pyrimidin-2-
yDphenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone
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93. A pharmaceutical composition comprising a therapeutically effective amount of a
compound according to any one of claims 55 to 92 and at least one pharmaceutically

acceptable excipient.

94\J'he use of a compound according to any one of claims 55 to 92 in the manufacture of

mediated by orexN receptor activity is a disorder of the sleep-wake cycle, insomnia,

restless legs syndron¥, jet-lag, disturbed sleep, a sleep disorder secondary to neurological
disorders, mania, depres\jon, manic depression, schizophrenia, a pain syndromes,
fibromyalgia, néuropathic in, catatonia, Parkinson's disease, Tourette's syndrome,
anxiety, delirium, dementia, oNgrweight, obesity or a condition related to overweight or
obesity, insulin resistance, type IINjiabetes, hyperlipidemia, gallstones, angina,
hypertension, breathlessness, tachycNdia, infertility, sleep apnea, back and joint pain,
varicose veins, osteoarthritis, hypertensNn, tachycardia, arrhythmias, angina pectoris,
acute heart failure, ulcers, irritable bowel s\gdrome, diarrhea, gastroesophageal reflux,
post-traumatic stress disorder, panic disorders,\ttention deficit disorders, cognitive

deficiencies, or substance abuse.

96. The use according to claim 94 wherein the disease,Nisorder, or medical condition is
mood disorders, post-traumatic stress disorder, panic disoNers, attention deficit disorders,

cognitive deficiencies, or substance abuse.
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1. A compound of formula I:

or an enantiomer or diastereomer, tautomer or isotopic variant thereof;

or a pharmaceutically acceptable salt or solvate thereof;

wherein

ring A is phenyl, naphthalenyl, pyridyl, quinolinyl, isoquinolinyl, imidazopyridyl,
furanyl, thiazolyl, isoxazolyl, pyrazolyl, imidazothiazolyl, benzimidazolyl, or
indazolyl,

R is H, alkyl, alkoxy, hydroxyalkylene, OH, halo, phenyl, triazolyl, oxazolyl,
isoxazolyl, pyridyl, pyrimidinyl, pyrazinyl, pyridazinyl, piperazinyl, pyrazolyl,
oxadiazolyl, pyrrolidinyl, thiophenyl, morpholinyl, or dialkylamino, wherein
phenyl, triazolyl, oxazolyl, isoxazolyl, pyridyl, pyrimidinyl, pyrazinyl,
pyridazinyl, piperazinyl, pyrazolyl, oxadiazolyl, pyrrolidinyl, thiophenyl, or
morpholinyl is optionally substituted with up to two substituents selected from the
group consisting of halo and alkyl;

R, is H, alkyl, alkoxy, hydroxyalkylene, or halo;

Z is NH, N-alkyl, or O;

Rs is pyridyl, pyrimidinyl, pyrazinyl, pyridazinyl, quinazolinyl, quinoxalinyl,
pyrazolyl, thiazolyl, thiadiazolyl, benzoxazolyl, imidazopyrazinyl, or
triazolopyrazinyl, optionally substituted with one or two substituents
independently selected from the group consisting of alkyl, cyano, alkyl
carboxylate, alkoxy, and halo; and

nisOor1;

wherein "alkyl" is optionally substituted with one or more halogen atoms.
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2. A compound of Formula IA:

or an enantiomer or diastereomer, tautomer or isotopic variant thereof;
or a pharmaceutically acceptable salt or solvate thereof;

wherein ring A is

Y= X
(
R3 \\/L 5\
R4
wherein

Xis CRg, N, or NRg;

Y is CR7, N, or NR7;

Re is H, alkyl, alkoxy, OH, halo, triazolyl, oxazolyl, oxadiazolyl, pyridyl,
pyrimidinyl, pyrazinyl, pyridazinyl, pyrazolyl, or thiophenyl, wherein
triazolyl, oxazolyl, oxadiazolyl, pyridyl, pyrimidinyl, pyrazinyl, pyridazinyl,
pyrazolyl, or thiophenyl is optionally substituted with up to two substituents
selected from the group consisting of halo and alkyl;

R7 is H, alkyl, alkoxy, or halo;

R is H, alkyl, alkoxy, hydroxyalkylene, OH, halo, phenyl, triazolyl, oxazolyl,
isoxazolyl, pyridyl, pyrimidinyl, pyrazinyl, pyridazinyl, piperazinyl, pyrazolyl,
oxadiazolyl, pyrrolidinyl, thiophenyl, morpholinyl, or dialkyl)amino, wherein
phenyl, triazolyl, oxazolyl, isoxazolyl, pyridyl, pyrimidinyl, pyrazinyl,
pyridazinyl, piperazinyl, pyrazolyl, oxadiazolyl, pyrrolidinyl, thiophenyl, or
morpholinyl is optionally substituted with up to two substituents selected from
the group consisting of halo and alkyl;

R4 is H, alkyl, alkoxy, or halo;

or
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Re and R, together with the atoms to which they are attached, form a 5- or 6-
membered heteroaryl ring, wherein said heteroaryl ring is optionally
substituted with alkyl; or

R3 and R4, together with the atoms to which they are attached, form a 6-membered
aryl or 6-membered heteroaryl ring; or

R; and Ry, together with the atoms to which they are attached, form a 6-membered
aryl or 6-membered heteroaryl ring;

Z is NH, N-alkyl, or O;

Rs is pyridyl, pyrimidinyl, pyrazinyl, pyridazinyl, quinazolinyl, quinoxalinyl,
pyrazolyl, thiazolyl, thiadiazolyl, benzoxazolyl, imidazopyrazinyl, or
triazolopyrazinyl, optionally substituted with one or two substituents
independently selected from the group consisting of alkyl, cyano, alkyl
carboxylate, alkoxy, and halo; and

nisOorl;

wherein "alkyl™ is optionally substituted with one or more halogen atoms.
3. The compound of claim 1, wherein ring A is phenyl or naphthalenyl.

4. The compound of claim 1 or 3, wherein Ry is pyridyl, pyrimidinyl, pyrazinyl,
pyridazinyl, piperazinyl, morpholinyl, pyrrolidinyl, di-alkylamino, pyrazolyl,
oxadiazolyl, or thiophenyl.

5. The compound of any one of claims 1,3, or 4, wherein R; is H or halo.

6. The compound of any one of claims 1 to 5, wherein Z is NH or N-alkyl, for example
N-CHs.

7. The compound of any one of the preceding claims, wherein Rs is pyridyl, pyrimidinyl,
pyrazinyl, or pyridazinyl optionally substituted with one or two substituents

independently selected from the group consisting of alkyl, alkoxy, and halo.
8. The compound of claim 7, wherein alkyl is trihaloalkyl.

9. The compound of claim 8, wherein Rs is:
(i) pyridyl substituted with trifluoromethyl;
(1) pyrimidinyl substituted with trifluoromethyl;
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10.

11.

12.

13.

14.

15.

16.

17.

18.

(iii)pyrazinyl substituted with trifluoromethyl; or

(iv)pyridazinyl substituted with trifluoromethyl.

The compound of any one of claims 1 to 9, wherein n is 1.

The compound of claim 2, wherein X is CRg and Y is CRy.

The compound of claim 2 or 11, wherein Rg is H, alkyl, alkoxy, OH, or halo.

The compound of any one of claims 2, 11, or 12, wherein R; is H.

The compound of any one of claims 2, 11, or 12, wherein Ry is alkyl, alkoxy, or halo.

The compound according to any one of claims 2 or 11 to 14, wherein Rz is H, alkyl,

alkoxy, hydroxyalkylene, OH, halo, phenyl, pyrimidinyl, pyrazinyl, or pyridazinyl.
The compound of any one of claims 2 or 11 to 15, wherein Ry is H.

The compound of any one of claims 2 or 11 to 15, wherein Ry is alkyl, alkoxy, or

halo.

A compound selected from the group consisting of

£ N (3-fluoro-4-methyl-2-(2H-1,2,3-triazol-2-
\@i\(h‘o yphenyl)((1S,2R 4R)-2-((3-fluoro-5-
(trifluoromethyl)pyridin-2-yl)amino)-7-
N
Abn \ azabicyclo[2.2.1]heptan-7-yl)methanone
| LF .
NS
F
N/A\> (4,5-dimethyl-3-(pyrimidin-2-yl)pyridin-2-
= =N y1)((1S,2R,4R)-2-((3-fluoro-5-
0
=N { (trifluoromethyl)pyridin-2-yl)amino)-7-
ﬂb“ " azabicyclo[2.2.1]heptan-7-yl)methanone
| JFe
NS
F
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((1S,2R,4R)-2-((3-fluoro-5-
(trifluoromethyl)pyridin-2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-yl)(3-fluoro-6-
methyl-2-(pyrimidin-2-yl)phenyl)methanone

N\
| F
s F
F
. l\\'if> (3-fluoro-4-methyl-2-(2H-1,2,3-triazol-2-
@\\(NO yl)phenyl)((1S,2R 4R)-2-((5-
(trifluoromethyl)pyrazin-2-yl)amino)-7-
N
Lb“ \ azabicyclo[2.2.1]heptan-7-yl)methanone
T Lk
N
F
N/A& (4,5-dimethyl-3-(pyrimidin-2-yl)pyridin-2-
7 =N yD((1S,2R,4R)-2-((5-
0
=\ { (trifluoromethyl)pyrazin-2-yl)amino)-7-

azabicyclo[2.2.1]heptan-7-yl)methanone

(3-fluoro-6-methyl-2-(pyrimidin-2-
yhphenyl)((1S,2R,4R)-2-((5-
(trifluoromethyl)pyrazin-2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-yl)methanone
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(3-fluoro-4-methyl-2-(2H-1,2,3-triazol-2-
yhphenyl)((1S,2R,4R)-2-((5-
(trifluoromethyl)pyridin-2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-yl)methanone

N\
| F
Pz F
F
" //\\> (4,5-dimethyl-3-(pyrimidin-2-yl)pyridin-2-
<\ yI)((1S,2R 4R)-2-((5-
/\\ o (trifluoromethyl)pyridin-2-yl)amino)-7-
N
N y azabicyclo[2.2.1]heptan-7-yl)methanone
| F
Pz F
F
(3-fluoro-6-methyl-2-(pyrimidin-2-
yhphenyl)((1S,2R,4R)-2-((5-
(trifluoromethyl)pyridin-2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-yl)methanone
N\
| F
Pz

(3-fluoro-4-methyl-2-(pyrimidin-2-
yl)phenyl)((1S,2R,4R)-2-((5-
(trifluoromethyl)pyrazin-2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-yl)methanone

(3-fluoro-4-methyl-2-(pyrimidin-2-
yl)phenyl)((1S,2R,4R)-2-((5-
(trifluoromethyl)pyridin-2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-yl)methanone
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y (3-fluoro-5-methyl-2-(pyrimidin-2-
N
R \AN\> yl)phenyl)((1S,2R,4R)-2-((5-
O (trifluoromethyl)pyridin-2-yl)amino)-7-
N azabicyclo[2.2.1]heptan-7-yl)methanone
sy N
[ r .
F
and
3-fluoro-5-methyl-2-(pyrimidin-2-
F N/A\) ( yl-2-(py
<N yhphenyl)((1S,2R,4R)-2-((5-
o) (trifluoromethyl)pyrazin-2-yl)amino)-7-
N azabicyclo[2.2.1]heptan-7-yl)methanone
LA
= F
N
F

(£)-(3,6'-dimethyl-[2,3"-bipyridin]-2'-
yl)(2-(((5-fluoropyridin-2-
yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-yl)methanone.

20. A compound of claim 18 which is

N%
N/
N~N

N
\g\(o
N =
|| F
AJO/QW/F
F

(x)-(6-methyl-2-(2H-1,2,3-triazol-2-
yhpyridin-3-y1)(2-(((6-
(trifluoromethyl)pyridin-2-yl)oxy)methyl)-
7-azabicyclo[2.2.1]heptan-7-yl)methanone

21. A compound of claim 18 which is
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24
NO (3-fluoro-2-(pyrimidin-2-

$ yl)phenyl)((1S,2R,4R)-2-((5-

(trifluoromethyl)pyrazin-2-yl)amino)-7-

any
N__N
\[ = azabicyclo[2.2.1]heptan-7-yl)methanone.
N NF
F

22. A compound of claim 18 which is
N//\\>
=N

0

(trifluoromethyl)pyrimidin-2-yl)oxy)-7-

N
Libo\r Ng
NI\)\KF azabicyclo[2.2.1]heptan-7-yl)methanone.
F
F

(5-fluoro-2-(pyrimidin-2-

E yl)phenyl)((1S,2R,4R)-2-((5-

23. A compound of claim 18 which is

(3-fluoro-6-methyl-2-(pyrimidin-2-
yhpheny)((1S,2R,4R)-2-((5-
(trifluoromethyl)pyrazin-2-yl)amino)-7-

AN azabicyclo[2.2.1]heptan-7-yl)methanone.
LA
N
F

ZT

24. An enantiomer, diastereomer, tautomer, isotopic variant, or a pharmaceutically

acceptable salt or solvate of a compound of any one of claims 19 to 23.

25. A pharmaceutical composition comprising a therapeutically effective amount of a
compound according to any one of claims 1 to 21 and at least one pharmaceutically
acceptable excipient.

26. Use of a compound of any one of claims 1 to 23 in the preparation of a medicament
useful for treating a disease or disorder which is a sleep disorder, a metabolic

disorder, a neurological disorder, arrhythmia, acute heart failure, an ulcer, irritable

495



ip-temp
Line

ip-temp
Line

ip-temp
Line


27.

28.

29.

30.

bowel syndrome, diarrhea, gastroesophageal reflux, a mood disorder, post-traumatic
stress disorder, a panic disorder, attention deficit disorders, a cognitive deficiency , or

substance abuse.

The use of claim 25, wherein the disease or disorder is a mood disorder, a post-
traumatic stress disorder, a panic disorder, attention deficit disorder, a cognitive

deficiency, or substance abuse.

The use of claim 26, wherein the sleep disorder is a sleep-wake transition disorder,
insomnia, restless legs syndrome, jet-lag, disturbed sleep, or a sleep disorder

secondary to neurological disorders.

The use of claim 26, wherein the metabolic disorder is overweight, obesity, insulin
resistance, type Il diabetes, hyperlipidemia, gallstones, angina, hypertension,
breathlessness, tachycardia, infertility, sleep apnea, back and joint pain, varicose

veins, or osteoarthritis.

The use of claim 26, wherein the neurological disorder is Parkinson's disease,

Alzheimer’s disease, Tourette's syndrome, catatonia, anxiety, delirium, or dementias.
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