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CLAIMS

What is claimed:
1. A compound, having the structure of Formula (I):

R1

N\ 4
| N

Ar’ = '\!
RZ

M
or a pharmaceutically acceptable salt, solvate, stereoisomer, isotopic variant, or N-oxide

thereof,

wherein
R!is H, halo, or CH3;
Ar! is selected from the group consisting of*

(a) phenyl substituted with one member selected from the group consisting of: halo,
Cisalkyl, OCi-salkyl, Ci-sperhaloalkyl, OCisperhaloalkyl, CN, and Cs-scycloalkyl;

(b) phenyl substituted with two or three members each independently selected from the
group consisting of: halo, Ci-salkyl, Cisperhaloalkyl, OC1-salkyl, OCi-sperhaloalkyl,
and (C=0)CHs; and

(c) thienyl substituted with one or two members independently selected from: halo,
Cisalkyl, and Cisperhaloalkyl; and pyridine substituted with CF3;

R? s selected from the group consisting of*
O

A e
N\j (R%)n

(d) ; wherein
R?is each independently selected from the group consisting of: H, halo, OH, Ci-

ecalkyl, Cishaloalkyl, Cz.calkenyl, Cz-chaloalkenyl, Ca-salkynyl, CH2OH,
CH(OH)(CHs3), CH20CH3, OCi-shaloalkyl, OCi-salkyl, NH(CH3),
NHCO2CH3, NHC(=0)CH3s, NHC(=0)CF3, NHC(=O)cyclopropyl,
N(CH3)C(=0)CHs3, C(=0)N(CH3)2, C(=0)CH3s, CN, NHSO2CH3, SO2CHs,
1H-imidazol-2-yl, 2-pyridyl, 3-pyridyl, 4-pyridyl, pyrimidin-4-yl, and
pyrrolidine-2-one; or two R* members combine to form a Cs-scycloalkyl or
heterocycloalkyl, wherein the cycloalkyl and heterocycloalkyl is optionally

substituted one or two F members;
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‘f/ﬁ\ N «F\)>m

(e) \\/\(Rb)n; wherein
R® is each independently selected from the group consisting of: H, OH, F, OCH3,
CH>0CH3, and NHC(=0)CHj3; or two R® members come together to form
=0:;
()

o) 0 0 o)
?i)l\N/\ MN ZS ?é/u\N S, )‘J\)J\N RIS
K/O ’ R ’ RIS N/&O ’ RISy »and
H H

and

0O
SN

(g) R® | wherein
RYis selected from the group consisting of: Ci.salkyl; C2-salkenyl; Cishaloalkyl;
CH2CH:0CH;3; CH2CH20H; CH:2CN; NHz; NH-C(=0)CH3; Cs-scycloalkyl;
Cs.scycloalkyl substituted with two F members; 1-methylazetidin-3-yl; and
oxetan-3-yl;
R®is H or CHj3;
nis 1 or2;and
mis1or2.
The compound of claim 1 or a pharmaceutically acceptable salt, solvate, stereoisomer,
isotopic variant, or N-oxide thereof, wherein R'is H.
The compound of claim 1 or a pharmaceutically acceptable salt, solvate, stereoisomer,
isotopic variant, or N-oxide thereof, wherein R'is F.
The compound of claim 1 or a pharmaceutically acceptable salt, solvate, stereoisomer,
isotopic variant, or N-oxide thereof, wherein R!is CHs.
The compound of claim 1 or a pharmaceutically acceptable salt, solvate, stereoisomer,

isotopic variant, or N-oxide thereof, wherein Ar'is phenyl substituted with one member

304



WO 2020/249792 PCT/EP2020/066392

selected from the group consisting of: Cl, F, CHs, OCHs, CH2F, CHF2, CF3, CHF2CH3,
OCHF3, CN, and cyclopropyl.
6. The compound of claim 1 or a pharmaceutically acceptable salt, solvate, stereoisomer,

isotopic variant, or N-oxide thereof, wherein Ar'is selected from the group consisting of:
F R
(oskiothiotaosioakioaloal
F

F N
N N OL_F = ZBY
ioslicnshogiiom

: Fo , and .

7. The compound of claim 1 or a pharmaceutically acceptable salt, solvate, stereoisomer,
isotopic variant, or N-oxide thereof, wherein Ar'is phenyl substituted with two members
each independently selected from the group consisting of: Cl, F, CHs, CHF2, CF3,
CHF.CHs, OCHs, OCHF2, and (C=0)CHs.

8. The compound of claim 1 or a pharmaceutically acceptable salt, solvate, stereoisomer,

isotopic variant, or N-oxide thereof, wherein Ar'is selected from the group consisting of"
¢ F F F
teglioghosuoahodusdoliod
' ol * F' cl ’ F' F'
F i F R
ek sdieliedusadisaleosd
: , . F' cl - F cl -
F
F F F R E E
~ N F N F F F \Fé o) F
seskisaiiscisalivaiio s
F oo ’ F' F ’ ’ Cl
O o~
o adk ool
E F o = ,and E
9. The compound of claim 1 or a pharmaceutically acceptable salt, solvate, stereoisomer,

isotopic variant, or N-oxide thereof, wherein Ar'is phenyl substituted with three

members each independently selected from the group consisting of: halo, and CHs.
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The compound of claim 1 or a pharmaceutically acceptable salt, solvate, stereoisomer,

isotopic variant, or N-oxide thereof, wherein Ar'is selected from the group consisting of:

F
LS S Ve L ,rfi/
\Q:F' \@K \@(F,and .
F F F

The compound of claim 1 or a pharmaceutically acceptable salt, solvate, stereoisomer,
isotopic variant, or N-oxide thereof, wherein Ar'is thienyl substituted with one or two

members independently selected from: Cl, CH3, CF3 and CHF.

The compound of claim 1 or a pharmaceutically acceptable salt, solvate, stereoisomer,

isotopic variant, or N-oxide thereof, wherein Ar'is selected from the group consisting of"
S S S S S
~ Cl ~ ~ Cl ~ CF; -~ CHF,
YO O O O
The compound of claim 1 or a pharmaceutically acceptable salt, solvate, stereoisomer,

isotopic variant, or N-oxide thereof, wherein Ar'is selected from the group consisting of*

AN X EAX
=z 2N and N

The compound of claim 1 or a pharmaceutically acceptable salt, solvate, stereoisomer,
O

?JLNA/(R%

isotopic variant, or N-oxide thereof, wherein R*is ; wherein

R?is each independently selected from the group consisting of: H, Cl, F, OH, CHs,
CH:CHs, CH2F, CHF,, CF3, =CH2, CH=CH2, CH=CH(CH3), CH=CH(F), CH=CF(F),
C=CH, CH20H, CH(OH)(CHs3), CH2OCH3, OCHF2, OCF3, OCH3, OCH2CHs,
NH(CHs), NHCO2CH3, NHC(=0)CH3, NHC(=0)CF3, NHC(=O)cyclopropyl,
N(CH3)C(=0)CHs3, C(=O)N(CH3)2, C(=0)CHs, CN, NHSO2CH3, SO2CH3, 1H-
imidazol-2-yl, 2-pyridyl, 3-pyridyl, 4-pyridyl, pyrimidin-4-yl, and pyrrolidine-2-one;
or two R? members combine to form a cyclopropyl, cyclobutyl, or oxetanyl; wherein
the cyclopropyl is optionally substituted one or two F members;

andnis 1 or 2.
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15. The compound of claim 1 or a pharmaceutically acceptable salt, solvate, stereoisomer,

isotopic variant, or N-oxide thereof, wherein R2is selected from the group consisting of:
?\)\N\j MNQ\?’\)\ND\ NQ\MP N\j\ ?{)L \:\\
g OH““@vo\**Na%j*NaVYNL\CFZH,
5
iy a2 et

kJDJ &LM&fH\yy

U\ mk“m@ﬁ*
|

‘\/U\N o };\/l(i N
\lHJLO/, NQT & e &\

5
16. The compound of claim 1 or a pharmaceutically acceptable salt, solvate, stereoisomer,
isotopic variant, or N-oxide thereof, wherein R?is selected from the group consisting of
o] o] o] o]
Vﬁﬁ%%ﬁﬁﬁﬁfﬁk %MW‘
F \\
N
% 0" »/;mea
RIS
17. The compound of claim 1 or a pharmaceutically acceptable salt, solvate, stereoisomer,
10 isotopic variant, or N-oxide thereof, wherein R?is selected from the group consisting of:
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?;‘\)CJ)\N JI\N ?()CJ)\N ?{)(DI\N

(o] N N§/N

18. The compound of claim 1 or a pharmaceutically acceptable salt, solvate, stereoisomer,

isotopic variant, or N-oxide thereof, wherein R?is selected from the group consisting of:

an-S % gy

5 19. The compound of claim 1 or a pharmaceutically acceptable salt, solvate, stereoisomer,

isotopic variant, or N-oxide thereof, wherein R*is selected from the group consisting of:

gioke Q&%ﬁ%zik\%:mw
Q N
P M P Pagstie o
MN OH
Q

F

20. The compound of claim 1 or a pharmaceutically acceptable salt, solvate, stereoisomer,

isotopic variant, or N-oxide thereof, wherein R*is selected from the group consisting of’

ok o%a ou

21. The compound of claim 1 or a pharmaceutically acceptable salt, solvate, stereoisomer,

10

isotopic variant, or N-oxide thereof, wherein R?is selected from the group consisting of:
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| )
0 0 0 o] 0 0 N~
MT/\/1 MTACFB ,MT\N ’M”L MHL |

22. The compound of claim 1 or a pharmaceutically acceptable salt, solvate, stereoisomer,

O 0] o) 0 0 0
H ! | ’ !

isotopic variant, or N-oxide thereof, wherein R?is selected from the group consisting of:

0 oN S o | 0 o i/loJ\N
MN(?O M\l M'\Q\So MN RIS MNIS lR

, and 0
R ’ N R/ : %/O ARK/

N 0]

H N ©
5 23. The compound of claim 1 or a pharmaceutically acceptable salt, solvate, stereoisomer,

isotopic variant, or N-oxide thereof, having the structure of Formula (IA):
R1
N

ATTNE N o

¢

" Nkﬁ/\(Ra)n
wherein
RlisH, F, or CH3;
10 Ar' is selected from the group consisting of:

(a) phenyl substituted with one member selected from the group consisting of: halo,
Cisalkyl, OCi-salkyl, Ci-sperhaloalkyl, OCi-sperhaloalkyl, CN, and Cs-scycloalkyl;
(b) phenyl substituted with two or three members each independently selected from the
group consisting of: halo, Ci-salkyl, Cisperhaloalkyl, OCisalkyl, OCi-sperhaloalkyl,
15 and (C=0)CHs; and
(c) thienyl substituted with one or two members independently selected from: halo,
Cisalkyl, and Cisperhaloalkyl; and pyridine substituted with CFs3;
R?is each independently selected from the group consisting of: H, halo, OH, Cisalkyl,
Cishaloalkyl, Casalkenyl, Cashaloalkenyl, Casalkynyl, CH2OH, CH(OH)(CH3),
20 CH20CHs, OCi-shaloalkyl, OCi-salkyl, NH(CH3), NHCO2CHs, NHC(=0)CHs,
NHC(=0)CF3, NHC(=0)cyclopropyl, N(CH3)C(=0)CHs, C(=0)N(CHs)2, C(=0)CHs,
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CN, NHSO2CH3, SO2CHs, 1H-imidazol-2-yl, 2-pyridyl, 3-pyridyl, 4-pyridyl,
pyrimidin-4-yl, and pyrrolidine-2-one; or two R* members combine to form a Cs-
scycloalkyl or heterocycloalkyl, wherein the Cs.scycloalkyl and heterocycloalkyl is

optionally substituted one or two F members; and

nis 1 or2.

24.

25.

26.

The compound of claim 23 or a pharmaceutically acceptable salt, solvate, stereoisomer,

isotopic variant, or N-oxide thereof, wherein

Rlis H, F, or CHs3;

Ar' is phenyl substituted with two or three members each independently selected from
the group consisting of: halo, Ci-salkyl, Cisperhaloalkyl, OCi-salkyl, and
OCiperhaloalkyl,

R?is each independently selected from the group consisting of: H, Cl, F, OH, CHs,
CH:CH3, CH2F, CHF,, CF3, =CH2, CH=CH2, CH=CH(CHj3), CH=CH(F), CH=CF(F),
C=CH, CH20H, CH(OH)(CH3s), CH2OCH3, OCHF2, OCF3, OCH3, OCH2CHs,
NH(CH3), NHCO2CH3, NHC(=0)CH3, NHC(=0)CF3, NHC(=O)cyclopropyl,
N(CH3)C(=0)CHs, C(=0)CHs, CN, NHSO2CHs, 1H-imidazol-2-yl, 2-pyridyl, 3-
pyridyl, 4-pyridyl, pyrimidin-4-yl, and pyrrolidine-2-one; or two R members
combine to form a cyclopropyl, cyclobutyl, or oxetanyl; wherein the cyclopropyl is
optionally substituted one or two F members;

andnis 1 or 2.
The compound of claim 23 or a pharmaceutically acceptable salt, solvate, stereoisomer,

isotopic variant, or N-oxide thereof, wherein R! is H.

The compound of claim 1 or a pharmaceutically acceptable salt, solvate, stereoisomer,

isotopic variant, or N-oxide thereof, having the structure of Formula (IB):
N

ATTNFTN o
) L<@

>
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wherein
Ar'!is selected from the group consisting of:
(d) phenyl substituted with one member selected from the group consisting of: halo, and
Cisperhaloalkyl;
5 (e) phenyl substituted with two or three members each independently selected from the
group consisting of: halo, Ci-salkyl, Cisperhaloalkyl, OCi-sperhaloalkyl; and
(f) thienyl independently substituted with one or two members selected from: halo,

Cisalkyl, and Cisperhaloalkyl; and pyridine substituted with CFs3;

Ring @ is selected from the group consisting of:

Y, T 1%
&Rb) N/HO N\Ri ; RIS )% and ARIK/R/S’

10
R® is each independently selected from the group consisting of: H, OH, F, OCH3,
CH20CH3, and NHC(=0)CHs; or two R® members come together to form =0;
nis 1 or2; and
mis1or2.
15 27. The compound of claim 26 or a pharmaceutically acceptable salt, solvate, stereoisomer,
isotopic variant, or N-oxide thereof, wherein Ring @
o 0 R MR p“@*{
RIS RIS N
: }) : HN\<
A
0 M0 gochioheioN
HN~< HO
?5N ¥y ‘&N R/S ’J{NiR/s
\QX O or 4&0
RS /& R/ NS0 RSV
28. The compound of claim 1 or a pharmaceutically acceptable salt, solvate, stereoisomer,
20 isotopic variant, or N-oxide thereof, having the structure of Formula (IC):
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wherein

Rlis H, F, or CHs3;

Ar!is selected from the group consisting of:

5 (d) phenyl substituted with one member selected from the group consisting of: halo, and
Cisperhaloalkyl;
(e) phenyl substituted with two or three members each independently selected from the
group consisting of: halo, Ci-salkyl, Cisperhaloalkyl, OCi-sperhaloalkyl; and
(f) thienyl independently substituted with one or two members selected from: halo,
10 Cisalkyl, and Ci.sperhaloalkyl; and pyridine substituted with CFs;

RYis selected from the group consisting of: Ci.salkyl; CH.CH=CH2; C1-6haloalkyl;
CH2CH:0CHs3; CH2CH20H; CH2CN; NHz; NH-C(=0)CHs; cyclopropyl; cyclobutyl; 3-
bicyclo[1.1.1]pentanyl; 3,3-difluorocyclobutyl; 1-methylazetidin-3-yl; and oxetan-3-yl;
and

15 R¢is H or CHs.

29. The compound of claim 28 or a pharmaceutically acceptable salt, solvate, sterecisomer,

isotopic variant, or N-oxide thereof, wherein Ar! is
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A compound selected from the group consisting of’
2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-yl]-1-[3-hydroxy-3-
(trifluoromethyl)azetidin-1-yl]ethanone;
2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl|pyrazolo[4,3-b]pyridin-1-y1]-1-(3-
methyleneazetidin-1-yl)ethanone;
2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl|pyrazolo[4,3-b]pyridin-1-yl]-1-[3-
(methylamino)azetidin-1-yl]ethanone;
N-[1-[2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl pyrazolo[4,3-b]pyridin-1-
yl]acetyl]azetidin-3-yl1]-N-methyl-acetamide;
2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-y1]-1-(3-
fluoroazetidin-1-yl)ethanone;
2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-yl]-N,N-dimethyl-
acetamide;
2-[6-(4-Fluoro-3-methyl-phenyl)pyrazolo[4,3-b]pyridin-1-yl]-N,N-dimethyl-acetamide;
N,N-Dimethyl-2-[6-[6-(trifluoromethyl)-2-pyridylpyrazolo[4,3-b]pyridin-1-
yl]acetamide;
2-[6-[4-Chloro-3-(difluoromethoxy)phenyl]pyrazolo[4,3-b]pyridin-1-y1]-1-(3-
fluoroazetidin-1-yl)ethanone;
2-[6-[4-Chloro-3-(difluoromethoxy)phenyl|pyrazolo[4,3-b]pyridin-1-yl]-N,N-dimethy]I-

acetamide;
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N,N-Dimethyl-2-[6-[3-(trifluoromethyl)phenyl Jpyrazolo[4,3-b]pyridin-1-ylJacetamide;
2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl|pyrazolo[4,3-b]pyridin-1-yl]-1-morpholino-
ethanone;
1-Morpholino-2-[6-[3-(trifluoromethyl)phenyl]pyrazolo[4,3-b]pyridin-1-yl]ethanone;
N-Cyclopropyl-2-[6-[3-(trifluoromethyl)phenyl]pyrazolo[4,3-b]pyridin-1-yl]acetamide;
N-(1-Methylazetidin-3-yl)-2-[6-[3-(trifluoromethyl)phenyl [pyrazolo[4,3-b]pyridin-1-
yl]acetamide;
1-(3-Fluoroazetidin-1-yl)-2-[6-[3-(trifluoromethyl)phenyl Jpyrazolo[4,3-b]pyridin-1-
yl]ethanone;
1-(3,3-Difluoroazetidin-1-yl)-2-[6-(2,4-difluorophenyl)pyrazolo[4,3-b]pyridin-1-
yl]ethanone;
1-(Azetidin-1-yl)-2-[6-(5-chloro-2-thienyl)-3-fluoro-pyrazolo[4,3-b]pyridin-1-
yl]ethanone;
1-(Azetidin-1-yl)-2-[6-[5-(difluoromethyl)-2-thienyl]-3-fluoro-pyrazolo[4,3-b]pyridin-1-
yl]ethanone;
1-(Azetidin-1-yl)-2-[3-fluoro-6-[ S-(trifluoromethyl)-2-thienyl |pyrazolo[4,3-b]pyridin-1-
yl]ethanone;
1-(Azetidin-1-yl)-2-[6-(4-flucrophenyl)pyrazolo[4,3-b]pyridin-1-yl]ethanone;
1-(Azetidin-1-yl)-2-[6-(3-chlorophenyl)pyrazolo[4,3-b]pyridin-1-yl]ethanone;
1-(Azetidin-1-yl)-2-[6-[3-(fluoromethyl)phenyl|pyrazolo[4,3-b]pyridin-1-yl]ethanone;
1-(Azetidin-1-yl)-2-[6-[3-(difluoromethyl)phenylpyrazolo[4,3-b]pyridin-1-yl]ethanone;
1-(Azetidin-1-yl)-2-[6-[3~(1,1-difluoroethyl)phenyl [pyrazolo[4,3-b]pyridin-1-
yl]ethanone;
1-(Azetidin-1-yl)-2-[6-[3-(1,1-difluoroethyl)phenyl]-3-fluoro-pyrazolo[4,3-b]pyridin-1-
yl]ethanone;
1-(Azetidin-1-yl)-2-[6-[3-(trifluoromethyl)phenyl]pyrazolo[4,3-b]pyridin-1-ylJethanone;
1-(Azetidin-1-yl)-2-[3-methyl-6-[3-(trifluoromethyl)phenyl]pyrazolo[4,3-b]pyridin-1-
yl]ethanone;
1-(Azetidin-1-y1)-2-[6-(3,4-dichlorophenyl)pyrazolo[4,3-b]pyridin-1-yl]ethanone;
1-(Azetidin-1-yl)-2-[6-(2,3-dichlorophenyl)pyrazolo[4,3-b]pyridin-1-yl|ethanone;
1-(Azetidin-1-yl)-2-[6-(3-chloro-2-fluoro-phenyl)pyrazolo[4,3-b]pyridin-1-yl]ethanone;
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1-(Azetidin-1-yl)-2-[6-(3,4-difluorophenyl)pyrazolo[4,3-b]pyridin-1-yl]ethanone;
1-(Azetidin-1-y1)-2-[6-[2-fluoro-3-(trifluoromethyl)phenyl]pyrazolo[4,3-b]pyridin-1-
yl]ethanone;
1-(Azetidin-1-yl)-2-[6-[3-(1,1-difluoroethyl)-4-fluoro-phenylpyrazolo[4,3-b]pyridin-1-
yl]ethanone;
1-(Azetidin-1-yl)-2-[6-[3-(difluoromethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-
yl]ethanone;
1-(Azetidin-1-yl)-2-[6-[3-(difluoromethyl)-4-fluoro-phenyl]-3-fluoro-pyrazolo[4,3-
b]pyridin-1-yl]ethanone;
1-(Azetidin-1-y1)-2-[6-[3~(difluoromethyl)-4-fluoro-phenyl]-3-methyl-pyrazolo[4,3-
b]pyridin-1-yl]ethanone;
1-(Azetidin-1-yl)-2-[6-(4-chloro-3-methylphenyl)pyrazolo[4,3-b]pyridin-1-yl]ethanone;
1-(Azetidin-1-yl)-2-[6-(4-chloro-3-methylphenyl)-3-methyl-pyrazolo[4,3-b]pyridin-1-
yl]ethanone;
1-(Azetidin-1-yl)-2-[6-(2-fluoro-3-methyl-phenyl)pyrazolo[4,3-b]pyridin-1-yl]ethanone;
1-(Azetidin-1-yl)-2-[6-[3-(difluoromethoxy)-4-fluoro-phenyl pyrazolo[4,3-b]pyridin-1-
yl]ethanone;
1-(Azetidin-1-yl)-2-[6-[3-(difluoromethoxy)-4-fluoro-phenyl]-3-fluoro-pyrazolo[4,3-
b]pyridin-1-yl]ethanone;
1-(Azetidin-1-yl)-2-[6-[4-chloro-3-(difluoromethoxy )phenyl |pyrazolo[4,3-b]pyridin-1-
yl]ethanone;
1-(Azetidin-1-yl1)-2-[6-[4-chloro-3-(difluoromethoxy)phenyl |-3-fluoro-pyrazolo[4,3-
b]pyridin-1-yl]ethanone;
1-(Azetidin-1-yl)-2-[6-(4-fluoro-2-methoxy-phenyl)pyrazolo[4,3-b]pyridin-1-
yl]ethanone;
2-[6-(3-Acetyl-4-fluoro-phenyl)pyrazolo[4,3-b]pyridin-1-yl]-1-(azetidin-1-yl)ethanone;
1-(Azetidin-1-yl)-2-[6-(3.4,5-trifluorophenyl)pyrazolo[4,3-b]pyridin-1-yl ]ethanone;
1-(Azetidin-1-yl)-2-[6-[ 2-(trifluoromethyl)-4-pyridyl |pyrazolo[4,3-b]pyridin-1-
yl]ethanone;

2-[6-(5-Chloro-2-thienyl)pyrazolo[4,3-b]pyridin-1-yl]-1-(3-fluoroazetidin-1-yl)ethanone;

315



10

15

20

25

30

WO 2020/249792 PCT/EP2020/066392

2-[6-(5-Chloro-2-thienyl)-3-fluoro-pyrazolo[4,3-b]pyridin-1-yl]-1-(3-fluoroazetidin-1-
yl)ethanone;
2-[6-[5-(Difluoromethyl)-2-thienyl]pyrazolo[4,3-b]pyridin-1-yl]-1-(3-fluoroazetidin-1-
yl)ethanone;
2-[6-[5-(Difluoromethyl)-2-thienyl]-3-fluoro-pyrazolo[4,3-b]pyridin-1-y1]-1-(3-
fluoroazetidin-1-yl)ethanone;
1-(3-Fluoroazetidin-1-yl)-2-[6-[ 5-(trifluoromethyl)-2-thienyl ]pyrazolo[4,3-b]pyridin-1-
yl]ethanone;
1-(3-Fluoroazetidin-1-yl)-2-[3-fluoro-6-[ 5-(trifluoromethyl)-2-thienyl Jpyrazolo[4,3-
b]pyridin-1-yl]ethanone;
1-(3-Fluoroazetidin-1-yl)-2-[6-(3-fluorophenyl)pyrazolo[4,3-b]pyridin-1-ylJethanone;
1-(3-Fluoroazetidin-1-yl)-2-[6-(4-fluorophenyl)pyrazolo[4,3-b]pyridin-1-yl]ethanone;
2-[6-(3-Chlorophenyl)pyrazolo[4,3-b]pyridin-1-yl]-1-(3-fluoroazetidin-1-yl)ethanone;
1-(3-Fluoroazetidin-1-y1)-2-[6-(m-tolyl)pyrazolo[4,3-b]pyridin-1-yl]ethanone;
1-(3-Fluoroazetidin-1-yl)-2-[6-[3-(fluoromethyl)phenyl |pyrazolo[4,3-b]pyridin-1-
yl]ethanone;
2-[6-[3-(Difluoromethyl)phenyl]pyrazolo[4,3-b]pyridin-1-yl]-1-(3-fluoroazetidin-1-
yl)ethanone;
2-[6-[3-(1,1-Difluoroethyl)phenyl|pyrazolo[4,3-b]pyridin-1-yl]-1-(3-fluoroazetidin-1-
yl)ethanone;
2-[6-[3-(Difluoromethoxy)phenyl]pyrazolo[4,3-b]pyridin-1-yl]-1-(3-fluoroazetidin-1-
yl)ethanone;
2-[6-(2,3-Difluorophenyl)pyrazolo[4,3-b]pyridin-1-yl]-1-(3-fluoroazetidin-1-yl)ethanone;
2-[6-(2,4-Difluorophenyl)pyrazolo[4,3-b]pyridin-1-y1]-1-(3-fluoroazetidin-1-yl)ethanone;
2-[6-(3,4-Difluorophenyl)pyrazolo[4,3-b]pyridin-1-y1]-1-(3-fluoroazetidin-1-yl)ethanone;
2-[6-(3,5-Difluorophenyl)pyrazolo[4,3-b]pyridin-1-yl]-1-(3-fluoroazetidin-1-yl)ethanone;
2-[6-(3-Chloro-2-fluoro-phenyl)pyrazolo[4,3-b]pyridin-1-y1]-1-(3-fluoroazetidin-1-
yl)ethanone;
2-[6-(3-Chloro-4-fluorophenyl)pyrazolo[4,3-b]pyridin-1-yl]-1-(3-fluoroazetidin-1-

yl)ethanone;
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1-(3-Chloroazetidin-1-yl)-2-[6-[3~(difluoromethyl)-4-fluoro-phenyl|pyrazolo[4,3-

b]pyridin-1-yl]ethanone;

2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]-3-fluoro-pyrazolo[4,3-b]pyridin-1-y1]-1-(3-

fluoroazetidin-1-yl)ethanone;

2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]-3-methyl-pyrazolo[4,3-b]pyridin-1-yl]-1-(3-

fluoroazetidin-1-yl)ethanone;

2-[6-[3-(1,1-Difluoroethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-y1]-1-(3-

fluoroazetidin-1-yl)ethanone;

2-[6-[3-(1,1-Difluoroethyl)-4-fluoro-phenyl]-3-fluoro-pyrazolo[4,3-b]pyridin-1-y1]-1-(3-

fluoroazetidin-1-yl)ethanone;

2-[6-[4-Chloro-3-(1,1-difluoroethyl)phenyl|pyrazolo[4,3-b]pyridin-1-y1]-1-(3-

fluoroazetidin-1-yl)ethanone;

2-[6-[4-Chloro-3-(1,1-difluoroethyl)phenyl]-3-fluoro-pyrazolo[4,3-b]pyridin-1-yl]-1-(3-

fluoroazetidin-1-yl)ethanone;

2-[6-[4-Chloro-3-(difluoromethyl)phenyl |pyrazolo[4,3-b]pyridin-1-y1]-1-(3-

fluoroazetidin-1-yl)ethanone;

2-[6-(4-Chloro-3-methyl-phenyl)pyrazolo[4,3-b]pyridin-1-yl]-1-(3-fluoroazetidin-1-

yl)ethanone;

1-(3-Fluoroazetidin-1-yl)-2-[6-(4-fluoro-2-methoxy-phenyl)pyrazolo[4,3-b]pyridin-1-

yl]ethanone;

2-[6-[3-(Difluoromethoxy)-4-fluoro-phenyl|pyrazolo[4,3-b]pyridin-1-yl]-1-(3-

fluoroazetidin-1-yl)ethanone;

2-[6-[3-(Difluoromethoxy)-4-fluoro-phenyl]-3-fluoro-pyrazolo[4,3-b]pyridin-1-y1]-1-(3-

fluoroazetidin-1-yl)ethanone;

2-[6-[4-Chloro-3-(difluoromethoxy )phenyl]-3-fluoro-pyrazolo[4,3-b]pyridin-1-yl]-1-(3-

fluoroazetidin-1-yl)ethanone;

2-[6-(2,4-Difluoro-3-methyl-phenyl)pyrazolo[4,3-b]pyridin-1-yl]-1-(3-fluoroazetidin-1-

yl)ethanone;

2-[6-(3,4-Difluoro-5-methyl-phenyl)pyrazolo[4,3-b]pyridin-1-y1]-1-(3-fluoroazetidin-1-

yl)ethanone;
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1-(3-Fluoroazetidin-1-yl)-2-[6-(3,4,5-trifluorophenyl)pyrazolo[4,3-b]pyridin-1-
yl]ethanone;

1-(3-Fluoroazetidin-1-yl)-2-[6-[ 2-(trifluoromethyl)-4-pyridyl Jpyrazolo[4,3-b]pyridin-1-
yl]ethanone;

1-(3-Methylazetidin-1-yl)-2-[6-[3-(trifluoromethyl)phenyl |pyrazolo[4,3-b]pyridin-1-
yl]ethanone;

(Racemic) 1-(2-Methylazetidin-1-yl)-2-[6-[3-(trifluoromethyl)phenyl |pyrazolo[4,3-
b]pyridin-1-yl]ethanone;

2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-yI]-1-(3-
methylazetidin-1-yl)ethanone;

2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]-3-fluoro-pyrazolo[4,3-b]pyridin-1-y1]-1-(3-
methylazetidin-1-yl)ethanone;

(Racemic) 2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-y1]-1-(2-
methylazetidin-1-yl)ethanone;

2-[6-[3-(Difluoromethoxy)-4-fluoro-phenyl|pyrazolo[4,3-b]pyridin-1-yl]-1-(3-
methylazetidin-1-yl)ethanone;

2-[6-[3-(Difluoromethoxy)-4-fluoro-phenyl]-3-fluoro-pyrazolo[4,3-b]pyridin-1-y1]-1-(3-
methylazetidin-1-yl)ethanone;

2-[6-[4-Chloro-3-(difluoromethoxy)phenyl]-3-fluoro-pyrazolo[4,3-b]pyridin-1-yl]-1-(3-
methylazetidin-1-yl)ethanone;

2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-yI]-1-(3-
ethynylazetidin-1-yl)ethanone;

2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl|pyrazolo[4,3-b]pyridin-1-y1]-1-(3-
vinylazetidin-1-yl)ethanone;

2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl |pyrazolo[4,3-b]pyridin-1-yl]-1-[3-[(Z)-prop-1-
enyl]azetidin-1-yl]ethanone;

2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-yI]-1-[3-
(fluoromethyl)azetidin-1-yl]ethanone;

1-[3-(Difluoromethyl)azetidin-1-yl]-2-[6-[3-(difluoromethyl)-4-fluoro-
phenyl]pyrazolo[4,3-b]pyridin-1-yl]ethanone;
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1-[3-(Trifluoromethyl)azetidin-1-yl]-2-[6-[3-(trifluoromethyl)phenyl |pyrazolo[4,3-

b]pyridin-1-yl]ethanone;

2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-yl]-1-[3-

(trifluoromethyl)azetidin-1-yl]ethanone;

2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl|pyrazolo[4,3-b]pyridin-1-yl]-1-[3-[(Z)-2-

fluorovinyl]azetidin-1-yl]ethanone;

2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-yl]-1-[3-(2,2-

difluorovinyl)azetidin-1-yl]ethanone;

1-(3-Methoxyazetidin-1-yl)-2-[6-[3-(trifluoromethyl)phenyl |pyrazolo[4,3-b]pyridin-1-

yl]ethanone;

2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-yl]-1-(3-

methoxyazetidin-1-yl)ethanone;

2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-yI]-1-(3-

ethoxyazetidin-1-yl)ethanone;

2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-yI]-1-[3-

(methoxymethyl)azetidin-1-yl]ethanone;

1-[3-(Methoxymethyl)azetidin-1-yl]-2-[6-[ 3-(trifluoromethyl)phenyl |pyrazolo[4,3-

b]pyridin-1-yl]ethanone;

(Racemic) 2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-y1]-1-[3-

(1-hydroxyethyl)azetidin-1-yl]ethanone;

1-[3-(Difluoromethoxy)azetidin-1-y1]-2-[6-[ 3-(difluoromethyl)-4-fluoro-

phenyl]pyrazolo[4,3-b]pyridin-1-yl]ethanone;

2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl|pyrazolo[4,3-b]pyridin-1-y1]-1-[3-

(trifluoromethoxy)azetidin-1-yl]ethanone;

2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl|pyrazolo[4,3-b]pyridin-1-yl]-1-(3-

hydroxyazetidin-1-yl)ethanone;

2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]-3-fluoro-pyrazolo[4,3-b]pyridin-1-y1]-1-(3-

hydroxyazetidin-1-yl)ethanone;

1-(3-Hydroxyazetidin-1-yl)-2-[6-[3-(trifluoromethyl)phenyl]pyrazolo[4,3-b]pyridin-1-

yl]ethanone;
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2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-yI]-1-[3-
(hydroxymethyl)azetidin-1-yl]ethanone;

1-(3,3-Difluoroazetidin-1-yl)-2-[6-(4-methyl-2-thienyl)pyrazolo[4,3-b]pyridin-1-
yl]ethanone;

1-(3,3-Difluoroazetidin-1-yl)-2-[ 6-(4-fluorophenyl)pyrazolo[4,3-b]pyridin-1-yl]ethanone;

2-[6-(3-Chlorophenyl)pyrazolo[4,3-b]pyridin-1-yl]-1-(3,3-difluoroazetidin-1-
yl)ethanone;

1-(3,3-Difluoroazetidin-1-yl)-2-[6-(m-tolyl)pyrazolo[4,3-b]pyridin-1-yl]ethanone;

1-(3,3-Difluoroazetidin-1-yl)-2-[6-[3-(difluoromethyl)phenylpyrazolo[4,3-b]pyridin-1-
yl]ethanone;

1-(3,3-Difluoroazetidin-1-yl)-2-[6-[ 3-(trifluoromethyl)phenyl Jpyrazolo[4,3-b]pyridin-1-
yl]ethanone;

3-[1-[2-(3,3-Difluoroazetidin-1-yl)-2-oxo-ethyl Jpyrazolo[4,3-b]pyridin-6-yl ]benzonitrile;

1-(3,3-Difluoroazetidin-1-yl)-2-[6-[ 6-(trifluoromethyl)-2-pyridyl |pyrazolo[4,3-b]pyridin-
1-yl]ethanone;

1-(3,3-Difluoroazetidin-1-yl)-2-[6-[ 2-(trifluoromethyl)-4-pyridyl [pyrazolo[4,3-b]pyridin-
1-yl]ethanone;

1-(3,3-Difluoroazetidin-1-y1)-2-[6-[ 5-(trifluoromethyl)-3-pyridyl [pyrazolo[4,3-b]pyridin-
1-yl]ethanone;

1-(3,3-Difluoroazetidin-1-yl)-2-[6-(3,4-difluorophenyl)pyrazolo[4,3-b]pyridin-1-
yl]ethanone;

1-(3,3-Difluoroazetidin-1-yl)-2-[6-(3,5-difluorophenyl)pyrazolo[4,3-b]pyridin-1-
yl]ethanone;

2-[6-(3-Chloro-4-fluoro-phenyl)pyrazolo[4,3-b]pyridin-1-y1]-1-(3,3-difluoroazetidin-1-
yl)ethanone;

2-[6-(3-Chloro-2-fluoro-phenyl)pyrazolo[4,3-b]pyridin-1-yl]-1-(3,3-difluoroazetidin-1-
yl)ethanone;

1-(3,3-Difluoroazetidin-1-yl)-2-[6-(4-fluoro-3-methyl-phenyl)pyrazolo[4,3-b]pyridin-1-
yl]ethanone;

1-(3,3-Difluoroazetidin-1-yl)-2-[6-(4-fluoro-2-methyl-phenyl)pyrazolo[4,3-b]pyridin-1-

yl]ethanone;
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1-(3,3-Difluoroazetidin-1-yl)-2-[6-(2-fluoro-3-methyl-phenyl)pyrazolo[4,3-b]pyridin-1-

yl]ethanone;

1-(3,3-Difluoroazetidin-1-yl)-2-[ 6-[2-fluoro-3-(trifluoromethyl))phenyl |pyrazolo[4,3-

b]pyridin-1-yl]ethanone;

1-(3,3-Difluoroazetidin-1-yl)-2-[6-[4-fluoro-3-(trifluoromethyl)phenyl|pyrazolo[4,3-

b]pyridin-1-yl]ethanone;

1-(3,3-Difluoroazetidin-1-yl)-2-[6-[ 2-fluoro-5-(trifluoromethyl)phenyl |pyrazolo[4,3-

b]pyridin-1-yl]ethanone;

1-(3,3-Difluoroazetidin-1-yl)-2-[ 6-[2-methyl-3-(trifluoromethyl)phenyl |pyrazolo[4,3-

b]pyridin-1-yl]ethanone;

1-(3,3-Difluoroazetidin-1-yl)-2-[ 6-(4-fluoro-2-methoxy-phenyl)pyrazolo[4,3-b]pyridin-1-

yl]ethanone;

1-(3,3-Difluoroazetidin-1-yl)-2-[6-(3,4,5-triflucrophenyl)pyrazolo[4,3-b]pyridin-1-

yl]ethanone;

1-(3,3-Dimethylazetidin-1-y1)-2-[6-[ 3-(trifluoromethyl)phenyl]pyrazolo[4,3-b]pyridin-1-

yl]ethanone;

1-(3-Fluoro-3-methyl-azetidin-1-y1)-2-[6-[3-(trifluoromethyl)phenyl |pyrazolo[4,3-

b]pyridin-1-yl]ethanone;

2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-y1]-1-(3,3-

dimethylazetidin-1-yl)ethanone;

2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl|pyrazolo[4,3-b]pyridin-1-yl]-1-(3-fluoro-3-

methyl-azetidin-1-yl)ethanone;

2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl|pyrazolo[4,3-b]pyridin-1-yl]-1-(3-ethyl-3-

fluoro-azetidin-1-yl)ethanone;

2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl|pyrazolo[4,3-b]pyridin-1-yl]-1-[3-fluoro-3-

(fluoromethyl)azetidin-1-yl]ethanone;

2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-yl]-1-(3-methoxy-3-

methyl-azetidin-1-yl)ethanone;

2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-yl]-1-(3-ethyl-3-

hydroxy-azetidin-1-yl)ethanone;
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2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-yl]-1-(3-hydroxy-3-
methyl-azetidin-1-yl)ethanone;
2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-yl]-1-[3-fluoro-3-
(hydroxymethyl)azetidin-1-yl]ethanone;
2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl|pyrazolo[4,3-b]pyridin-1-yl]-1-[3-fluoro-3-
(methoxymethyl)azetidin-1-yl]ethanone;
[6-[3-(Difluoromethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-y1]-1-(3-hydroxy-2-
methyl-azetidin-1-yl)ethanone;
1-[2-[6-[3-(Trifluoromethyl)phenyl]pyrazolo[4,3-b]pyridin-1-yl]acetyl]azetidine-3-
carbonitrile;
1-[2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl |pyrazolo[4,3-b]pyridin-1-
yl]acetyl]azetidine-3-carbonitrile;
1-[2-[6-[3-(Difluoromethyl)-4-fluoro-phenylpyrazolo[4,3-b]pyridin-1-yl Jacetyl]-3-
methyl-azetidine-3-carbonitrile;
1-(3-Acetylazetidin-1-yl)-2-[6-[ 3-(difluoromethyl)-4-fluoro-phenyl |pyrazolo[4,3-
b]pyridin-1-yl]ethanone;
N-[1-[2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-
yl]acetyl]azetidin-3-yl]acetamide;
1-[2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl|pyrazolo[4,3-b]pyridin-1-yl]acetyl]-N,N-
dimethyl-azetidine-3-carboxamide;
MethyIN-[1-[2-[6-[3-(difluoromethyl)-4-fluoro-phenylpyrazolo[4,3-b]pyridin-1-
yl]acetyl]azetidin-3-yl]carbamate;
N-[1-[2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-
yl]acetyl]azetidin-3-y1]-2,2 2-trifluoro-acetamide;
N-[1-[2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl Jpyrazolo[4,3-b]pyridin-1-
yl]acetyl]azetidin-3-yl]cyclopropanecarboxamide;
N-[1-[2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl pyrazolo[4,3-b]pyridin-1-
yl]acetyl]azetidin-3-ylJmethanesulfonamide;
2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-yl]-1-(3-
methylsulfonylazetidin-1-yl)ethanone;
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1-[1-[2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl |pyrazolo[4,3-b]pyridin-1-
yl]acetyl]azetidin-3-yl]pyrrolidin-2-one;

2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-yl]-1-[3-(1H-
imidazol-2-yl)azetidin-1-yl]ethanone;

2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl|pyrazolo[4,3-b]pyridin-1-yl]-1-[3-(4-
pyridyl)azetidin-1-yl]ethanone;

2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-yl]-1-(3-pyrimidin-4-
ylazetidin-1-yl)ethanone;

1-(5-Azaspiro[2.3 Jhexan-5-y1)-2-[6-[3-(difluoromethyl)-4-fluoro-phenyl |pyrazolo[4,3-
b]pyridin-1-yl]ethanone;

1-(2,2-Difluoro-5-azaspiro[2.3 Jhexan-5-yl)-2-[6-[ 3-(difluoromethyl)-4-fluoro-
phenyl]pyrazolo[4,3-b]pyridin-1-yl]ethanone;

1-(6-Azaspiro[3.3 Jheptan-6-yl)-2-[6-[ 3-(difluoromethyl)-4-fluoro-phenyl |pyrazolo[4,3-
b]pyridin-1-yl]ethanone;

2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl |pyrazolo[4,3-b]pyridin-1-yl]-1-(3-oxa-6-
azaspiro[3.3 Jheptan-6-yl)ethanone;

1-(6-Oxa-2-azaspiro[3.3 Jheptan-2-y1)-2-[6-[ 3-(trifluoromethyl)phenyl |pyrazolo[4,3-
b]pyridin-1-yl]ethanone;

2-[6-(4-Fluorophenyl)pyrazolo[4,3-b]pyridin-1-yl]-1-pyrrolidin-1-yl-ethanone;

1-Pyrrolidin-1-yl-2-[6-[3-(trifluoromethyl)phenyl [pyrazolo[4,3-b]pyridin-1-yl]ethanone;

2-[6-(3-Cyclopropylphenyl)pyrazolo[4,3-b]pyridin-1-yl]-1-pyrrolidin-1-yl-ethanone;

2-[6-[3-(Difluoromethoxy)-4-fluoro-phenyl|pyrazolo[4,3-b]pyridin-1-yl]-1-pyrrolidin-1-
yl-ethanone;

2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-yl]-1-pyrrolidin-1-yl-
ethanone;

2-[6-(3,5-Difluoro-4-methyl-phenyl)pyrazolo[4,3-b]pyridin-1-yl]-1-pyrrolidin-1-yI-
ethanone;

1-[(3R)-3-Fluoropyrrolidin-1-yl]-2-[6-[ 3-(trifluoromethyl)phenyl]pyrazolo[4,3-b]pyridin-
1-yl]ethanone;

1-[(3S)-3-Fluoropyrrolidin-1-yl]-2-[6-[3-(trifluoromethyl)phenyl ] pyrazolo[4,3-b]pyridin-
1-yl]ethanone;
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(Racemic) (R,S)-2-[6-[3-(Difluoromethoxy)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-
y1]-1-(3-fluoropyrrolidin-1-yl)ethanone;

(Racemic) (R,S)-2-[6-[3-(Difluoromethyl)-4-fluoro-phenylpyrazolo[4,3-b]pyridin-1-y1]-
1-(3-fluoropyrrolidin-1-yl)ethanone;

2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl|pyrazolo[4,3-b]pyridin-1-yl]-1-[(3R)-3-
fluoropyrrolidin-1-yl]ethanone;

2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl|pyrazolo[4,3-b]pyridin-1-yl]-1-[(3S)-3-
fluoropyrrolidin-1-ylJethanone;

(Racemic) (R,S)-2-[6-[3-(Difluoromethoxy)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-
yl]-1-(3-hydroxypyrrolidin-1-yl)ethanone;

(Racemic) (R,S)-2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-yl]-
1-(3-hydroxypyrrolidin-1-yl)ethanone;

(Racemic) 2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-y1]-1-(3-
methoxypyrrolidin-1-yl)ethanone;

2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-yl]-1-[(2R)-2-
(methoxymethyl)pyrrolidin-1-yl]ethanone;

2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-y1]-1-[(2S)-2-
(methoxymethyl)pyrrolidin-1-yl]ethanone;

N-[(3S)-1-[2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-
yl]acetyl]pyrrolidin-3-yl]acetamide;

N-[(3R)-1-[2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-
yl]acetyl|pyrrolidin-3-yl]acetamide;

1-(3,3-Difluoropyrrolidin-1-yl)-2-[6-[ 3-(trifluoromethyl)phenyl Jpyrazolo[4,3-b]pyridin-
1-yl]ethanone;

2-[6-[3-(Difluoromethoxy )-4-fluoro-phenyl |pyrazolo[4,3-b]pyridin-1-yl]-1-(3,3-
difluoropyrrolidin-1-yl)ethanone;

2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-yl]-1-(3,3-
difluoropyrrolidin-1-yl)ethanone;

(Racemic) 2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-y1]-1-(3-
hydroxy-3-methyl-pyrrolidin-1-yl)ethanone;
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(Racemic) Trans-2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-yl]-
1-(3-fluoro-4-hydroxy-pyrrolidin-1-yl)ethanone;

1-[2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl |pyrazolo[4,3-b]pyridin-1-
yl]acetyl]pyrrolidin-3-one;

1-[2-[6-[3-(Difluoromethoxy)-4-fluoro-phenyl Jpyrazolo[4,3-b]pyridin-1-
yl]acetyl]pyrrolidin-3-one;

1-(1-Piperidyl)-2-[6-[3-(trifluoromethyl)phenyl]pyrazolo[4,3-b]pyridin-1-yl]ethanone;

1-(4,4-Difluoro-1-piperidyl)-2-[6-[3-(trifluoromethyl)phenyl |pyrazolo[4,3-b]pyridin-1-
yl]ethanone;

N-[1-[2-[6-[3-(Difluoromethyl)-4-fluoro-phenylpyrazolo[4,3-b]pyridin-1-yl]acetyl]-4-
piperidyl]acetamide;

2-[6-(4-Fluorophenyl)pyrazolo[4,3-b]pyridin-1-yl]-1-morpholino-ethanone;

1-[(1R,5S)-3-Azabicyclo[3.1.0]hexan-3-yl]-2-[6-[ 3-(difluoromethyl)-4-fluoro-
phenyl]pyrazolo[4,3-b]pyridin-1-yl]ethanone;

2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl|pyrazolo[4,3-b]pyridin-1-yl]-1-[(1S,4S)-2-oxa-
5-azabicyclo[2.2.1]heptan-5-yl]ethanone;

2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-yl]-1-[(1R,4R)-2-
oxa-5-azabicyclo[2.2.1]heptan-5-ylJethanone;

(Racemic) Cis-5-[2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl |pyrazolo[4,3-b]pyridin-1-
yl]acetyl]-3a,4,6,6a-tetrahydro-3H-pyrrolo[3,4-d]oxazol-2-one;

(Racemic) Cis-5-[2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl|pyrazolo[4,3-b]pyridin-1-
yl]acetyl]-1,3,3a,4,6,6a-hexahydropyrrolo[2,3-c]pyrrol-2-one;

2-[6-[5-(Difluoromethyl)-2-thienyl [pyrazolo[4,3-b]pyridin-1-y1]-N,N-dimethyl-
acetamide;

N,N-Dimethyl-2-[6-[ 5-(trifluoromethyl)-2-thienyl |pyrazolo[4,3-b]pyridin-1-
yl]acetamide;

2-[6-(5-Chloro-2-thienyl)pyrazolo[4,3-b]pyridin-1-yl]-N,N-dimethyl-acetamide;

2-[6-(5-Chloro-4-methyl-2-thienyl)pyrazolo[4,3-b]pyridin-1-yl]-N,N-dimethyl-
acetamide;

2-[6-[3-(Difluoromethyl)phenyl |pyrazolo[4,3-b]pyridin-1-y1]-N,N-dimethyl-acetamide;
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2-[6-[3-(Difluoromethyl)phenyl]-3-fluoro-pyrazolo[4,3-b]pyridin-1-yl]-N,N-dimethyl-
acetamide;
2-[3-Fluoro-6-(4-fluorophenyl)pyrazolo[4,3-b]pyridin-1-y1]-N,N-dimethyl-acetamide;
2-[3-Fluoro-6-(3-fluorophenyl)pyrazolo[4,3-b]pyridin-1-yl]-N,N-dimethyl-acetamide;
2-[6-(3-Chlorophenyl)pyrazolo[4,3-b]pyridin-1-yl]-N,N-dimethyl-acetamide;
N,N-Dimethyl-2-[6-[2-(trifluoromethyl)-4-pyridyl [pyrazolo[4,3-b]pyridin-1-
yl]acetamide;
2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]|pyrazolo[4,3-b]pyridin-1-yl]-N-methyl-
acetamide;
2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-yl]-N-ethyl-
acetamide;
2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-yl]-N-ethyl-N-
methyl-acetamide;
2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]-3-fluoro-pyrazolo[4,3-b]pyridin-1-y1]-N,N-
dimethyl-acetamide;
2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]-3-methyl-pyrazolo[4,3-b ]pyridin-1-y1]-N,N-
dimethyl-acetamide;
2-[6-[4-Chloro-3-(difluoromethyl)phenyl |pyrazolo[4,3-b]pyridin-1-y1]-N,N-dimethyl-
acetamide;
2-[6-[3-(1,1-Difluoroethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-yl]-N,N-dimethyl-
acetamide;
2-[6-(4-Fluoro-3-methyl-phenyl)pyrazolo[4,3-b]pyridin-1-yl]-N-methyl-acetamide;
2-[3-Fluoro-6-(4-fluoro-3-methyl-phenyl)pyrazolo[4,3-b]pyridin-1-yl]-N,N-dimethyl-
acetamide;
2-[6-(4-Chloro-3-methyl-phenyl)pyrazolo[4,3-b]pyridin-1-yl]-N,N-dimethyl-acetamide;
2-[6-(3-Chloro-4-fluoro-phenyl)pyrazolo[4,3-b]pyridin-1-yl]-N,N-dimethyl-acetamide;
2-[6-(3,4-Dichlorophenyl)pyrazolo[4,3-b]pyridin-1-yl]-N,N-dimethyl-acetamide;
2-[6-(3,5-Difluorophenyl)-3-fluoro-pyrazolo[4,3-b]pyridin-1-yl]-N,N-dimethyl-
acetamide;
2-[6-(3,4-Difluorophenyl)-3-fluoro-pyrazolo[4,3-b]pyridin-1-yl]-N,N-dimethyl-

acetamide;
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2-[6-[3-(1,1-Difluoroethyl)phenyl|pyrazolo[4,3-b]pyridin-1-yl]-N,N-dimethyl-acetamide;
2-[6-[3-(1,1-Difluoroethyl)phenyl]-3-fluoro-pyrazolo[4,3-b]pyridin-1-yl]-N,N-dimethyl-
acetamide;
2-[6-[3-(Difluoromethoxy)-4-fluoro-phenyl|pyrazolo[4,3-b]pyridin-1-yl]-N,N-dimethyl-
acetamide;
2-[6-[3-(Difluoromethoxy )-4-fluoro-phenyl]-3-fluoro-pyrazolo[4,3-b]pyridin-1-yl1]-N,N-
dimethyl-acetamide;
2-[6-[2-Fluoro-3-(trifluoromethyl)phenyl |pyrazolo[4,3-b]pyridin-1-yl]-N,N-dimethyl-
acetamide;
2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl |pyrazolo[4,3-b]pyridin-1-yl]-N-(2-
methoxyethyl)-N-methyl-acetamide;
2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-yl]-N-(2-
hydroxyethyl)-N-methyl-acetamide;
2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-yl]-N-methyl-N-
(2,2,2-trifluoroethyl)acetamide;
N-(Cyanomethyl)-2-[6-[3-(difluoromethyl)-4-fluoro-phenyl|pyrazolo[4,3-b]pyridin-1-
yl]-N-methyl-acetamide;
N-Allyl-2-[6-[3-(difluoromethyl)-4-fluoro-phenylpyrazolo[4,3-b]pyridin-1-y1]-N-
methyl-acetamide;
N,N-Dimethyl-2-[6-(3,4,5-trifluorophenyl)pyrazolo[4,3-b]pyridin-1-yl]Jacetamide;
2-[6-(3,4-Difluoro-5-methyl-phenyl)pyrazolo[4,3-b]pyridin-1-yl]-N,N-dimethyl-
acetamide;
2-[6-(2,4-Difluoro-3-methyl-phenyl)pyrazolo[4,3-b]pyridin-1-y1]-N,N-dimethyl-
acetamide;
N-Cyclopropyl-N-methyl-2-[6-[3-(trifluoromethyl)phenylpyrazolo[4,3-b]pyridin-1-
yl]acetamide;
N-Cyclopropyl-2-[6-[3-(difluoromethyl)-4-fluoro-phenyl|pyrazolo[4,3-b]pyridin-1-
yl]acetamide;
N-Cyclopropyl-2-[6-[3-(difluoromethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-yl1]-

N-methyl-acetamide;
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N-Cyclopropyl-2-[3-methyl-6-[3-(trifluoromethyl)phenyl|pyrazolo[4,3-b]pyridin-1-
yl]acetamide;
N-Cyclopropyl-2-[6-[3-(difluoromethoxy)-4-fluoro-phenyl pyrazolo[4,3-b]pyridin-1-
yl]acetamide;
N-Cyclobutyl-2-[6-[3-(difluoromethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-
yl]acetamide;
N-Cyclobutyl-2-[6-[3-(difluoromethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-yl]-N-
methyl-acetamide;
N-Cyclobutyl-2-[6-[3-(trifluoromethyl)phenyl|pyrazolo[4,3-b]pyridin-1-yl]acetamide;
N-(3,3-Difluorocyclobutyl)-2-[6-[3-(trifluoromethyl)phenyl]pyrazolo[4,3-b]pyridin-1-
yl]acetamide;
N-(3,3-Difluorocyclobutyl)-2-[6-[3-(difluoromethyl)-4-fluoro-phenyl Jpyrazolo[4,3-
b]pyridin-1-yl]acetamide;
N-(3-Bicyclo[1.1.1]pentanyl)-2-[6-[3-(difluoromethyl)-4-fluoro-phenyl |pyrazolo[4,3-
b]pyridin-1-yl]-N-methyl-acetamide;
N-(Oxetan-3-yl)-2-[6-[3-(trifluoromethyl)phenyl]pyrazolo[4,3-b]pyridin-1-ylJacetamide;
2-(6-(3-(Difluoromethyl)-4-fluorophenyl)-1H-pyrazolo[4,3-b]pyridin-1-yl)-1-(3-(pyridin-
3-yl)azetidin-1-yl)ethan-1-one;
2-(6-(3-(Difluoromethyl)-4-fluorophenyl)-1H-pyrazolo[4,3-b]pyridin-1-yl)-1-(3-(pyridin-
2-yl)azetidin-1-yl)ethan-1-one;
Methyl (1-(2-(6-(3-(Difluoromethyl)-4-fluorophenyl)-3-fluoro-1H-pyrazolo[4,3-
b]pyridin-1-yl)acetyl)azetidin-3-yl)carbamate;
(S)-N-(1-(2-(6-(3-(Difluoromethyl)-4-fluorophenyl)-3-fluoro- 1H-pyrazolo[4,3-b]pyridin-
1-yl)acetyl)pyrrolidin-3-yl)acetamide;
(R)-N-(1-(2-(6-(3-(Difluoromethyl)-4-fluorophenyl)-3-fluoro- 1 H-pyrazolo[4,3-b]pyridin-
1-yDacetyl)pyrrolidin-3-yl)acetamide;
1-(3-(Fluoro-18F)azetidin-1-y1)-2-(6-(3-(trifluoromethyl)phenyl)-1H-pyrazolo[4,3-
b]pyridin-1-yl)ethan-1-one;
and pharmaceutically acceptable salts, solvates, stereoisomers, isotopic variants, and N-

oxides thereof.
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. A compound selected from the group consisting of’

2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl|pyrazolo[4,3-b]pyridin-1-yl]-1-(3-
fluoroazetidin-1-yl)ethanone;

2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-yl]-N,N-dimethyl-
acetamide;

2-[6-(4-Fluoro-3-methyl-phenyl)pyrazolo[4,3-b]pyridin-1-y1]-N,N-dimethyl-acetamide;

2-[6-[4-Chloro-3-(difluoromethoxy)phenyl]pyrazolo[4,3-b]pyridin-1-y1]-1-(3-
fluoroazetidin-1-yl)ethanone;

1-(Azetidin-1-yl)-2-[6-[3-(difluoromethyl)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-
yl]ethanone;

1-(Azetidin-1-y1)-2-[6-[3-(difluoromethoxy)-4-fluoro-phenyl |pyrazolo[4,3-b]pyridin-1-
yl]ethanone;

2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl]-3-fluoro-pyrazolo[4,3-b]pyridin-1-y1]-1-(3-
fluoroazetidin-1-yl)ethanone;

2-[6-[4-Chloro-3-(difluoromethyl)phenyl |pyrazolo[4,3-b]pyridin-1-y1]-1-(3-
fluoroazetidin-1-yl)ethanone;

2-[6-[3-(Difluoromethoxy)-4-fluoro-phenyl]pyrazolo[4,3-b]pyridin-1-yl]-1-(3-
fluoroazetidin-1-yl)ethanone;

2-[6-[3-(Difluoromethyl)-4-fluoro-phenyl|pyrazolo[4,3-b]pyridin-1-yl]-1-(3-fluoro-3-
methyl-azetidin-1-yl)ethanone;

and pharmaceutically acceptable salts, solvates, stereoisomers, isotopic variants, and N-

oxides thereof.

A pharmaceutical composition comprising: (A) an effective amount of at least one

compound selected from compounds of Formula (I):

R‘l

N\ {
| N

Ar’ Z N
R2

U]

and pharmaceutically acceptable salts, solvates, stereoisomers, isotopic variants, and N-

oxides of compounds of Formula (I),
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wherein
R!is H, halo, or CH3;
Ar! is selected from the group consisting of:

(a) phenyl substituted with one member selected from the group consisting of: halo,
Cisalkyl, OCi-salkyl, Ci-sperhaloalkyl, OCi-sperhaloalkyl, CN, and Cs-scycloalkyl;

(b) phenyl substituted with two or three members each independently selected from the
group consisting of: halo, Ci-salkyl, Cisperhaloalkyl, OCisalkyl, OCi-sperhaloalkyl,
and (C=0)CHs; and

(c) thienyl substituted with one or two members independently selected from: halo,
Cisalkyl, and Cisperhaloalkyl; and pyridine substituted with CFs;

R? is selected from the group consisting of*
O
AN A e
(d) \j(R )n; wherein
R?is each independently selected from the group consisting of: H, halo, OH, Ci-
salkyl, Cishaloalkyl, Cz-salkenyl, Cz.shaloalkenyl, Cz.salkynyl, CH2OH,
CH(OH)(CHs3), CH20CH3, OCi-shaloalkyl, OCi-salkyl, NH(CH3),
NHCO2CH3, NHC(=0)CH3, NHC(=0)CF3, NHC(=O)cyclopropyl,
N(CH3)C(=0)CHs3, C(=O)N(CH3)2, C(=0)CH3, CN, NHSO2CH3, SO2CHs,
1H-imidazol-2-yl, 2-pyridyl, 3-pyridyl, 4-pyridyl, pyrimidin-4-yl, and
pyrrolidine-2-one; or two R* members combine to form a Cs-scycloalkyl or
heterocycloalkyl, wherein the cycloalkyl and heterocycloalkyl is optionally

substituted one or two F members;

O
\‘Sr‘\)'j\ N m

(e wherein
RY is each independently selected from the group consisting of: H, OH, F, OCH3,
CH20CH3, and NHC(=0)CHj3; or two R® members come together to form
0,
()
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and

0
f\)]\N,Rd
() R®
RYis selected from the group consisting of: Ci.salkyl; C2-salkenyl Ci.chaloalkyl;
CH:CH20CHs; CH2CH20H; CH:2CN; NHz; NH-C(=0)CHj3; Cs-scycloalkyl,

, wherein

Csscycloalkyl substituted with two F members; 1-methylazetidin-3-yl; and

oxetan-3-yl;
R®is H or CH3;
nis 1 or2; and
mis 1 or2;
and

(B) at least one pharmaceutically acceptable excipient.

33. A method of treating a subject suffering from or diagnosed with a disease, disorder, or
medical condition mediated by GluN2B receptor activity, comprising administering to a
subject in need of such treatment an effective amount of at least one compound selected

from compounds of Formula (I):

R1
N\ {
| N
ArTNF TN
RZ

0]

and pharmaceutically acceptable salts, solvates, stereoisomers, isotopic variants, and N-
oxides of compounds of Formula (I),

wherein
R!is H, halo, or CHs;
Ar! is selected from the group consisting of*
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(a) phenyl substituted with one member selected from the group consisting of: halo,
Cisalkyl, OC1-salkyl, Cisperhaloalkyl, OCi-sperhaloalkyl, CN, and Cs-scycloalkyl,
(b) phenyl substituted with two or three members each independently selected from the
group consisting of: halo, Ci-salkyl, Cisperhaloalkyl, OCi-salkyl, OCi-sperhaloalkyl,
5 and (C=0)CHs; and
(c) thienyl independently substituted with one or two members selected from: halo,
Cisalkyl, and Cisperhaloalkyl; and pyridine substituted with CF3;

R? is selected from the group consisting of*
O

y\)kN\j/(Rm

(d) ; wherein

10 R?is each independently selected from the group consisting of: H, halo, OH, Ci.
salkyl, Cishaloalkyl, Cz-salkenyl, Cz-shaloalkenyl, Cz.salkynyl, CH2OH,
CH(OH)(CHs3), CH20CH3, OCi-shaloalkyl, OCi-salkyl, NH(CH3),
NHCO:CH3, NHC(=0)CHs, NHC(=0)CF3, NHC(=O)cyclopropyl,
N(CH3)C(=0)CHs, C(=O)N(CH3)2, C(=0)CH3, CN, NHSO>CH3, SO2CHs,

15 1H-imidazol-2-yl, 2-pyridyl, 3-pyridyl, 4-pyridyl, pyrimidin-4-yl, and
pyrrolidine-2-one; or two R* members combine to form a Cs-scycloalkyl or
heterocycloalkyl, wherein the cycloalkyl and heterocycloalkyl is optionally

substituted one or two F members;

‘e“\/lLNJ’\)}m
20 (e) \\/\(Rb)n; wherein
R® is each independently selected from the group consisting of: H, OH, F, OCH3,
CH>OCH3, and NHC(=0)CH3; or two R® members come together to form
=0:
()
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and

0
SR

(2 R® , wherein

/S

N
H

oy
R/S /&O

« A

PCT/EP2020/066392

0]
Qﬁ M
,and
R/
N (0]
H

NiR/S
Ak/o ;
R/S

R%is selected from the group consisting of* Ci.salkyl; C2-salkenyl Ci-chaloalkyl;
CH2CH:0CH3; CH2CH20H; CH:2CN; NHz; NH-C(=0)CHs; Cs.ccycloalkyl,;

Cs.scycloalkyl substituted with two F members; 1-methylazetidin-3-yl; and

oxetan-3-yl;
R®is H or CHj3;
nis 1 or2; and

mis 1 or2.

34. The method of claim 33, wherein the disorder, disease or condition mediated by the

GIuN2B receptor is selected from the group consisting of: bipolar disorder, major

depressive disorder, treatment-resistant depression, post-partum depression, seasonal

affective disorder, Alzheimer’s disease, Parkinson’s disease, Huntington’s chorea,

multiple sclerosis, cognitive impairment, head injury, spinal cord injury, stroke, epilepsy,

dyskinesias, amyotrophic lateral sclerosis, neurodegeneration associated with bacterial or

chronic infections, pain, diabetic neuropathy, migraine, cerebral ischemia, schizophrenia,

encephalitis, autism and autism spectrum disorders, memory and learning disorders,

obsessive compulsive disorder, attention deficit hyperactivity disorder (ADHD) and

addictive illnesses.

35. The method of claim 33, wherein the disorder, disease or condition is selected from the

group consisting of treatment-resistant depression, major depressive disorder and bipolar

disorder.
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