mitochondria, where it participates in the maintenance of mitochondrial morphology. It is
believed that over-expression of USP30 can lead to a decrease in mitophagy.

[0005] Inactivating mutations in PINK1 and Parkin can impair mitophagy and result in
accumulation of damaged mitochondria and neuronal toxicity, which has been implicated in
Parkinson's Disease. USP30 opposes the ligase activity of Parkin and is a negative regulator of
mitophagy. USP30 inhibition is expected to promote mitophagy and restore mitochondrial
health.

SUMMARY

[0005a] In a first aspect, the present disclosure refers to a compound of formula (1):

;
or a pharmaceutically acceptable salt thereof, wherein
R2 RP, R®, RY R®, Rf RY, and R" are defined as follows:

(i) R? and R? form a C1-Ca alkylene group between the atoms to which they are attached,

wherein said C1-C4 alkylene group is substituted with 0-4 substituents selected from the

group consisting of halogen, C1-Cs alkyl, and Ci1-Cs haloalkyl: and R¢, RY, R®, Rf, RY, and

R" are each independently hydrogen, halogen, Ci-Cs alkyl, or C1-C3 haloalkyl: or

(ii) R? and R® form a C1-C» alkylene group between the atoms to which they are attached,

wherein said C1-C» alkylene group is substituted with 0-4 substituents selected from the

group consisting of halogen, C1-Cs alkyl, and Ci1-Cs haloalkyl: and R?, R¢, RY. Rf, RY, and

R" are each independently hydrogen, halogen, Ci-C3 alkyl, or C1-C3 haloalkyl: or

(iii) R* and RY form a C1-Cs alkylene group between the atoms to which they are attached,

wherein said C1-Cs alkylene group is substituted with 0-4 substituents selected from the

group consisting of halogen, C1-Cs alkyl, and C1-Cs haloalkyl: and R, R¢, RY, R¢, R', and

R" are each independently hydrogen, halogen, Ci-C3 alkyl, or C1-C3 haloalkyl: or




(iv) RP and R form a Ci-C. alkylene group between the atoms to which they are attached,

wherein said C;-C4 alkylene group is substituted with 0-4 substituents selected from the

group consisting of halogen, C1-Cs alkyl, and C1-Cs haloalkyl: and R?, RY, R, Rf, RY, and

R" are each independently hydrogen, halogen, Ci-C3 alkyl, or Ci-C3 haloalkyl: or

(v) R” and R form a C1-Cs alkylene group between the atoms to which they are attached,

wherein said C;-Cs alkylene group is substituted with 0-4 substituents selected from the

group consisting of halogen, C1-Cs alkyl, and C1-Cs haloalkyl: and R?, R®, RY, Rf, RY, and

R" are each independently hydrogen, halogen, Ci-C3 alkyl, or C1-C3 haloalkyl: or

(vi) R? and RY form a C1-C4 alkylene group between the atoms to which they are attached,

wherein said C;-C4 alkylene group is substituted with 0-4 substituents selected from the

group consisting of halogen, C1-Cs alkyl, and Ci1-Cs haloalkyl: and R?, R®, RY, R¢, R, and

R" are each independently hydrogen, halogen, Ci-C3 alkyl, or C1-C3 haloalkyl: or

(vii) R® and RY together with the atom to which they are attached, form a 3-6 membered

cycloalkyl or heterocycloalkyl, wherein said 3-6 membered cycloalkyl or

heterocycloalkyl is substituted with 0-4 substituents selected from the group consisting of
halogen, C1-Cs alkyl, and C;-Cs haloalkyl; and R?, R, R®, Rf, R, and R" are each
independently hydrogen, halogen, C:-Cs alkyl, or C:-Cs haloalkyl; or

(viii) R® and RY together form =O; and R?, R?, R®, R, RY, and R" are each independently
hydrogen, halogen, C;:-C3 alkyl, or C;-Cs haloalkyl; or

(ix) R® and R® form a C1-C4 alkylene group between the atoms to which they are attached,

wherein said C;-C4 alkylene group is substituted with 0-4 substituents selected from the

group consisting of halogen, C1-Cz alkyl, and C1-C3 haloalkyl: and R, R?, R, Rf, RY, and

R" are each independently hydrogen, halogen, Ci-C3 alkyl, or Ci-C3 haloalkyl: or

(x) R® and RY form a C1-Cs alkylene group between the atoms to which they are attached,

wherein said C1-C3 alkylene group is substituted with 0-4 substituents selected from the

group consisting of halogen, C1-Cs alkyl, and C1-Cs haloalkyl: and R?, R?, RY, R¢, R', and

R" are each independently hydrogen, halogen, Ci-C3 alkyl, or C1-C3 haloalkyl: or

(xi) R® and Rf together with the atom to which they are attached, form a 3-6 membered

cycloalkyl or heterocycloalkyl, wherein said 3-6 membered cycloalkyl or
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heterocycloalkyl is substituted with 0-4 substituents selected from the group consisting of
halogen, C1-Cs alkyl, and C1-C3 haloalkyl; and R?, R®, R, RY, RY, and R" are each
independently hydrogen, halogen, C;:-C3 alkyl, or C;-C3 haloalkyl; or

(xii) R® and Rf together form =0O; and R? R®, R, RY RY, and R" are each independently

hydrogen, halogen, C:-Cs alkyl, or C1-C3 haloalkyl; or

(xiii) R® and RY form a C;-Cs alkylene group between the atoms to which they are attached,

wherein said C1-Cs alkylene group is substituted with 0-4 substituents selected from the

group consisting of halogen, C1-Cs alkyl, and C1-Cs haloalkyl: and R?, R?, R®, RY, R', and

R" are each independently hydrogen, halogen, C1-C3 alkyl, or C1-C3 haloalkyl; or

(xiv) RY and R" together with the atom to which they are attached, form a 3-6 membered

cycloalkyl or heterocycloalkyl, wherein said 3-6 membered cycloalkyl or

heterocycloalkyl is substituted with 0-4 substituents selected from the group consisting of
halogen, C1-Cs alkyl, and C1-C3 haloalkyl; and R?, R®, R, RY, R®, and Rf are each
independently hydrogen, halogen, C:-Cs alkyl, or C:-Cs haloalkyl; or

(xv) RY and R" together form =0O; and R?, R®, R®, RY, R®, and R' are each independently

hydrogen, halogen, C:-Cs alkyl, or C1-Cs haloalkyl; and

Ar! is phenylene or 5-6 membered heteroarylene, wherein said phenylene or heteroarylene is

substituted with m R* groups; and

Ar? is phenylene or 5-10 membered heteroarylene, wherein said phenylene or heteroarylene is

substituted with n R% groups:
L is -O-, -S-, -NR3-, -C(R*),-, -S(0),-, or —S(0)-;

M is 3-6 membered cycloalkyl, phenyl, or 5-6 membered heteroaryl, wherein said cycloalkyl,

phenyl, or heteroaryl is substituted with p R® groups:

each occurrence of RY, R?, and R® is independently halo, cyano, NO,, oxo, hydroxyl, -R, -OR®,
C1-Cg alkyl, C1-Ce haloalkyl, C1-Cg hydroxyalkyl, -C1-Cs alkylene-R®, C1-Cs alkoxy, C1-Cs
haloalkoxy, -Co-Cs alkylene-NR°R’, -Co-Cs alkylene-NR’R®, -Co-C3 alkylene-C(O)NR®RY, -
Co-Cs alkylene-C(O)NR'R?, -Co-Cs alkylene-NR'C(O)R®, -Co-Cs alkylene-NR’C(O)R?, -Co-
Cs alkylene-NR’S(O)2R®, -Co-Cs alkylene-C(O)R®, -Co-Cs alkylene-C(O)R’, -Co-Cj alkylene-
SRS, -Co-C3 alkylene-S(O)R®, -Co-Cs alkylene-S(O)2R®, -Co-Cs alkylene-S(0);R’, -Co-Cs
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alkylene-S(0);NR°R’, -Co-Cs alkylene-S(0),NR'R®, -Co-C3 alkylene-NR’C(O)NRER?, -Co-
Cs alkylene-NR’S(0);NR®R®, -Co-C3 alkylene-C(Q)OR’, -Co-Cj alkylene-C(O)OR®, -Co-Cs
alkylene-OC(O)R’, -Co-Cs alkylene-OC(O)R®, -Co-Cs alkylene-NR’C(O)OR?, or -Co-C3
alkylene-NR’S(O)2R®;

R® is H, C1-Cs alkyl, or C1-Ce haloalkyl;

each R* is independently H, C1-Cs alkyl, or C:-Cg haloalkyl, or two R* groups together with the

carbon atom to which they are attached form a 3-6 membered cycloalkyl or heterocycloalkyl:

each RS is 5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, 6-10 membered aryl, or

3-8 membered cycloalkyl, wherein said heteroaryl, heterocycloalkyl, aryl, or cycloalkyl is

optionally substituted with 1-5 substituents independently selected from the group consisting
of halo, oxo, C1-Ce alkyl, C1-Cs haloalkyl, C1-Cs hydroxyalkyl, C1-Cs alkoxy, C1-Ce
haloalkoxy, C,-Ce alkenyl, C>-Cs alkynyl, 5-10 membered heteroaryl, 4-10 membered
heterocycloalkyl, 6-10 membered aryl, 3-8 membered cycloalkyl, -NR°C(O)NR!R*?, -
NR!°R!! -C(O)RY, -NR¥C(0)R?, -NR°C(0)OR*?, -S(0),R*°, -C(O)NR°R*, -C(O)OR??, -
S(0);NR'R, -NR°S(0),;R, -OR, -OC(O)R*, -0S(0),R*, -OC(O)NRR!, -
OC(O)OR™, -0S(0);NR*°R, -C(O)NR*C(O)NRR*?, -C(O)C(O)R*?, -C(O)NR*C(O)RY,
-C(O)NR¥C(0)OR, -C(0)S(0)2R*, -C(O)C(O)NR¥ R, -C(O)C(O)OR™, -
C(0)S(0);NR¥R, -C(O)NR¥S(0),R, -C;-Cs alkylene-R, -C1-Cs alkylene-
NR'°C(O)NRMR*?, -C1-Cs alkylene-NR'°R*, -C;-Cs alkylene-C(O)R*?, -C1-Ce alkylene-
NRX°C(O)R!?, -C1-Cs alkylene-NR’C(0)OR?!, -C;-Cs alkylene-S(0),R*?, -C1-Cs alkylene-
C(O)NRR, -C;-Cs alkylene-C(O)OR?, -C1-Cs alkylene-S(0),NR®R*?, -C1-Cs alkylene-
NR°S(0),R*?, -C1-Cs alkenylene-R, -C;1-Cs alkenylene-NR°C(O)NRMR??, -C1-Cs
alkenylene-NR*°R™, -C;-Cs alkenylene-C(O)R, -C;-Cg alkenylene-NR*C(O)R™, -C;-Cs
alkenylene-NR°C(0)OR, -C;-Cs alkenylene-S(0),R*?, -C1-Cs alkenylene-C(O)NR R, -
C1-Cg alkenylene-C(O)OR?™, -C;-Cg alkenylene-S(0),NR*°R*!, and -C1-Cs alkenylene-

NRlOS(O)lel'
each R’, R®, and R? is independently hydrogen or C1-Cs alkyl:

each R, R™ and R is independently hydrogen, C1-Cg alkyl, 5-10 membered heteroaryl, 4-10

membered heterocycloalkyl, 6-10 membered aryl, or 3-8 membered cycloalkyl:
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m is 0-4;
n is 0-4; and
pis 0-4.
[0005b]

In another aspect, the present disclosure refers to a compound, or

pharmaceutically acceptable salt thereof, wherein the compound is selected from:

Compound
Number

Compound Structure and Chemical Name

HN-N o

(1S,5R)-2-(5-(2-phenoxyphenyl)-1H-pyrazole-3-carbonyl)-2,6-
diazabicyclo[3.2.1]octane-6-carbonitrile

_N
HN-N o

(1R,55)-2-(5-(2-phenoxyphenyl)-1H-pyrazole-3-carbonyl)-2,6-
diazabicyclo[3.2.1]octane-6-carbonitrile

N-((1S,4S,7S)-2-cyano-2-azabicyclo[2.2.1]heptan-7-yl)-5-(2-phenoxyphenyl)-
1H-pyrazole-3-carboxamide

HN—Q o
Y H
HN
0 N
\
@ K

N-((1R,4R,7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(2-phenoxyphenyl)-

1H-pyrazole-3-carboxamide




Compound
Number

Compound Structure and Chemical Name

N

//

N
HN;N\ HN:--@
.

N-((1S, 5R)-3-cyano-3-azabicyclo[3.1.0lhexan-1-yl)-5-(2-phenoxyphenyl)-1H-

pyrazole-3-carboxamide

//N
N
HN;N\ HN—ge
cL
.

N-((1R, 55)-3-cyano-3-azabicyclo[3.1.0lhexan-1-yl)-5-(2-phenoxyphenyl)-1H-

pyrazole-3-carboxamide

N
W7
—N

(1S,45)-5-(5-(2-phenoxyphenyl)-1H-pyrazole-3-carbonyl)-2,5-
diazabicyclo[2.2.1]heptane-2-carbonitrile

H //N
N

(1R, 4R)-5-(5-(2-phenoxyphenyl)-1H-pyrazole-3-carbonyl)-2,5-
diazabicyclo[2.2.1]heptane-2-carbonitrile




Compound
Number

Compound Structure and Chemical Name

(S)-N-(5-cyano-5-azasp|ro[2.4]heptan-?-yl)-5-(2-phenoxyphenyl)-lH-
pyrazole-3- carboxamide

(R)-N-(5-cyano-5-azasp|ro[2.4]heptan-7-yl)-5-(2-phenoxypheny|)-1H-
pyrazole-3-carboxamide

N

R
o

N-((1R,55)-3-cyano-3-azabicyclo[3.2.0Theptan-1-y1)-5-(2-phenoxyphenyl)-1H-

pyrazole-3-carboxamide

Shaty
3,

N-((1S,5R)-3-cyano-3-azabicyclo[3.2.0Theptan-1-y1)-5-(2-phenoxyphenyl)-1H-

pyrazole-3-carboxamide

N
HN-N HN--~®//
NS
oL
<oj

N-((1S,2S,4R)-7-cyano-7-azabicyclo[2.2.1]heptan-2-y1)-5-(2-phenoxyphenyl)-
1H-pyrazole-3-carboxamide




Compound
Number

Compound Structure and Chemical Name

N-((1R,2R,4S)-7-cyano-7-azabicyclo[2.2.1]1heptan-2-y1)-5-(2-phenoxyphenyl)-

1H-pyrazole-3-carboxamide

HN-N HN-<i37
N n
NS
sl
N
ﬁo)

N-[(1R,4R,5S5)-2-cyano-2-azabicyclo[2.1.1lhexan-5-yl]-5-(2-phenoxyphenyl)-
1H-pyrazole-3-carboxamide

HN-N HN/,.@
> N
=
SOl
N
fo)

N-((1S,4S,5R)-2-cyano-2-azabicyclo[2.1.1]hexan-5-yI)-5-(2-phenoxyphenyl)-
1H-pyrazole-3-carboxamide

[§)
HN-N HN
P N
NS
cL
N
fo)

(5)-N-(5-cyano-2-oxa-5-azaspiro[3.4]octan-7-y1)-5-(2-phenoxyphenyl)-1H-
pyrazole-3-carboxamide




Compound
Number

Compound Structure and Chemical Name

5

[6)
HN-N  HN:.
\\ N
o N
fo)

(R)-N-(5-cyano-2-o0xa-5-azaspiro[3.4]octan-7-y)-5-(2-phenoxyphenyl)-1H-
pyrazole-3-carboxamide

_ H o
N-NH N/,.O?
N

N-((1S,4R,55)-2-cyano-2-azabicyclo[3.1.0]lhexan-4-yl)-3-(2-phenoxyphenyl)-

1H-pyrazole-5-carboxamide

_ H
-]
N

N-((1R.4S,5R)-2-cyano-2-azabicyclo[3.1.0Thexan-4-yI)-3-(2-phenoxyphenyl)-

1H-pyrazole-5-carboxamide

N-((3aR,6aS)-2-cyanohexahydrocyclopenta[c]pyrrol-3a(1H)-y)-5-(2-
phenoxyphenyl)-1H-pyrazole-3-carboxamide




Compound
Number

Compound Structure and Chemical Name

@sz‘}

N-( (3aS,6aR)-2-cyanohexahydrocyclopenta[c] pyrrol-3a(1H)-y-5-(2-
phenoxyphenyl)-1H-pyrazole-3-carboxamide

, or wherein the compound is selected from:

Compound
Number

Compound Structure and Chemical Name

(0]

HN-N HNr--é
-~ abs N
AN
é

(5)-N-(1-cyano-4-oxopyrrolidin-3-yl)-5-(2-phenoxyphenyl)-1H-pyrazole-3-
carboxamide

HN-N HN?
) N
=
AN
SRATA

0 o
o

O

N-(1-cyano-2-oxopyrrolidin-3-y1)-5-(2-phenoxyphenyl)-1H-pyrazole-3-
carboxamide

Y4 { N
AN

o N

O

N-((1S,4S,5S)-2-cyano-2-azabicyclo[3.1.0]Jhexan-4-y1)-3-(2-phenoxyphenyl)-1H-

pyrazole-5-carboxamide




Compound
Number

Compound Structure and Chemical Name

X
(o) \%N

O

N-((1R,4S,5R)-2-cyano-2-azabicyclo[3.1.0]hexan-4-yl)-3-(2-phenoxyphenyl)-
1H-pyrazole-5-carboxamide

@(W "
(o]

H abs .-

N-((1S,4R,55)-2-cyano-2-azabicyclo[3.1.0]hexan-4-yl1)-3-(2-phenoxyphenyl)-1H-

pyrazole-5-carboxamide

_ H
@\/k/)w X
(o]

N\
o \§N

O

N-((1R,4R,5R)-2-cyano-2-azabicyclo[3.1.0]hexan-4-yl)-3-(2-phenoxyphenyl)-
1H-pyrazole-5-carboxamide

0
abs
HN-N HN/..
N N
NS
o
N
(o}

O

N-((4S,8S)-6-cyano-1-o0xa-6-azaspiro[3.4]octan-8-yl)-5-(2-phenoxyphenyl)-1H-
pyrazole-3-carboxamide

N-((4R,8S)-6-cyano-1-oxa-6-azaspiro[3.4]octan-8-y1)-5-(2-phenoxyphenyl)-1H-
pyrazole-3-carboxamide

2




Compound
Number

Compound Structure and Chemical Name

N-((4S,8R)-6-cyano-1-oxa-6-azaspiro[3.4]octan-8-y1)-5-(2-phenoxyphenyl)-1H-
pyrazole-3-carboxamide

o
> abs
HN’N HN
N

N
b

151

N-((4R,8R)-6-cyano-1-o0xa-6-azaspiro[3.4]octan-8-yl)-5-(2-phenoxyphenyl)-1H-

pyrazole-3-carboxamide

@(w??
O

N-((3aR,6aS)-2-cyanohexahydrocyclopenta[c]pyrrol-3a(1H)-yl)-5-(2-
phenoxyphenyl)-1H-pyrazole-3-carboxamide

o N
o I}I
@ N
N-((3aS,6aR)-2-cyanohexahydrocyclopenta[c]pyrrol-3a(1H)-yD-5-(2-
phenoxyphenyl)-1H-pyrazole-3-carboxamide

abs
HN’N\ HN H
w




Compound
Number

Compound Structure and Chemical Name

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-yl)-5-(2-phenoxyphenyl)-1H-
pyrazole-3-carboxamide

P

(0]

— o}

HN <7
e
abs N

N\
\N

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-y1)-5-(2-(4-
fluorophenoxy)phenyl)-1H-pyrazole-3-carboxamide

— (0]

HN <7 { \>:
N HN
abs

N
N\
\N

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-y1)-5-(2-(phenylthio)phenyl)-1H-

pyrazole-3-carboxamide

>

S

— (0]

HN. 7
e
abs N

\
\N

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-y)-5-(2-((4-
fluoropheny)thio)phenyl)-1H-pyrazole-3-carboxamide

2




Compound
Number

Compound Structure and Chemical Name

HN., 7
TR
abs N

\
\N

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-y1)-5-(2-(phenylamino)phenyl)-
1H-pyrazole-3-carboxamide

HN <7
e
abs N

N\
\N

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-y1)-5-(2-((4-
fluorophenylamino)phenyl)-1H-pyrazole-3-carboxamide

.

R
N/
— (0]

HN 7 { \>:
N HND
abs N

N\
\N

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-y1)-5-(4-phenoxypyridin-3-yl)-1H-

pyrazole-3-carboxamide

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-y1)-5-(4-(4-fluorophenoxy)pyridin-

3-v1)-1H-pyrazole-3-carboxamide

2m




Compound
Number

Compound Structure and Chemical Name

@

I
N/

o
N\

HN< 7 4 \>:
N HND
abs N
N

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-y1)-5-(4-(phenylthio)pyridin-3-yl)-

1H-pyrazole-3-carboxamide

F

1
N/
—_— (0]
HN<
NG

V.
N HN

N

N

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-y1)-5-(4-((4-
fluorophenythio)pyridin-3-y)-1H-pyrazole-3-carboxamide

7 \~NH
N —
— O
HN. 7
e
abs N\
X\
N

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-yI)-5-(4-(phenylamino)pyridin-3-
yI)-1H-pyrazole-3-carboxamide

F

N\ ~NH
N —
— O
HN. 7
e
N

abs

AN

N
N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-y)-5-(4-((4-
fluorophenyl)amino)pyridin-3-y1)-1H-pyrazole-3-carboxamide

2n




Compound
Number

Compound Structure and Chemical Name

@

e
—
— O

HN. 7
TR
abs N

N\
\N

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-y1)-5-(3-phenoxypyridin-4-yl)-1H-

pyrazole-3-carboxamide

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-y1)-5-(3-(4-fluorophenoxy)pyridin-

4-yI)-1H-pyrazole-3-carboxamide

@

e
=

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-y1)-5-(3-(phenylthio)pyridin-4-yl)-
1H-pyrazole-3-carboxamide

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-y)-5-(3-((4-
fluorophenythio)pyridin-4-yl)-1H-pyrazole-3-carboxamide

20




Compound

Compound Structure and Chemical Name

Number
l}l N\, NH
= — (0]
38 HN <, 7
\\N
N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-y1)-5-(3-(phenylamino)pyridin-4-
yI)-1H-pyrazole-3-carboxamide
F
l>l N\, -NH
@ — O
HN. HN@
abs N
\\N
N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-y1)-5-(3-((4-
fluorophenylamino)pyridin-4-y1)-1H-pyrazole-3-carboxamide
(0]
S 0
40 ’[’ Nan 1
abs N
\\N
N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-y1)-5-(2-phenoxyphenyl)thiazole-
2-carboxamide
F
(0]
S
41 él Py
N pNe

abs

N
\
\N

N-((1R)-3-cyano-3-azabicyclo[3.2.0Theptan-1-y1)-5-(2-(4-
fluorophenoxy)phenylthiazole-2-carboxamide

2p




Compound
Number

Compound Structure and Chemical Name

>
él Py

N
\
\N

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-yl)-5-(2-
(phenylthio)phenyl)thiazole-2-carboxamide
F

%I >

abs

N
N
\

N-((1R)-3-cyano-3-azabicyclo[3.2.0Theptan-1-y1)-5-(2-((4-

fluorophenyDthio)phenyl)thiazole-2-carboxamide

?
i’ g
HN# >
abs N
\N

N-((1R)-3-cyano-3-azabicyclo[3.2.0Theptan-1-y1)-5-(2-
(phenylamino)phenyl)thiazole-2-carboxamide

F

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-y1)-5-(2-((4-
fluorophenyl)amino)phenylthiazole-2-carboxamide

29




Compound
Number

Compound Structure and Chemical Name

;@

N
N —

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-y1)-5-(4-phenoxypyridin-3-
yDthiazole-2-carboxamide

o@_ﬂ

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-y1)-5-(4-(4-fluorophenoxy)pyridin-

3-yDthiazole-2-carboxamide

P

S o]
| H
N HND

abs

TN
N/
N
Y
\N

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-y1)-5-(4-(phenylthio)pyridin-3-
yDthiazole-2-carboxamide

s

S o)
| H
N HN

abs N

N
N —

\
\N

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-y1)-5-(4-((4-
fluorophenythio)pyridin-3-yl)thiazole-2-carboxamide

2r




Compound
Number

Compound Structure and Chemical Name

i \—NH
N —
S o
W
HN;;;; N
\\N

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-yI)-5-(4-(phenylamino)pyridin-3-
yDthiazole-2-carboxamide

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-y1)-5-(4-((4-
fluorophenylamino)pyridin-3-yDthiazole-2-carboxamide

N Q
= S

HN
abs N\
Y
Y

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-y1)-5-(3-phenoxypyridin-4-
yDthiazole-2-carboxamide

F

v\:@
N HN

abs N

N
N

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-y1)-5-(3-(4-fluorophenoxy)pyridin-

4-yDthiazole-2-carboxamide

25




Compound
Number

Compound Structure and Chemical Name

S
S o)

[ >~
e
abs N

N\
\N

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-y1)-5-(3-(phenylthio)pyridin-4-
yDthiazole-2-carboxamide

"/‘\
—

m\©\_n

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-y1)-5-(3-((4-
fluorophenythio)pyridin-4-ythiazole-2-carboxamide

l\/l N ?
= S

HN

abs

N
N\
\N

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-y1)-5-(3-(phenylamino)pyridin-4-

vDthiazole-2-carboxamide

F

N"X\,_NH

|
—
S 0
[ >~
N HN
abs N

N
N

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-y)-5-(3-((4-
fluorophenyl)amino)pyridin-4-ythiazole-2-carboxamide

2t




Compound
Number

Compound Structure and Chemical Name

L
w$

N-((lR)-3-cyano-3-azabicyclo[3.2.0]heptan-l-yl)-2 -phenoxy-[1,1'-biphenyl]-4-
carboxamide
F

Q
w

I
abs

N-((lR)-3-cyano-3-azabicyclo[3.2.0]heptan-l-yl)-2'-(4-f|uorophenoxy)-[l,1'-
biphenyl]-4-carboxamide

v,
w

N+
abs

N—((lR)—3—cvano—3—azabicvcl0[3.2.0]heptan—l—vl)—2'—(phenv|thio)—[l,1'—biphenv|]—

4-carboxamide
F

Q
w%

N-((lR)—S-cvano-3-azabicvclo[3.2.0]heptan-l-vl)-2‘-((4-f|uorophenvl)thio)-[l,1'-
biphenyl]-4-carboxamide




Compound
Number

Compound Structure and Chemical Name

NH
T-Ode
abs N\

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-yI)-2'-(phenylamino)-[1,1'-
biphenyl]-4-carboxamide

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-yI)-2'-((4-fluorophenyl)amino)-
[1,1'-biphenyl]-4-carboxamide

"
G@

N+
abs

N—((lR)—3—cvano—3—azabicvcl0[3.2.0]heptan—l—vl)—4—(4—phenoxvpvridin—3—
yl)benzamide
F

Q
@@%$

N-((lR)—S-cvano-3-azabicvclo[3.2.0]heptan-l-vl)-4-(4-(4-f|uorophenoxv)pvridin-

3-y)benzamide




Compound

Compound Structure and Chemical Name

Number
N-((lR)-3-cyano-3-azabicyclo[3.2.0]heptan-l-yl)-4-(4-(pheny|thio)pyridin-3-
vl)benzamide
F ;
67 6*@%
N-((lR)-3-cyano-3-azab|cyclo[3.2.0]heptan-l-yl)-4-(4-((4-
fluorophenythio)pyridin-3-yl)benzamide
NH
- 0
\
68 N/ HN%
abs N
\\N
N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-yI)-4-(4-(phenylamino)pyridin-3-
yl)benzamide
F j<
69

@@%$

N-((lR)-3-cvano-3-azab|cvcl0[3.2.0]heptan-l-vl)—4-(4-((4-
fluorophenyl)amino)pyridin-3-yl)benzamide




Compound
Number

Compound Structure and Chemical Name

L
C§\©\%

N-((lR)-S-cyano-S-azabicycl0[3.2.0]heptan-l-yl)-4-(3-phenoxypyridin-4-
vl)benzamide
F

Q
C%@\«

I
abs

N-(( 1R)-3—cyano-3-azabicyclo[3.2.0]heptan-l-yl)-4-(3-(4-f|uorophenoxy)pyridin-

4-yl)benzamide

&
m

I
abs

N—((lR)—3—cvano—3—azabicvcl0[3.2.0]heptan—l—vl)—4—(3—(phenvlthio)pvridin—4—
yl)benzamide
F

Q
5\@4$

N-((lR)-3-cvano-3-azab|cvcl0[3.2.0]heptan-l-vl)—4-(3-((4-
fluorophenythio)pyridin-4-yl)benzamide




Compound
Number

Compound Structure and Chemical Name

N O

Q\Q\(%
HNi
abs N

N
\N

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-yI)-4-(3-(phenylamino)pyridin-4-
vl)benzamide
F

Q
&@

I
abs

N-( (1R)-3-cyano-3-azab|cycl0[3.2.0]heptan-l-yl)-4-(3-((4-
fluorophenyl)amino)pyridin-4-yl)benzamide

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-5-(2-phenoxyphenyl)-1H-
pyrazole-3-carboxamide

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-5-(2-(4-fluorophenoxy)phenyl)-

1H-pyrazole-3-carboxamide

2y




Compound

Compound Structure and Chemical Name

Number
S
— (0]
Y/
B HN\N HNA@
AN
N
N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-5-(2-(phenylthio)phenyl)-1H-
pyrazole-3-carboxamide
F
S
79 %
i
abs N
AN
N
N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-5-(2-((4-
fluorophenythio)phenyl)-1H-pyrazole-3-carboxamide
NH
%O
Y/
80 HN- HNI@
aps N
N\
N
N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-5-(2-(phenylamino)phenyl)-1H-
pyrazole-3-carboxamide
F
o
— (0]
81 HN<{

HN::.E
abs N
A

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-5-(2-((4-
fluorophenyl)amino)phenyl)-1H-pyrazole-3-carboxamide

2z




Compound
Number

Compound Structure and Chemical Name

¢

R
N/
—_— (0]

HN. 7
N HNI-@
abs N

\\N
N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-5-(4-phenoxypyridin-3-yl)-1H-

pyrazole-3-carboxamide

\\N
N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-yl)-5-(4-(4-fluorophenoxy)pyridin-

3-v)-1H-pyrazole-3-carboxamide

¢

T \S
—

HN- 7
N HN,..E ]
abs

N
N\
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-5-(4-(phenylthio)pyridin-3-yl)-
1H-pyrazole-3-carboxamide

N

HN. 7
N HNI-@
abs

N
\
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-5-(4-((4-
fluorophenythio)pyridin-3-yl)-1H-pyrazole-3-carboxamide

2aa




Compound
Number

Compound Structure and Chemical Name

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-5-(4-(phenylamino)pyridin-3-
yI)-1H-pyrazole-3-carboxamide

\
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-5-(4-((4-
fluorophenyl)amino)pyridin-3-y1)-1H-pyrazole-3-carboxamide

.

e
=
= o)

HN., 7
N HN,..E ]
abs N

N\
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-5-(3-phenoxypyridin-4-yl)-1H-

pyrazole-3-carboxamide

HN. 7
N HNI-@
abs

N
N\
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-5-(3-(4-fluorophenoxy)pyridin-

4-yl)-1H-pyrazole-3-carboxamide

2ab




Compound
Number

Compound Structure and Chemical Name

@

e
—
— O

HN. 7
N HN:-@
abs N

N\
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-5-(3-(phenylthio)pyridin-4-yl)-

1H-pyrazole-3-carboxamide

F

e
—

— O

HN 7

abs

N

AN
N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-5-(3-((4-
fluorophenythio)pyridin-4-y)-1H-pyrazole-3-carboxamide

l\/l N\, —NH
—
— o}
HN. 7
N HNI-@
abs N

N\
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-5-(3-(phenylamino)pyridin-4-
yI)-1H-pyrazole-3-carboxamide

F

l\/l N\, —NH
—
— O
HN. 7
N HNI-@
abs N
N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-5-(3-((4-
fluorophenyl)amino)pyridin-4-y1)-1H-pyrazole-3-carboxamide

2ac




Compound
Number

Compound Structure and Chemical Name

P
e,

N HNI:@
abs N

\\N
N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-5-(2-phenoxyphenyl)thiazole-2-

carboxamide

Nant '
HNi v
abs N

N\
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]Jhexan-1-yl)-5-(2-(4-
fluorophenoxy)phenythiazole-2-carboxamide

ap 'e
HN: .
abs

N
N\
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-yl)-5-(2-
(phenylthio)phenyDthiazole-2-carboxamide

F

HN @
abs

N
\
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-5-(2-((4-
fluorophenyl)thio)phenylthiazole-2-carboxamide

2ad




Compound
Number

Compound Structure and Chemical Name

e
Sy

N HNI:@
abs N

\
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-yl)-5-(2-
(phenylamino)phenylthiazole-2-carboxamide

Nant '
HNi v
abs N

N\
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-5-(2-((4-
fluorophenyl)amino)phenylthiazole-2-carboxamide

100

TN
N/

o]
S o]
[ >~
N HNI-@
abs N

N\
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-5-(4-phenoxypyridin-3-
yDthiazole-2-carboxamide

;F

o}

S o}

[ >~

N HNI-@
abs

N
\
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-5-(4-(4-fluorophenoxy)pyridin-

N
N —

3-yDthiazole-2-carboxamide

2ae




Compound
Number

Compound Structure and Chemical Name

102

¢

S o}
/ H
N HNI@
abns
N
N
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-5-(4-(phenylthio)pyridin-3-
yDthiazole-2-carboxamide

N
N —

103

m\©\_n

| H
N HNI-@
abs N

\
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-5-(4-((4-
fluorophenythio)pyridin-3-ythiazole-2-carboxamide

104

N\ NH
N —
Y
Y/,
N HNI-@
abs N

N\
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-5-(4-(phenylamino)pyridin-3-

vDthiazole-2-carboxamide

105

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-5-(4-((4-
fluorophenyl)amino)pyridin-3-ythiazole-2-carboxamide

2af




Compound
Number

Compound Structure and Chemical Name

106

;@

S o)

[ >~
N HN:-@
abs N

N\
\N

"/‘\
—

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-5-(3-phenoxypyridin-4-
yDthiazole-2-carboxamide

107

;F
o
S o

| H
N HNI-@
abs N

\\N
N-((1R)-3-cyano-3-azabicyclo[3.1.0]Jhexan-1-y1)-5-(3-(4-fluorophenoxy)pyridin-

"/‘\
—

4-yDthiazole-2-carboxamide

108

"/‘\
—

@
Y
e

N
N\
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-5-(3-(phenylthio)pyridin-4-
yDthiazole-2-carboxamide

109

F

o
— s o
[ >~

HNI-@
abs

N
N\
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-5-(3-((4-
fluorophenythio)pyridin-4-yl)thiazole-2-carboxamide

2ag




Compound
Number

Compound Structure and Chemical Name

Nant 'e
HN -
abs N

\\N
N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-5-(3-(phenylamino)pyridin-4-

vDthiazole-2-carboxamide

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-5-(3-((4-
fluorophenyl)amino)pyridin-4-yDthiazole-2-carboxamide

Y
T
AN

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-2'-phenoxy-[1,1'-biphenyl]-4-

carboxamide

3
m\\

abs
N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y)-2'-(4-fluorophenoxy)-[1,1'-
biphenyl]-4-carboxamide

2ah




Compound
Number

Compound Structure and Chemical Name

x\N
N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-2'-(phenylthio)-[1,1'-biphenyl]-

4-carboxamide

S¥es
O

e
abs N

N
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-2'-((4-fluorophenyl)thio)-[1,1'-
biphenyl]-4-carboxamide

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-yl)-2'-(phenylamino)-[1,1'-
biphenyl]-4-carboxamide

Qo
.
£

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-2'-((4-fluorophenyl)amino)-
[1,1'-biphenyl]-4-carboxamide




Compound

Compound Structure and Chemical Name

Number
[e]
- 0
118 N7
=0 HN;@
x\N
N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-4-(4-phenoxypyridin-3-
vl)benzamide
F
[e]
119 \\/ 7
==J N
e
AN
N
N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-4-(4-(4-fluorophenoxy)pyridin-
3-yl)benzamide
S
- 0
120 N~/
=V HN;@
\\N
N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-4-(4-(phenylthio)pyridin-3-
yl)benzamide
F
S
121 \/ °
1Ll N
e

N\
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-4-(4-((4-
fluorophenythio)pyridin-3-yl)benzamide




Compound
Number

Compound Structure and Chemical Name

122

N
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-4-(4-(phenylamino)pyridin-3-
vl)benzamide

123

F <
NH
- 0
\
O~
HNI:@
bs N

a

N
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-4-(4-((4-
fluorophenyl)amino)pyridin-3-yl)benzamide

124

&

0]

N - O
\_/
HNi

absi

N
N
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-4-(3-phenoxypyridin-4-
yl)benzamide

125

HNI-@
abs

N
N
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-4-(3-(4-fluorophenoxy)pyridin-

4-yDbenzamide

2ak




Compound
Number

Compound Structure and Chemical Name

126

HN:-@
abs N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-4-(3-(phenylthio)pyridin-4-
vl)benzamide

127

N O
HNI-.E I
abs N

X
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-4-(3-((4-
fluorophenylthio)pyridin-4-yl)benzamide

128

N
N
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-4-(3-(phenylamino)pyridin-4-

vlbenzamide

129

HNI-@
abs N

N
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-4-(3-((4-
fluorophenyl)amino)pyridin-4-yl)benzamide




Compound

Compound Structure and Chemical Name

Number
130
N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-yl)-5-(2-phenoxyphenyl)-1H-
pyrazole-3-carboxamide
131 HN. P
N HN/@
N
\\N
N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(2-(4-
fluorophenoxy)phenyl)-1H-pyrazole-3-carboxamide
(0]
132
HN/@
N
\\N
N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(2-(phenylthio)phenyl)-1H-
pyrazole-3-carboxamide
133

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y)-5-(2-((4-

fluoropheny)thio)phenyl)-1H-pyrazole-3-carboxamide

2am




Compound
Number

Compound Structure and Chemical Name

134

O

NH

—

HN_ ~

o)
N
HN/@
N
AN

N
N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(2-(phenylamino)phenyl)-
1H-pyrazole-3-carboxamide

135

F

NH

HN_ ~

(0]
N
HN/@

N
N\
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y)-5-(2-((4-
fluorophenyl)amino)phenyl)-1H-pyrazole-3-carboxamide

136

HN_ ~

N
HN:@
N

\\N
N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-yl)-5-(4-phenoxypyridin-3-yl)-1H-

pyrazole-3-carboxamide

137

HN_ ~

N
HNI@

N
N\
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(4-(4-fluorophenoxy)pyridin-

3-v1)-1H-pyrazole-3-carboxamide

2an




Compound
Number

Compound Structure and Chemical Name

138

HNI@

N
N\
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(4-(phenylthio)pyridin-3-yl)-

1H-pyrazole-3-carboxamide

139

HNI@
N

N\
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(4-((4-
fluorophenythio)pyridin-3-yl)-1H-pyrazole-3-carboxamide

140

HN_ ~

N
HN:@

N
N\
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-yI)-5-(4-(phenylamino)pyridin-3-
yI)-1H-pyrazole-3-carboxamide

HN_ ~

N
HNI@

N
N\
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(4-((4-
fluorophenyl)amino)pyridin-3-y1)-1H-pyrazole-3-carboxamide

220




Compound

Compound Structure and Chemical Name

Number
HN_ ~ °
ﬁ N HN/@
N
\\N
N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(3-phenoxypyridin-4-y1)-1H-
pyrazole-3-carboxamide
143
N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(3-(4-fluorophenoxy)pyridin-
4-yl)-1H-pyrazole-3-carboxamide
144
N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(3-(phenylthio)pyridin-4-yl)-
1H-pyrazole-3-carboxamide
145

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y)-5-(3-((4-
fluorophenythio)pyridin-4-yl)-1H-pyrazole-3-carboxamide

2ap




Compound
Number

Compound Structure and Chemical Name

146

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y)-5-(3-(phenylamino)pyridin-4-

v)-1H-pyrazole-3-carboxamide

147

HN_ ~

N
HN/@
N

N\
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y)-5-(3-((4-
fluorophenyl)amino)pyridin-4-y1)-1H-pyrazole-3-carboxamide

148

S

N
HN/@

N
N\
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(2-phenoxyphenyl)thiazole-

2-carboxamide

149

S

N
HN/@

N
N\
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(2-(4-
fluorophenoxy)phenylthiazole-2-carboxamide

2aq




Compound
Number

Compound Structure and Chemical Name
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x

N
HN/@

N
N\
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(2-
(phenylthio)phenyl)thiazole-2-carboxamide

S
S

é/ AP
e

N
N\
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y)-5-(2-((4-

fluorophenyl)thio)phenyl)thiazole-2-carboxamide

152

NH
S
é/ Py

N
N\
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(2-
(phenylamino)phenyl)thiazole-2-carboxamide

153

F

O
S

/) 0
”@

N
N\
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y)-5-(2-((4-

fluorophenyl)amino)phenyl)thiazole-2-carboxamide

2ar




Compound
Number

Compound Structure and Chemical Name
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7N
N/

!

o)

S o

N)\(
HNI@

N
N\
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(4-phenoxypyridin-3-
vDthiazole-2-carboxamide

155

F

/\9
N/
%3\("

N
HNI@

N
N\
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(4-(4-fluorophenoxy)pyridin-

3-yDthiazole-2-carboxamide

156

/\9
N/
%3\(0

N
HN:@
N

AN

N
N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(4-(phenylthio)pyridin-3-
yDthiazole-2-carboxamide

157

F

N
N/
%3\("

N
HNI@

N
N\
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(4-((4-
fluorophenythio)pyridin-3-yl)thiazole-2-carboxamide

2as




Compound
Number

Compound Structure and Chemical Name

158

N>\(
HNI@

N
N\
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(4-(phenylamino)pyridin-3-
vDthiazole-2-carboxamide

159

HNI@

N
N\
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(4-((4-
fluorophenyl)amino)pyridin-3-ythiazole-2-carboxamide

160

PN 9
%3\(‘)

N
HN/@

N
N\
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(3-phenoxypyridin-4-
yDthiazole-2-carboxamide

F

NN ?7
%3\(0

N
HN/@

N
N\
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(3-(4-fluorophenoxy)pyridin-

4-yDthiazole-2-carboxamide

2at




Compound
Number

Compound Structure and Chemical Name

162

/ 3\(0

N
HN/@
N

AN

N
N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(3-(phenylthio)pyridin-4-
vDthiazole-2-carboxamide

163

F

= S
/ . /)\(o

HN/@

N
N\
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y)-5-(3-((4-
fluoropheny)thio)pyridin-4-yl)thiazole-2-carboxamide

164

N
HN/@

N
N\
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(3-(phenylamino)pyridin-4-

vDthiazole-2-carboxamide

165

| P

N
HN/@

N
N\
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y)-5-(3-((4-
fluorophenyl)amino)pyridin-4-ythiazole-2-carboxamide

2au




Compound
Number

Compound Structure and Chemical Name

166

]
oV
HN/@
N\\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-yl)-2'-phenoxy-[1,1'-biphenyl]-4-
carboxamide

$

167

0

HN/@

N
N
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-yl)-2'-(4-fluorophenoxy)-[1,1'-
biphenyl]-4-carboxamide

PO
.

163

S
oV
HN/@
N\\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-yI)-2'-(phenylthio)-[1,1'-biphenyl]-

$

4-carboxamide

169

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-2'-((4-fluorophenylthio)-[1,1'-
biphenyl]-4-carboxamide

2av




Compound
Number

Compound Structure and Chemical Name

170

o

N

N
N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-yI)-2'-(phenylamino)-[1,1'-
biphenyl]-4-carboxamide

2
H 0
O HN/@

N
N
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-yI)-2'-((4-fluorophenyl)amino)-
[1,1'-biphenyl]-4-carboxamide

172

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-yl)-4-(4-phenoxypyridin-3-
yl)benzamide

173

HN/@

N
N
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-yl)-4-(4-(4-fluorophenoxy)pyridin-

3-y)benzamide

2aw




Compound

Compound Structure and Chemical Name

Number
S
N_/ o
m HN/@
N\\N
N-((7R)-2-cyano-2-azabicyclo[2.2.1]1heptan-7-y1)-4-(4-(phenylthio)pyridin-3-
yl)benzamide
F
S
\
175 N-7 °
HN/@
N
\\N
N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-4-(4-((4-
fluorophenythio)pyridin-3-yl)benzamide
NH
176 ’\q / °
=0 HN/@
\\N
N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-yI)-4-(4-(phenylamino)pyridin-3-
yl)benzamide
F
NH
\
177 N7 °
HN/@
N
\\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-4-(4-((4-
fluorophenyl)amino)pyridin-3-yl)benzamide

2ax




Compound
Number

Compound Structure and Chemical Name

178

HN/@

N
N\
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.11heptan-7-y1)-4-(3-phenoxypyridin-4-
yl)benzamide

179

HN/@

N
Y
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-4-(3-(4-fluorophenoxy)pyridin-

4-ylbenzamide

180

L

s

N —

\\j\@\{o
HN/@

N
N\
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-4-(3-(phenylthio)pyridin-4-
yl)benzamide

HN/@

N
N
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-4-(3-((4-
fluorophenythio)pyridin-4-yl)benzamide

2ay




_p_CISITm(k))l;?d Compound Structure and Chemical Name

& HN/@
N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-4-(3-(phenylamino)pyridin-4-
yl)benzamide

183 4

HN/@

N
N
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-yI)-4-(3-((4-
fluorophenyl)amino)pyridin-4-yl)benzamide

[0005c] In yet another aspect, the present disclosure refers to a pharmaceutical composition

comprising the compound as disclosed herein, or a pharmaceutically acceptable salt thereof, and

a pharmaceutically acceptable carrier.

[0005d] In a further aspect, the present disclosure refers to a use of a compound as disclosed

herein, or a pharmaceutically acceptable salt thereof, or a pharmaceutical composition as

disclosed herein, in the manufacture of a medicament for inhibiting USP30 in a patient in need

thereof.
[0005¢] In another aspect, the present disclosure refers to a use of a compound as disclosed

herein, or a pharmaceutically acceptable salt thereof, or a pharmaceutical composition as

disclosed herein, in the manufacture of a medicament for treating a neurodegenerative disorder in

a patient in need thereof, optionally wherein the neurodegenerative disorder is Parkinson’s

disease.

2az




[0005f] In vet another aspect, the present disclosure refers to a compound as disclosed herein,

or a pharmaceutically acceptable salt thereof, or a pharmaceutical composition as disclosed

herein, for use in therapy.

[0006]  The present disclosure provides compounds useful for inhibiting USP30, including
USP30 Inhibitor Compounds as defined herein. In some embedimentsexamples, the present

disclosure provides a compound of formula (I):

Re

RY Rf
(e}
M ~
L N

b RS9

@ Ra/ ) Rh

I .

or a pharmaceutically acceptable salt thereof, wherein

R? RP, RS, RY R® R, RY, and R" are defined as follows:

(i) R* and R® form a C1-C4 alkylene group between the atoms to which they are attached,
wherein said C1-Cs4 alkylene group is substituted with 0-4 substituents selected from the group
consisting of halogen, C1-Cs alkyl, and C1-Cs haloalkyl; and R¢, RY, R®, R, RY, and R" are each
independently hydrogen, halogen, C:-Cs alkyl, or C1-Cs haloalkyl; or

(if) R* and R® form a C1-C; alkylene group between the atoms to which they are attached,
wherein said C1-C> alkylene group is substituted with 0-4 substituents selected from the group
consisting of halogen, C1-Cs alkyl, and C1-Cs haloalkyl; and R, R¢, RY, R, RY, and R" are each
independently hydrogen, halogen, C:-Cs alkyl, or C1-Cs haloalkyl; or

(iif) R*and RY form a C;1-C3 alkylene group between the atoms to which they are
attached, wherein said C1-Cs alkylene group is substituted with 0-4 substituents selected from the



each R, R, and R*? is independently hydrogen, C1-Cs alkyl, 5-10 membered
heteroaryl, 4-10 membered heterocycloalkyl, 6-10 membered aryl, or 3-8 membered cycloalkyl;
m is 0-4;
nis 0-4; and
p is 0-4.
[0007] In some embedimentsexamples, the present disclosure provides a compound of

formula (I-C):
Re
(Rz)n Rd Rf
0 wo
- /) ,N R RY
; 0 HN—N R® R

R%)p

I-C
or a pharmaceutically acceptable salt thereof, wherein R?, R®, n, p, R? R®, RS, RY, R¢, R, RY, and
RM are all as defined for formula (1) above and described in classes and subclasses herein for
formula (1), both singly and in combination.
[0008] In some embedimentsexamples, a USP30 Inhibitor Compound is a compound

selected from the group consisting of:

(R?),
y/ H
; O  HN—N “cN

R

(R?),
@\/ﬁi
e
/ H
; O HN—N “eN

(R%),



= N N
/) H@ ~
(@] HN—N CN
(R%) - and
(R?),
o N/CN
=
7N
(6] HN—N
(R%,

wherein R?, R®, n, and p are as defined with respect to formula (1) herein, or a
pharmaceutically acceptable salt thereof, having an 1Cso value of about <1 uM (and preferably
<0.5uMor <0.1 uM) and > 0.001 uM as measured in a Ubiquitin-Rhodamine 110 Assay as
described in Example 1. In some embedimentsexamples, compounds of formula (1-C) are
provided where R? and R® are both hydrogen.

[0009] In some embedimentsexamples, a USP30 Inhibitor Compound is a compound of the

(R?),
@\/Yi
= N@\j
y/ H
; O  HN—N “cN

R

chemical formula:

wherein R?, R®, n, and p are as defined with respect to formula (1) herein, or a
pharmaceutically acceptable salt thereof, having an 1Cso value of about <1 uM (and preferably
<0.5uM or <0.1 uM) and > 0.001 puM as measured in a Ubiquitin-Rhodamine 110 Assay as

described in Example 1.
[0010] In some embedimentsexamples, a compound is any compound selected from the
compounds listed in Table 1 herein.



CLAIMS

What is claimed is:

A compound of formula (I):

m;

or a pharmaceutically acceptable salt thereof, wherein
R? RP, RS RY R® R, RY, and R" are defined as follows:

(i) R* and R® form a C1-C4 alkylene group between the atoms to which they are attached,
wherein said C1-C4 alkylene group is substituted with 0-4 substituents selected from the
group consisting of halogen, C1-Cs alkyl, and C1-Cs haloalkyl; and R, RY, R¢, R, RY, and
R" are each independently hydrogen, halogen, C1-Cs alkyl, or C1-C3 haloalkyl; or

(if) R* and R® form a C1-C; alkylene group between the atoms to which they are attached,
wherein said C1-C; alkylene group is substituted with 0-4 substituents selected from the
group consisting of halogen, C1-Cs alkyl, and C1-Cs haloalkyl; and R®, RS, RY, Rf, RY, and
RM are each independently hydrogen, halogen, C1-Cs alkyl, or C1-C3 haloalkyl; or

(iii) R* and RY form a C1-Cs alkylene group between the atoms to which they are attached,
wherein said C1-Cs alkylene group is substituted with 0-4 substituents selected from the
group consisting of halogen, C1-Cs alkyl, and C1-Cs haloalkyl; and R®, RS, RY, R¢, Rf, and
RM are each independently hydrogen, halogen, C1-Cs alkyl, or C1-C3 haloalkyl; or

(iv) R® and R® form a C1-C4 alkylene group between the atoms to which they are attached,
wherein said C1-C4 alkylene group is substituted with 0-4 substituents selected from the
group consisting of halogen, C1-Cs alkyl, and C1-Cs haloalkyl; and R? RY R¢, R, RY, and
RM are each independently hydrogen, halogen, C1-Cs alkyl, or C1-C3 haloalkyl; or

(v) RP and R® form a C1-Cs alkylene group between the atoms to which they are attached,

wherein said C1-C3 alkylene group is substituted with 0-4 substituents selected from the

148



group consisting of halogen, C1-Cs alkyl, and C1-Cs haloalkyl; and R?, RS, RY, Rf, R, and
R" are each independently hydrogen, halogen, C1-Cs alkyl, or C1-C3 haloalkyl; or

(vi) R and RY form a C1-C4 alkylene group between the atoms to which they are attached,
wherein said C1-C4 alkylene group is substituted with 0-4 substituents selected from the
group consisting of halogen, C1-Cs alkyl, and C1-Cs haloalkyl; and R?, R, RY, R¢, R, and
R" are each independently hydrogen, halogen, C1-Cs alkyl, or C1-C3 haloalkyl; or

(vii) R® and RY together with the atom to which they are attached, form a 3-6 membered
cycloalkyl or heterocycloalkyl, wherein said 3-6 membered cycloalkyl or
heterocycloalkyl is substituted with 0-4 substituents selected from the group consisting of
halogen, C1-Cs alkyl, and C1-Cs haloalkyl; and R?, R®, R¢, Rf, RY, and R" are each
independently hydrogen, halogen, C:-Cs alkyl, or C1-Cs haloalkyl; or

(viii) R® and RY together form =O; and R?, R®, R®, R, RY, and R" are each independently
hydrogen, halogen, C:-Cz alkyl, or C1-Cs haloalkyl; or

(ix) R® and R® form a C1-C4 alkylene group between the atoms to which they are attached,
wherein said C1-C4 alkylene group is substituted with 0-4 substituents selected from the
group consisting of halogen, C1-Cs alkyl, and C1-Cs haloalkyl; and R?, R, RY, R, RY, and
R" are each independently hydrogen, halogen, C1-Cs alkyl, or C1-C3 haloalkyl; or

(x) R®and RY form a C1-Cs alkylene group between the atoms to which they are attached,
wherein said C1-C3 alkylene group is substituted with 0-4 substituents selected from the
group consisting of halogen, C1-Cs alkyl, and C1-Cs haloalkyl; and R? R, RY, R¢, Rf, and
R" are each independently hydrogen, halogen, C1-Cs alkyl, or C1-Cs haloalkyl; or

(xi) R® and Rf together with the atom to which they are attached, form a 3-6 membered
cycloalkyl or heterocycloalkyl, wherein said 3-6 membered cycloalkyl or
heterocycloalkyl is substituted with 0-4 substituents selected from the group consisting of
halogen, C1-Cs alkyl, and C1-C3 haloalkyl; and R?, R®, R¢, RY, RY, and R" are each
independently hydrogen, halogen, C:-Cs alkyl, or C:-Cs haloalkyl; or

(xii) R® and R together form =0O; and R?, R, R¢, RY, RY, and R" are each independently
hydrogen, halogen, C1-Csz alkyl, or C1-Cs haloalkyl; or

149



(xiii) R® and RY form a C1-Cs alkylene group between the atoms to which they are attached,
wherein said C1-Cs alkylene group is substituted with 0-4 substituents selected from the
group consisting of halogen, C1-Cs alkyl, and C1-Cs haloalkyl; and R? R, RS, RY, Rf, and
R" are each independently hydrogen, halogen, C1-Cs alkyl, or C1-C3 haloalkyl; or

(xiv) RY and R" together with the atom to which they are attached, form a 3-6 membered
cycloalkyl or heterocycloalkyl, wherein said 3-6 membered cycloalkyl or
heterocycloalkyl is substituted with 0-4 substituents selected from the group consisting of
halogen, C1-Cs alkyl, and C1-C3 haloalkyl; and R?, R®, R¢, RY, R¢, and R are each
independently hydrogen, halogen, C:-Cs alkyl, or C;-Cs haloalkyl; or

(xv) RY and R" together form =0O; and R?, R?, R¢, RY, R®, and R are each independently
hydrogen, halogen, C1-Cz alkyl, or C:-Cs haloalkyl; and

Arl is phenylene or 5-6 membered heteroarylene, wherein said phenylene or heteroarylene is
substituted with m R* groups; and

Ar? is phenylene or 5-10 membered heteroarylene, wherein said phenylene or heteroarylene is
substituted with n R? groups;

L is -O-, -S-, -NR3-, -C(R%2-, -S(0)2-, or —-S(0)-;

M is C1-Ce-atkyl-C1-Ce-haloalkyl-3-6 membered cycloalkyl, phenyl, or 5-6 membered
heteroaryl, wherein said cycloalkyl, phenyl, or heteroaryl is substituted with p R® groups;

each occurrence of R?, R?, and R® is independently halo, cyano, NO2, oxo, hydroxyl, -R®, -ORS,

C1-Cs alkyl, C1-Cs haloalkyl, C1-Cs hydroxyalkyl, -C1-Cs alkylene-R®, C1-Cg alkoxy, C1-Cs

haloalkoxy, -Co-Cs alkylene-NR®R’, -Co-C3 alkylene-NR’R®, -Co-C3 alkylene-C(O)NRCRY, -

Co-Cs3 alkylene-C(O)NRR®, -Co-C3 alkylene-NR’C(O)R?, -Co-Cs alkylene-NR’C(O)R8, -Co-

Cs alkylene-NR’S(0)2R®, -Co-Cs alkylene-C(O)R®, -Co-C3 alkylene-C(O)R’, -Co-C3 alkylene-

SR®, -Co-C3 alkylene-S(O)R®, -Co-C3 alkylene-S(0)2R®, -Co-Cs alkylene-S(0)2R’, -Co-Cs

alkylene-S(0)2NRCR, -Co-Cs alkylene-S(0)2NR’R8, -Co-C3 alkylene-NR'C(O)NRER?, -Co-

Cs alkylene-NR’S(0)2NR®R?, -Co-C3 alkylene-C(O)ORY, -Co-Cs alkylene-C(O)OR®, -Co-Cs

alkylene-OC(O)R’, -Co-C3 alkylene-OC(O)R®, -Co-Cs alkylene-NR’C(O)OR?, or -Co-Cs3

alkylene-NR’S(0)2R?,
R3is H, C1-Cs alkyl, or C1-Cg haloalkyl;
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each R* is independently H, C1-Cs alkyl, or C1-Cg haloalkyl, or two R* groups together with the
carbon atom to which they are attached form a 3-6 membered cycloalkyl or heterocycloalkyl;

each R® is 5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, 6-10 membered aryl, or
3-8 membered cycloalkyl, wherein said heteroaryl, heterocycloalkyl, aryl, or cycloalkyl is
optionally substituted with 1-5 substituents independently selected from the group consisting
of halo, oxo, C1-Cs alkyl, C1-Cs haloalkyl, C1-Cs hydroxyalkyl, C1-Cs alkoxy, C1-Ce
haloalkoxy, C»-Cs alkenyl, C,-Cg alkynyl, 5-10 membered heteroaryl, 4-10 membered
heterocycloalkyl, 6-10 membered aryl, 3-8 membered cycloalkyl, -NR°C(O)NRR*?, -
NR°R -C(O)RY, -NR°C(0)R!, -NR°C(0)OR*, -S(0).R*?, -C(O)NR¥R™, -C(O)OR?, -
S(0):NR¥R™, -NR¥S(0),R!, -OR™, -OC(0O)R, -0S(0)2R, -OC(O)NRR?, -
OC(0)OR?, -0S(0),NR¥*R!, -C(O)NR¥C(O)NRR*?, -C(0)C(0)R™?, -C(O)NR’C(O)R™,
-C(O)NR*C(0)ORY, -C(0)S(0)2R?, -C(O)C(O)NR’R!!, -C(0)C(0)OR?, -
C(0)S(0)2NR¥®R!, -C(O)NR¥S(0),R", -C1-Cs alkylene-R™?, -C;-Cg alkylene-
NRC(O)NRR*?, -C;-Cg alkylene-NR¥R!!, -C1-Cs alkylene-C(O)R™?, -C;-Cs alkylene-
NR!C(0)R!, -C1-Cs alkylene-NRC(O)OR™, -C1-Cs alkylene-S(0)2R, -C;1-Cs alkylene-
C(O)NRYR, -C;-Cs alkylene-C(O)OR??, -C1-Cs alkylene-S(O)2NR°R!?, -C1-Cs alkylene-
NR!°S(0),R'?, -C1-Cs alkenylene-R*°, -C1-Cs alkenylene-NR°C(O)NRR*?, -C;1-Cs
alkenylene-NR°R!!, -C1-Cs alkenylene-C(O)R™?, -C1-Cs alkenylene-NR*C(O)R?, -C1-Cs
alkenylene-NR°C(O)OR?®!, -C;-Cs alkenylene-S(0)2R2, -C;1-Cs alkenylene-C(O)NRR!, -
C1-Cs alkenylene-C(O)OR?, -C;1-Cs alkenylene-S(0).NR°R!!, and -C;-Cs alkenylene-
NR°S(0),R;

each R, R®, and R® is independently hydrogen or C1-Cs alkyl;

each R, R, and R*? is independently hydrogen, C1-Cs alkyl, 5-10 membered heteroaryl, 4-10
membered heterocycloalkyl, 6-10 membered aryl, or 3-8 membered cycloalkyl;

m is 0-4;

nis 0-4; and

pis 0-4.

2. The compound of claim 1, wherein the compound is:
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(a) of formula (1-B):

Re

d
Y8, R R
Y4, -y 0 Re
o N—CN
YS\_/ 4/)—(6\ .
X477 70X N mb 1R

wt \);3 —x/2 R? R"

(1-B)
or a pharmaceutically acceptable salt thereof, wherein:
XtisCorN;
X?is CH, CRY, O, S, N, NH, or NR%, as valency permits;
X%is CH, CRY, O, S, N, NH, or NR%, as valency permits;
X*isCorN;
X®is CH, CRY, O, S, N, NH, or NR?, as valency permits;
Y3is CH, CR? or N;
Y*is CH, CR?, or N;
Y% is CH, CR?, or N;
Y®is CH, CR?, or N-; and/or

, | is-(b) of formula (I-C):

Re
(R%)y RS R
0
R® N—CN
=z
/ /NRb hRg
o] HN—N R? R

(R®)p

(1-C)

or a pharmaceutically acceptable salt thereof.; and/or
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(I-E)

or a pharmaceutically acceptable salt thereof.

35.  The compound of any-ene-ef-claims 1-4 or claim 2, wherein R and R¢ form a C;1-Cy
alkylene group between the atoms to which they are attached, and R? RY, R, Rf, RY, and R"

are each hydrogen.

46.  The compound of any one of claims 1-35, wherein the compound is:
(a) of formula (I-1):

(1-1)
or a pharmaceutically acceptable salt thereof, wherein R/, R, R™, and R" are each

independently hydrogen, halogen, C1-Cs alkyl, or C1-Cs haloalkyl-, optionally wherein:

, (1) the compound is of formula (1-B-1):

(1-B-1)
or a pharmaceutically acceptable salt thereof-; and/or
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8——TFhecompound-ofclaim-7-wherein-(i1) the compound is of formula (I-C-1):

(R?),
=
/
(e} HN—N
(R%,
(I-C-1)

or a pharmaceutically acceptable salt thereof.; and/or

, in-(iii) R, RY, Re, R, RY, R", RI, R¥,

R™ and R" are each hydrogen:; or

(1-2)
or a pharmaceutically acceptable salt thereof, wherein R! and R¥ are each independently

hydrogen, halogen, C1-Cs alkyl, or C1-Cs haloalkyl-, optionally wherein:

, (1) the compound is of formula (1-B-2):




or a pharmaceutically acceptable salt thereof-; and/or

12— TFhe-compound-ofclaim-11,-wherein-(ii) the compound is of formula (1-C-2):

(R%),
(I-C-2)

or a pharmaceutically acceptable salt thereof.; and/or

, in-(ii)) R*, RY, Re, R, R, R", R and

R¥ are each hydrogen:; or

(1-3)

or a pharmaceutically acceptable salt thereof, wherein RI R¥, R™, R", R°, and RP are each

independently hydrogen, halogen, C:-Cs alkyl, or C1-Cs haloalkyl-, optionally wherein:

, (1) the compound is of formula (1-B-3):
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(1-B-3)

or a pharmaceutically acceptable salt thereof-; and/or

, (i) the compound is of formula (1-C-3):

(R%,

(1-C-3)

or a pharmaceutically acceptable salt thereof.; and/or

17— Thecompound-of-any-one-ofclaims14-16-wherein-(iii) R RY, R, R, R, R", RI, R,
R™ R", R° and RP are each hydrogen.

185. The compound of any-ene-of-claims 1-4 or claim 2, wherein:
(a) R and R® form a C1-C4 alkylene group between the atoms to which they are attached,;
and R?, R, RY, R, RY, and R" are each hydrogen; and/or-

19— The-compoeund-of-any-one-of claims1-4-and-18,-wherein-(b) the compound is of formula
(1-4):
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(1-4)

or a pharmaceutically acceptable salt thereof, wherein R% and R" are each independently

hydrogen, halogen, C1-Cz alkyl, or C1-Cs haloalkyl, optionally wherein:-

(1) the compound is of formula (I1-B-4):

Ra R

Y8 Rf
Yy SENNC 0 Rrd
L v J\ ‘ N—CN
X4 T }“ b | RY
1
\\ ) el RR
M/L X3\;X2

(1-B-4)

or a pharmaceutically acceptable salt thereof; and/or-

(1) the compound is of formula (1-C-4):

(R%)n \l Rl
O pd—T
=z W
/ /NRb hRg
o] HN—N R® R

(R%),
(1-C-4)

or a pharmaceutically acceptable salt thereof; and/or-

(iii) R?, RP, RY, Rf, RY, R", RY, and

R" are each hydrogen.
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623. The compound of any-enre-ef-claims 1-4 or claim 2, wherein:
(a) R and R® form a C1-C> alkylene group between the atoms to which they are attached;
and R®, RS, RY, R", RY, and R" are each hydrogen; or-

24— The compound-of-any-one-of claims-1-4-wherein-(b) R® and RY together with the atom to

which they are attached, form a 3-6 membered cycloalkyl or heterocycloalkyl; and R?, R®, R¢, R',

RY, and R" are each hydrogen; or-

25— The-compound-of-any-one-of-claims1-4-wherein-(c) R® and RY form a C;-Cs alkylene

group between the atoms to which they are attached; and R?, R, RY, R, Rf, and R" are each

hydrogen; or-

26— The compound-of-any-one-of claims-1-4-wherein-(d) R® and R' together with the atom to

which they are attached, form a 3-6 membered cycloalkyl or heterocycloalkyl; and R?, R®, R, RY,

RY, and R" are each hydrogen; or-

27——The-compound-of-any-one-ofclaims1-4-wherein-(e) R® and RY form a C;-Cs alkylene

group between the atoms to which they are attached; and R?, R®, R®, RY, Rf, and R" are each

hydrogen.

728. The compound of any one of the preceding claims, wherein Ar? is:

(a) 5-6 membered heteroarylene-,

29— Thecompound-of claim-28-optionally wherein Ar! is 5-membered heteroarylene; or-

30— Thecompound-of any-one-of claims1-27, wherein-Ar*-is-(b) phenylene.

831. The compound of any one of the preceding claims, wherein Ar? is:

(a) 5-10 membered heteroarylene; or-
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32— Thecompound-of-any-one-of claims1-30-wherein-Ar*is-(b) phenylene; or-

(c) phenylene or 5-6 membered heteroarylene.

933. The compound of any one of the preceding claims, wherein L is:
(a) —0O-, -S-, or —NH-; or-

34 The compound of claim 33, wherein L is(b) -O-.

1035. The compound of any one of the preceding claims, wherein:

(a) M is 3-6 membered cycloalkyl, phenyl. or 5-6 membered heteroaryl, wherein said
eycloalkyl-phenyl-orheteroaryl-is substituted with p R® groups.-

37— The-compound-ofclaim-36,-optionally wherein M is phenyl; and/or-

ein-(b) each occurrence of RY,

R?, and R® is independently selected from halo, cyano, hydroxyl, C1-Cs alkyl, C1-Cs alkoxy, Ci-
Cs haloalkyl, and C1-Cs hydroxyalkyl; and/or-

etn-(c) mis 0;_and/or-

etn-(d) nis 0; and/or-

eti-(e) pisOorl-

42— The-compound-of-claim-41-optionally wherein p is 0.
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Re

RY Rf
0
j%ch N—CN
}\j b RY

4311. The compound of any one of the preceding claims, wherein ~ R® "R is selected

R G T e N N s o

N
/ 7

%%%O—%m}g&m LA w&

1244. A compound, or pharmaceutically acceptable salt thereof, wherein the compound is
selected from:-Fable-1-

_p_Clc\)lecl))Lé?d Compound Structure and Chemical Name
HN-N o

(1S,5R)-2-(5-(2-phenoxyphenyl)-1H-pyrazole-3-carbonyl)-2,6-
diazabicyclo[3.2.1]octane-6-carbonitrile

HN-N o

(1R,55)-2-(5-(2-phenoxyphenyl)-1H-pyrazole-3-carbonyl)-2,6-
diazabicyclo[3.2.1]octane-6-carbonitrile
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Compound
Number

Compound Structure and Chemical Name

Sy,
©§:

N-((1S,4S,7S)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(2-
phenoxyphenyl)- 1H pyrazole 3-carboxamide

@ %

N-((1R,4R,7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-yl)-5-(2-
phenoxvphenvl)—lH—pvrazole—3—carboxamide

//

HN-N. HN

@(w

N-((1S, 5R)—3—cvano—3—azab|cvcl0[3.1.0]hexan—1—vl)—5—(2—phenoxvphenvl)—

1H-pyrazole-3-carboxamide

//N

HN-N

@w

N-((1R, 58)—3-cvano-3-azab|cvcl0[3.1.0]hexan-1-vl)-5-(2-phenoxvphenvl)-

1H-pyrazole-3-carboxamide
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Compound
Number

Compound Structure and Chemical Name

(1S,4S)-5-(5-(2-phenoxyphenyl)-1H-pyrazole-3-carbonyl)-2,5-
diazabicyclo]2.2.11heptane-2-carbonitrile

N

S
N
HN-N N

(1R,4R)-5-(5-(2-phenoxyphenyl)-1H-pyrazole-3-carbonyl)-2,5-
diazabicyclo]2.2.1]heptane-2-carbonitrile

N
Z
HN—Q HNi. N ~
sal
o]
foj

(S)-N-(5-cyano-5-azaspiro[2.4]1heptan-7-y1)-5-(2-phenoxyphenyl)-1H-
pyrazole-3-carboxamide

N
7
HN-N HNizgi? ~
-
sl
[féj

(R)-N-(5-cyano-5-azaspiro[2.4]heptan-7-y1)-5-(2-phenoxyphenyl)-1H-

pyrazole-3-carboxamide
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Compound
Number

Compound Structure and Chemical Name

o

N-((1R,5S)-3-cyano-3-azahicyclo[3.2.0]heptan-1-yl1)-5-(2-phenoxyphenyl)-

1H-pyrazole-3-carboxamide

N

HN—N H“, H
x
O N
(oﬁ

N-((1S,5R)-3-cyano-3-azabicyclo[3.2.0]lheptan-1-y1)-5-(2-phenoxyphenyl)-

1H-pyrazole-3-carboxamide

H
A
HN-N  HNe <
NS
o H
é

N-((1S,2S,4R)-7-cyano-7-azabicyclo[2.2.1]heptan-2-y1)-5-(2-
phenoxyphenyl)-1H-pyrazole-3-carboxamide

N-((1R,2R,4S)-7-cyano-7-azabicyclo[2.2.11heptan-2-y1)-5-(2-
phenoxyphenyl)-1H-pyrazole-3-carboxamide

HN-N HN~®
SN
=
salhe
N
é

N-[(1R,4R,5S)-2-cyano-2-azabicyclo[2.1.1Thexan-5-yI]-5-(2-
phenoxyphenyl)-1H-pyrazole-3-carboxamide
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Compound
Number

Compound Structure and Chemical Name

HN-N HNI:,@
N

N\
o \N

o

N-((1S,4S,5R)-2-cyano-2-azabicyclo[2.1.1]hexan-5-yl)-5-(2-

phenoxyphenyl)-1H-pyrazole-3-carboxamide
(o]

HN-N HN—C@
> N

o N

4

=

(5)-N-(5-cyano-2-oxa-5-azaspiro[3.4]octan-7-y1)-5-(2-phenoxyphenyl)-1H-
pyrazole-3-carboxamide

o
HN-N HN::-C}C/
P N

o\

N

o

(R)-N-(5-cyano-2-oxa-5-azaspiro[3.4]octan-7-yl)-5-(2-phenoxyphenyl)-1H-

pyrazole-3-carboxamide

B H s
"f NH N/,.OT
Y { N
AN

o N
N-((1S,4R,55)-2-cyano-2-azabicyclo[3.1.0]hexan-4-yl)-3-(2-
phenoxyphenyl)-1H-pyrazole-5-carboxamide

o

-]

|
% N
AN

o N

>

N-((1R,4S,5R)-2-cyano-2-azabicyclo[3.1.0]Thexan-4-yI)-3-(2-
phenoxyphenyl)-1H-pyrazole-5-carboxamide
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Compound

Compound Structure and Chemical Name

Number
d?‘\/"l)\ﬁ g
20-a
N-((3aR,6aS)-2-cyanohexahydrocyclopenta[c]pyrrol-3a(1H)-yI)-5-(2-
phenoxyphenyl)-1H-pyrazole-3-carboxamide
dN;N)\ﬁ %
20-b

N-( (3aS,6aR)—2—cvanohexahvdrocvclopenta[c]pvrrol—3a( 1H)-yI)-5-(2-
phenoxyphenyl)-1H-pyrazole-3-carboxamide

45——A, or wherein the compound; - is selected
from:-Table-2-
Compound Compound Structure and Chemical Name
Number
(o]
HN—N\ HN:--<\XD
- abs N
Sl
1_0 é
(5)-N-(1-cyano-4-oxopyrrolidin-3-yl)-5-(2-phenoxyphenyl)-1H-pyrazole-3-
carboxamide
HN-N HN\Q
~ N
ST
(o]
¢
N-(1-cyano-2-oxopyrrolidin-3-y1)-5-(2-phenoxyphenyl)-1H-pyrazole-3-
carboxamide
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Compound
Number

Compound Structure and Chemical Name

\

lo) N

>

N-((1S,4S,5S)-2-cyano-2-azabicyclo[3.1.0]Thexan-4-y1)-3-(2-phenoxyphenyl)-

GKW "
o

1H-pyrazole-5-carboxamide

el

N—((lR,4S,5R)—2—cvano—2—azab|cvclo[3.1.0]hexan—4—v|)—3—(2—phenoxvphenvl)—

1H-pyrazole-5-carboxamide

H ws‘x
N/,

(o] \&

o N

O

N-((1S,4R,55)-2-cyano-2-azabicyclo[3.1.0lhexan-4-yl)-3-(2-phenoxyphenyl)-

N-NH
Ly

1H-pyrazole-5-carboxamide

NN Hé]
e

© A

o N

.

N-((1R,4R,5R)-2-cyano-2-azabicyclo[3.1.0]hexan-4-yl)-3-(2-phenoxyphenyl)-

1H-pyrazole-5-carboxamide

(o]
abs
HN-N  HN/..
) N
=~
Sl
N
o

O

N-((4S,8S)-6-cyano-1-oxa-6-azaspiro|3.4]octan-8-yl)-5-(2-phenoxyphenyl)-
1H-pyrazole-3-carboxamide
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Compound
Number

Compound Structure and Chemical Name

(&
J_abs
HN-N  HN/..
) N

N\
b TN

o

N-((4R,8S)-6-cyano-1-oxa-6-azaspiro[3.4]octan-8-yl)-5-(2-phenoxyphenyl)-

1H-pyrazole-3-carboxamide

0
abs
HN-N  HN
) N

o AN

N

=

N-((4S,8R)-6-cyano-1-oxa-6-azaspiro[3.4]octan-8-y1)-5-(2-phenoxyphenyl)-

1H-pyrazole-3-carboxamide

o
~ abs
HN—N HN

N
o \QN

o

N-((4R,8R)-6-cyano-1-o0xa-6-azaspiro[3.4]octan-8-yl)-5-(2-phenoxyphenyl)-

1H-pyrazole-3-carboxamide

O N
o l/I
O
N-((3aR,6aS)-2-cyanohexahydrocyclopenta[clpyrrol-3a(1H)-yD-5-(2-
phenoxyphenyl)-1H-pyrazole-3-carboxamide

abs
HN’N\ HN L H
wa

167




Compound
Number

Compound Structure and Chemical Name

abs
=
O N
o I,I
© N
N-((3aS,6aR)-2-cyanohexahydrocyclopenta[c]pyrrol-3a(1H)-yD-5-(2-
phenoxyphenyl)-1H-pyrazole-3-carboxamide

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-yl1)-5-(2-phenoxyphenyl)-1H-

pyrazole-3-carboxamide

-

0]

— (0]

HN-, 7
%
abs N

N\
\N

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-yI)-5-(2-(4-
fluorophenoxy)phenyl)-1H-pyrazole-3-carboxamide

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-y1)-5-(2-(phenylthio)phenyl)-

1H-pyrazole-3-carboxamide
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Compound
Number

Compound Structure and Chemical Name

F

S
= o]
HN., 7
e
N

abs

N\
\N

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-yI)-5-(2-((4-
fluorophenyl)thio)phenyl)-1H-pyrazole-3-carboxamide

NH
— O
HN <, 7
e
N

abs

\\N
N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-y1)-5-(2-(phenylamino)phenyl)-

1H-pyrazole-3-carboxamide

F

NH
— O
HN., 7
e
abs N

N\
\N

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-y1)-5-(2-((4-
fluorophenyl)amino)phenyl)-1H-pyrazole-3-carboxamide

&

X0
—
HN. 7
TR
abs N

N
\N

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-y1)-5-(4-phenoxypyridin-3-yI)-
1H-pyrazole-3-carboxamide

N
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Compound
Number

Compound Structure and Chemical Name

P

I
N/
— (0]

HN., 7
TR
abs N

N\
\N

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-yI)-5-(4-(4-
fluorophenoxy)pyridin-3-yl)-1H-pyrazole-3-carboxamide

©

T N~S
N/
(0]

HN, 7
e
abs N

N
\N

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-y1)-5-(4-(phenylthio)pyridin-3-
yI)-1H-pyrazole-3-carboxamide

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-yI)-5-(4-((4-
fluorophenythio)pyridin-3-yl)-1H-pyrazole-3-carboxamide

\N
N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-yI)-5-(4-(phenylamino)pyridin-

3-y)-1H-pyrazole-3-carboxamide
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Compound
Number

Compound Structure and Chemical Name

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-yI)-5-(4-((4-
fluorophenyl)amino)pyridin-3-y1)-1H-pyrazole-3-carboxamide

o

D
=

— O

HN, 7
TR
abs N

\\N
N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-y1)-5-(3-phenoxypyridin-4-yl)-

1H-pyrazole-3-carboxamide

HN., 7
TR
abs N

N\
\N

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-yI)-5-(3-(4-
fluorophenoxy)pyridin-4-yl)-1H-pyrazole-3-carboxamide

©

e
—
— (0]

HN, 7
TR
abs N

\\N
N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-y)-5-(3-(phenylthio)pyridin-4-

v)-1H-pyrazole-3-carboxamide
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Compound
Number

Compound Structure and Chemical Name

F

e
—
= 0
HN. 7
e
abs N

N

N
N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-yI)-5-(3-((4-
fluorophenythio)pyridin-4-yl)-1H-pyrazole-3-carboxamide

r\/l N\, —NH
=
— O
HN, 7
e
abs N

\\N
N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-yl)-5-(3-(phenylamino)pyridin-

4-yI)-1H-pyrazole-3-carboxamide

F

l\/l N\,—NH
—
— O
HN., 7
e
abs N

AN

N

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-y1)-5-(3-((4-
fluorophenyl)amino)pyridin-4-y1)-1H-pyrazole-3-carboxamide

:@
é/ >
LT

N
Y
\N

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-yl)-5-(2-
phenoxyphenylthiazole-2-carboxamide
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Compound

Compound Structure and Chemical Name

Number
F
@7
41 é/ ¢
N HN
abs N
\\N
N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-yI)-5-(2-(4-
fluorophenoxy)phenylthiazole-2-carboxamide
@
/\[S o)
42 /N/%,ﬁ,{,@
abs N
\\N
N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-yl)-5-(2-
(phenylthio)phenythiazole-2-carboxamide
F
@
43 é/ P
N HNN
abs N
\\N
N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-yl)-5-(2-((4-
fluorophenyl)thio)phenyl)thiazole-2-carboxamide
?
S o}
44 t’ Nan

abs

N
N
\

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-yl)-5-(2-
(phenylamino)phenyl)thiazole-2-carboxamide
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Compound
Number

Compound Structure and Chemical Name

F

?
é/ P
N H Nabs

N
N
\

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-yI)-5-(2-((4-
fluorophenyl)amino)phenyl)thiazole-2-carboxamide

&

S 0

[ >~
N NN

abs N

A

N

N
N/

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-y1)-5-(4-phenoxypyridin-3-
yDthiazole-2-carboxamide

TN
N/

;F

(e}

S 0

[ >~

N HN“/\; )
abs N

N\
\N

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-yI)-5-(4-(4-
fluorophenoxy)pyridin-3-yl)thiazole-2-carboxamide

N
N/

S
S 0
[ >~
TR
abs N

\N
N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-y)-5-(4-(phenylthio)pyridin-3-

yvDthiazole-2-carboxamide
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Compound
Number

Compound Structure and Chemical Name

>

S 0
| H
N HN

abs N

N
N/

N
N

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-yI)-5-(4-((4-
fluoropheny)thio)pyridin-3-yl)thiazole-2-carboxamide

N\ NH
N =
S

HN ™
abs N

x\N
N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-yl)-5-(4-(phenylamino)pyridin-

3-yDthiazole-2-carboxamide

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-yI)-5-(4-((4-
fluorophenyl)amino)pyridin-3-ythiazole-2-carboxamide

"/‘\
—

(0]

S 0

[ >~

e
abs N

N

N

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-y1)-5-(3-phenoxypyridin-4-
yvDthiazole-2-carboxamide
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Compound
Number

Compound Structure and Chemical Name

F

N ©
%3\("
N HN

abs

N
N\
\N

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-yI)-5-(3-(4-
fluorophenoxy)pyridin-4-yl)thiazole-2-carboxamide

N Q
N8

HN ™
abs N

N\
\N

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-y1)-5-(3-(phenylthio)pyridin-4-
yDthiazole-2-carboxamide

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-y1)-5-(3-((4-
fluorophenythio)pyridin-4-yl)thiazole-2-carboxamide

r\/l N\ NH
=N s
O
[ >
HNS
N
N\
\N

N-((1R)-3-cyano-3-azabicyclo[3.2.01heptan-1-yI)-5-(3-(phenylamino)pyridin-

4-yDthiazole-2-carboxamide
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Compound
Number

Compound Structure and Chemical Name

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-y1)-5-(3-((4-
fluorophenyl)amino)pyridin-4-y)thiazole-2-carboxamide

L
w%

N-((lR)-3-cyano-3-azabicyclo[3.2.0]heptan-l-yl)-Z‘-phenoxy-[1,1‘-bipheny|]-

4-carboxamide
F

2
w®

N—((lR)—3—cvano—3—azabicvcl0[3.2.0]heptan—l—vl)—Z'—(4—fIuorophenoxv)—[1,1'—

biphenyl]-4-carboxamide

9
#Q\%

N-((lR)-S-cvano-3-azabicvcl0[3.2.0]heptan-l-vl)-2'-(phenv|thio)—[l,1'-
biphenyl]-4-carboxamide

177




Compound
Number

Compound Structure and Chemical Name

F

Q
W%

N—((lR)—S—cvano—S—azabicvclo[3.2.0]heptan—l—vl)—Z'—((4—fIuorophenvl)thio)—
[1,1'-biphenyl]-4-carboxamide

NH
C-0¢
R
abs N
N\

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-yI)-2'-(phenylamino)-[1,1'-
biphenyl]-4-carboxamide

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-y1)-2'-((4-fluorophenyl)amino)-

[1,1'-biphenyl]-4-carboxamide

&
6@

I
abs

N-(( 1R)—3-cvano-3-azab|cvclo[3.2.0]heptan-l-vl)-4-(4-phenoxvpvridin-3-
yvlbenzamide
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Compound
Number

Compound Structure and Chemical Name

F

Q
G\@%

N—((lR)—3—cvano—3—azab|cvclo[3.2.0]heptan—l—vl)—4—(4—(4—
fluorophenoxy)pyridin-3-yl)benzamide

L
@@®

N-((lR)-B-cyano-B-azabicycl0[3.2.0]heptan-1—y|)-4-(4-(pheny|thio)pyridin-3-
yl)benzamide
F

Q
G@

I
abs

N-(( 1R)-3-cyano-3-azab|cyclo[3.2.0]heptan-1-yl)-4-(4-( (4-
fluorophenylthio)pyridin-3-yl)benzamide

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-yl)-4-(4-(phenylamino)pyridin-

3-yDbenzamide
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Compound
Number

Compound Structure and Chemical Name

N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-y1)-4-(4-((4-
fluorophenyl)amino)pyridin-3-yl)benzamide

Q

N-(( 1R)-3-cyano-3-azabicyclo[3.2.0]heptan-l-yl)-4-(3-phenoxypyridin-4-
yl)benzamide
F

2
CH}«

I
abs

N-(( 1R)-3-cyano-3-azab|cyclo[3.2.0]heptan-l-yl)-4-(3-(4-
fluorophenoxy)pyridin-4-yl)benzamide

Y
S\Q\«

I
abs

N-((lR)-3-cvano-3-azabicvclo[3.2.0]heptan-l-vl)-4-(3-(phenv|thio)pvridin-4-

yvlbenzamide
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Compound
Number

Compound Structure and Chemical Name

F

Q

N—((lR)—B—cvano—3—azab|cvclo[3.2.0]heptan—l—vl)—4—(3—((4—
fluorophenythio)pyridin-4-yl)benzamide

N (0]

W
HN ™
abs N

\\N
N-((1R)-3-cyano-3-azabicyclo[3.2.0]heptan-1-yI)-4-(3-(phenylamino)pyridin-

4-ylYbenzamide

F

2
Cﬁ\@%

I
abs

N-(( 1R)-3-cyano-3-azab|cyclo[3.2.0]heptan-1-yl)-4-(3-( (4-
fluorophenyl)amino)pyridin-4-yl)benzamide

@

0]

— (0]

HN., 7
N HN:-% ]
abs N

N
N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-5-(2-phenoxyphenyl)-1H-
pyrazole-3-carboxamide
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Compound
Number

Compound Structure and Chemical Name

>

o]
= o]
HN., 7
N HN:-@
abs N\
\
N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-yl)-5-(2-(4-
fluorophenoxy)phenyl)-1H-pyrazole-3-carboxamide

\\N
N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-5-(2-(phenylthio)phenyl)-1H-

pyrazole-3-carboxamide

HN <,/
N HN:.% )
abs N

N\
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-yI)-5-(2-((4-
fluorophenyl)thio)phenyl)-1H-pyrazole-3-carboxamide

NH
— O
HN <, 7
N HN:-@
abs N\
N
N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-5-(2-(phenylamino)phenyl)-
1H-pyrazole-3-carboxamide
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Compound
Number

Compound Structure and Chemical Name

F

NH
= o]
HN., 7
N HN:-@
abs N\
\
N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-yI)-5-(2-((4-
fluorophenyl)amino)phenyl)-1H-pyrazole-3-carboxamide

o

I
N/
—_— (0]

HN< 7
N HN::@
abs N

x\N
N-((1R)-3-cyano-3-azabicyclo[3.1.0]Jhexan-1-yl)-5-(4-phenoxypyridin-3-yl)-

1H-pyrazole-3-carboxamide

N\
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0Jhexan-1-yI)-5-(4-(4-
fluorophenoxy)pyridin-3-yl)-1H-pyrazole-3-carboxamide

©

S
N/
— (0]

HN. 7
N HN::@
abs

N
N
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-5-(4-(phenylthio)pyridin-3-

v)-1H-pyrazole-3-carboxamide
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Compound
Number

Compound Structure and Chemical Name

F

1
N/
— (0]
V
HN\N

HN::@
abs N

N\
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-yI)-5-(4-((4-
fluorophenythio)pyridin-3-yl)-1H-pyrazole-3-carboxamide

N\ -NH
N =
— O
HN< 7
N HN::@
abs N

N\
N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-5-(4-(phenylamino)pyridin-3-

N
v)-1H-pyrazole-3-carboxamide

; |
7\ ~NH
N —
— O
HN., 7
N HM@
abs

: N
\\N
N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-yI)-5-(4-((4-
fluorophenyl)amino)pyridin-3-y1)-1H-pyrazole-3-carboxamide

&

e
—
— (0]

HN 7
N HN::% ]
abs N\
N
N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]Jhexan-1-y)-5-(3-phenoxypyridin-4-yl)-
1H-pyrazole-3-carboxamide
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Compound
Number

Compound Structure and Chemical Name

HN., 7
N HN::@
abs

N
N
\

N-((1R)-3-cyano-3-azabicyclo[3.1.0JThexan-1-yI)-5-(3-(4-
fluorophenoxy)pyridin-4-yl)-1H-pyrazole-3-carboxamide

©

Y
=
— O
HN, 7
N HN::@
abs N\
\
SN

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-5-(3-(phenylthio)pyridin-4-
yI)-1H-pyrazole-3-carboxamide

N\
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-yI)-5-(3-((4-
fluorophenythio)pyridin-4-yl)-1H-pyrazole-3-carboxamide

HN 7
N HN::@
abs

N
Y
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y)-5-(3-(phenylamino)pyridin-4-

v)-1H-pyrazole-3-carboxamide
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Compound
Number

Compound Structure and Chemical Name

HN. 7
N HN::@
abs

N
N\
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-yI)-5-(3-((4-
fluorophenyl)amino)pyridin-4-y1)-1H-pyrazole-3-carboxamide

¥

HNI-@
abs N

\\N
N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-5-(2-phenoxyphenyl)thiazole-

2-carboxamide

o
S 0
é/ P
N HN:.% )
abs N

N\
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0lhexan-1-yI)-5-(2-(4-
fluorophenoxy)phenylthiazole-2-carboxamide

¥
%M"

N HN:-@
abs

N
Y
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-5-(2-
(phenylthio)phenylthiazole-2-carboxamide
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Compound
Number

Compound Structure and Chemical Name

F

%‘M’

N HN:-@
abs

N
N
\

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-yI)-5-(2-((4-
fluorophenyl)thio)phenyl)thiazole-2-carboxamide

¢

HNI-@
abs N

N\
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-5-(2-
(phenylamino)phenyl)thiazole-2-carboxamide

F

NH
é/ >
N/ HN1 -@
abs N

N\
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-yI)-5-(2-((4-
fluorophenyl)amino)phenyl)thiazole-2-carboxamide

100

P

S o}

| H
N HN::% ]
abs N

N
N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]Jhexan-1-y)-5-(4-phenoxypyridin-3-

N
N/

yvDthiazole-2-carboxamide
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Compound
Number

Compound Structure and Chemical Name

>

%
Y
N HN:,% ]
abs

N
N\
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0lhexan-1-yI)-5-(4-(4-
fluorophenoxy)pyridin-3-yl)thiazole-2-carboxamide

N
N/

102

©

S 0
| H
N HNI,b% ]
abs
N
N\
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-5-(4-(phenylthio)pyridin-3-
yDthiazole-2-carboxamide

N
N/

103

N\
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-yI)-5-(4-((4-
fluoropheny)thio)pyridin-3-yl)thiazole-2-carboxamide

104

7 N\~NH
N —
S o}
[ >~
N HN::@
abs N

N
N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]Thexan-1-y)-5-(4-(phenylamino)pyridin-3-

yvDthiazole-2-carboxamide
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Compound
Number

Compound Structure and Chemical Name

105

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-yI)-5-(4-((4-
fluorophenyl)amino)pyridin-3-ylthiazole-2-carboxamide

106

N Q
N8

HN::@
abs N

N
N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-yl)-5-(3-phenoxypyridin-4-
yDthiazole-2-carboxamide

107

;F
e
=N s
o)
IH
N HM@
abs N

N\
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0Jhexan-1-yI)-5-(3-(4-
fluorophenoxy)pyridin-4-yl)thiazole-2-carboxamide

108

P

S o}

| H
N HN::% ]
abs

N
Y
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-5-(3-(phenylthio)pyridin-4-

"/‘\
—

yvDthiazole-2-carboxamide
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Compound
Number

Compound Structure and Chemical Name

109

F

N ©
%3\%’

N HN::@
abs

N
N\
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-yI)-5-(3-((4-
fluoropheny)thio)pyridin-4-yl)thiazole-2-carboxamide

r\/l N\-NH
=N s
o
| H
N HN::@
abs N

\\N
N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-5-(3-(phenylamino)pyridin-4-

yDthiazole-2-carboxamide

[EEN
[EEN
[EEN

F

l\/l N\NH
=N s
o)
| H
N HM@
abs N

N\
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-yI)-5-(3-((4-
fluorophenyl)amino)pyridin-4-ylthiazole-2-carboxamide

\\N
N-((1R)-3-cyano-3-azabicyclo[3.1.0]Jhexan-1-yl)-2'-phenoxy-[1,1'-biphenyl]-4-

carboxamide
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Compound
Number

Compound Structure and Chemical Name

[EEN
[EEN
w

F

3

O

O~ @

HN: -
ab:

\\N
N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-2'-(4-fluorophenoxy)-[1,1'-

biphenyl]-4-carboxamide

HN

abs

Om

N
N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-2'-(phenylthio)-[1,1'-
biphenyl]-4-carboxamide

[EEN
=
o1

3
m\\

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-2'-((4-fluorophenyl)thio)-
[1,1'-biphenyl]-4-carboxamide

[EEY
[EE
[op}

@

N
N\
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-2'-(phenylamino)-[1,1'-
biphenyl]-4-carboxamide
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Compound
Number

Compound Structure and Chemical Name

F

3

NH

O~ @

HN: -
ab:

N
SN

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-2'-((4-fluorophenyl)amino)-

[1,1'-biphenyl]-4-carboxamide

[EEN
[EEN
e}

o)
HNI:@
abs N\
X
N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]Jhexan-1-y1)-4-(4-phenoxypyridin-3-
yl)benzamide

\_7

[EEN
[EEN
(<o)

(0]

HNI:©
abs N

N
N

N-((1R)-3-cyano-3-azabicyclo[3.1.0Jhexan-1-yI)-4-(4-(4-
fluorophenoxy)pyridin-3-yl)benzamide

\_7

120

0
HNI:@
abs N\
N\
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-4-(4-(phenylthio)pyridin-3-
yvlbenzamide

\_/
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Compound
Number

Compound Structure and Chemical Name

F

3

S

- o)
\
N Y

HNI:@
abs N

N
SN

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-yI)-4-(4-((4-
fluorophenythio)pyridin-3-yl)benzamide

[EEN
N

(o)

HNI:@
abs N

\\N
N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y)-4-(4-(phenylamino)pyridin-3-

\_7

yl)benzamide

HNI:©
abs N

N
N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-yI)-4-(4-((4-
fluorophenyl)amino)pyridin-3-yl)benzamide

124

HNI:@
abs N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-yl)-4-(3-phenoxypyridin-4-
yvlbenzamide

193




Compound
Number

Compound Structure and Chemical Name

125

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-yl)-4-(3-(4-
fluorophenoxy)pyridin-4-yl)benzamide

[EEN
N
[op}

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-y1)-4-(3-(phenylthio)pyridin-4-
yl)benzamide

[EEN
\‘

N (0]

HNI:@
abs N

N
N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]hexan-1-yI)-4-(3-((4-
fluorophenyl)thio)pyridin-4-yl)benzamide

N (0]

HNI:@
abs

N
N\
\N

N-((1R)-3-cyano-3-azabicyclo[3.1.0]Jhexan-1-y1)-4-(3-(phenylamino)pyridin-4-

yvlbenzamide
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Compound

Compound Structure and Chemical Name

Number
F:
NH
129 Ny ?
. e
AN
N
N-((1R)-3-cyano-3-azabicyclo[3.1.0]Jhexan-1-yI)-4-(3-((4-
fluorophenyl)amino)pyridin-4-yl)benzamide
130
N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-yl1)-5-(2-phenoxyphenyl)-1H-
pyrazole-3-carboxamide
F
131 o
e
N\\N
N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-yl)-5-(2-(4-
fluorophenoxy)phenyl)-1H-pyrazole-3-carboxamide
132

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(2-(phenylthio)phenyl)-

1H-pyrazole-3-carboxamide

195




Compound Compound Structure and Chemical Name
Number
133 N P
N HN/@
N
\\N
N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(2-((4-
fluorophenyl)thio)phenyl)-1H-pyrazole-3-carboxamide
NH
HN——/ ©
M N HN/@
N
\\N
N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(2-(phenylamino)phenyl)-
1H-pyrazole-3-carboxamide
F
NH
135 N P
N HN/@
N
\\N
N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(2-((4-
fluorophenylamino)phenyl)-1H-pyrazole-3-carboxamide
136
N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(4-phenoxypyridin-3-yI)-
1H-pyrazole-3-carboxamide

196




Compound

Compound Structure and Chemical Name

Number
137
N-((7R)-2-cyano-2-azabicyclo[2.2.1]1heptan-7-y1)-5-(4-(4-
fluorophenoxy)pyridin-3-yl)-1H-pyrazole-3-carboxamide
N
O
138
HN/@
N
\\N
N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(4-(phenylthio)pyridin-3-
vI)-1H-pyrazole-3-carboxamide
F
N
139 °
HN/@
N
\\N
N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(4-((4-
fluorophenythio)pyridin-3-yl)-1H-pyrazole-3-carboxamide
140

N-((7R)-2-cyano-2-azabicyclo[2.2.11heptan-7-yI)-5-(4-(phenylamino)pyridin-

3-y)-1H-pyrazole-3-carboxamide
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Compound

Compound Structure and Chemical Name

Number
141
N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(4-((4-
fluorophenyl)amino)pyridin-3-y1)-1H-pyrazole-3-carboxamide
6]
142
HN/@
N
\\N
N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(3-phenoxypyridin-4-yI)-
1H-pyrazole-3-carboxamide
F
143 °
HN/@
N
\\N
N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(3-(4-
fluorophenoxy)pyridin-4-yl)-1H-pyrazole-3-carboxamide
144

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y)-5-(3-(phenylthio)pyridin-4-

v)-1H-pyrazole-3-carboxamide
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Compound

Compound Structure and Chemical Name

Number
145
N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(3-((4-
fluorophenythio)pyridin-4-yl)-1H-pyrazole-3-carboxamide
6]
146
HN/@
N
\\N
N-((7R)-2-cyano-2-azabicyclo[2.2.11heptan-7-yI)-5-(3-(phenylamino)pyridin-
4-yI)-1H-pyrazole-3-carboxamide
F
147 °
HN/@
N
\\N
N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(3-((4-
fluorophenylamino)pyridin-4-y1)-1H-pyrazole-3-carboxamide
(o]
S
(6]
148 i/ ~(

N
HN/@

N
N\
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-yl)-5-(2-
phenoxyphenylthiazole-2-carboxamide
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Compound
Number

Compound Structure and Chemical Name

149

N/
HN/@

N
X
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(2-(4-

fluorophenoxy)phenylthiazole-2-carboxamide

N/
HN/@

N
N\
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-yl)-5-(2-
(phenylthio)phenylthiazole-2-carboxamide

e

N
HN/@

N
N\
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(2-((4-

fluorophenyl)thio)phenyl)thiazole-2-carboxamide

NH
77}3
/ 6]

N
N\
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-yl)-5-(2-
(phenylamino)phenyl)thiazole-2-carboxamide
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Compound
Number

Compound Structure and Chemical Name

N/
HN/@

N
X
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(2-((4-
fluorophenyl)amino)phenyl)thiazole-2-carboxamide

I \—0
N —

S
/ O
b
HN/@

N
N\
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(4-phenoxypyridin-3-
vDthiazole-2-carboxamide

7N
N/
/

;F
o
S o
N/

H

)\(
'@

N
N\
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(4-(4-
fluorophenoxy)pyridin-3-yl)thiazole-2-carboxamide

7N
N/

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y)-5-(4-(phenylthio)pyridin-3-

yvDthiazole-2-carboxamide
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Compound
Number

Compound Structure and Chemical Name

HN/@

N
X
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(4-((4-
fluoropheny)thio)pyridin-3-yl)thiazole-2-carboxamide

HN/@

N
N\
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.11heptan-7-yI)-5-(4-(phenylamino)pyridin-

3-yDthiazole-2-carboxamide

Nand
HN/@

N
N\
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(4-((4-
fluorophenylamino)pyridin-3-yDthiazole-2-carboxamide

',“\:Q
%f}\("

N
HN/@

N
N\
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.11heptan-7-y1)-5-(3-phenoxypyridin-4-
yvDthiazole-2-carboxamide
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Compound Structure and Chemical Name

[EEN
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HN/@

N
X
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(3-(4-
fluorophenoxy)pyridin-4-yl)thiazole-2-carboxamide

7\9
%3\(0

N
HN/@

N
N\
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y)-5-(3-(phenylthio)pyridin-4-
vDthiazole-2-carboxamide

F

/ i‘)\(o

N
HN/@

N
N\
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(3-((4-
fluorophenythio)pyridin-4-ythiazole-2-carboxamide

N-((7R)-2-cyano-2-azabicyclo[2.2.11heptan-7-yI)-5-(3-(phenylamino)pyridin-

4-yDthiazole-2-carboxamide
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Compound
Number

Compound Structure and Chemical Name

HN/@

N
X
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-5-(3-((4-
fluorophenyl)amino)pyridin-4-y)thiazole-2-carboxamide

L

(e
G0y,

N
N
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-yI)-2'-phenoxy-[1,1'-biphenyl]-

4-carboxamide

F

J

(o o
Fog,

N
N\
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-yl)-2'-(4-fluorophenoxy)-[1,1'-
biphenyl]-4-carboxamide

&

S

N
N
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-yI)-2'-(phenylthio)-[1,1'-
biphenyl]-4-carboxamide
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Compound Structure and Chemical Name

F

3

S,

N
Y
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-yI)-2'-((4-fluorophenyl)thio)-
[1,1'-biphenyl]-4-carboxamide

o

N

N
N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-yl)-2'-(phenylamino)-[1,1'-
biphenyl]-4-carboxamide

[EEN
[N

F

s

N
Y
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-2'-((4-fluorophenyl)amino)-

[1,1'-biphenyl]-4-carboxamide

[EEN
N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-4-(4-phenoxypyridin-3-
yvlbenzamide

205




Compound
Number

Compound Structure and Chemical Name

F
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e

N
Y
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-4-(4-(4-
fluorophenoxy)pyridin-3-yl)benzamide

o

S

\

N
N\
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-4-(4-(phenylthio)pyridin-3-
yl)benzamide

[EEN
\‘
o1

N/ 0

e

N
Y
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-4-(4-((4-
fluorophenythio)pyridin-3-yl)benzamide
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\
N 7 0o

e

N
N\
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-yl)-4-(4-(phenylamino)pyridin-

3-yDbenzamide
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Number

Compound Structure and Chemical Name
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e

N
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\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-4-(4-((4-
fluorophenyl)amino)pyridin-3-yl)benzamide

[EEN
\‘
e}

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-4-(3-phenoxypyridin-4-
yl)benzamide

[EEN
(o]

HN/@

N
Y
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-4-(3-(4-
fluorophenoxy)pyridin-4-yl)benzamide
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S
N —
Q\Q\(o
HN,@

N
N\
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-4-(3-(phenylthio)pyridin-4-

yvlbenzamide

207




Compound Compound Structure and Chemical Name

Number
F <
S
N —
181 \ o]
HN/@
N\\N
N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-4-(3-((4-
fluorophenythio)pyridin-4-yl)benzamide
NH
=
\ 0
182 HN/@

N
N\
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-yl)-4-(3-(phenylamino)pyridin-
4-yl)benzamide

HN/@

N
Y
\N

N-((7R)-2-cyano-2-azabicyclo[2.2.1]heptan-7-y1)-4-(3-((4-
fluorophenyl)amino)pyridin-4-yl)benzamide

1346. A pharmaceutical composition comprising the compound of any one of claims 1-1245, or
a pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable carrier.

1447. Use of a compound of any one of claims 1-12, or a pharmaceutically acceptable salt

thereof, or a pharmaceutical composition of claim 13, in the manufacture of a medicament for A

methed-of-inhibiting USP30 in a patient in need thereof-cemprising-administering-to-the-patient
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1548. Use of a compound of any one of claims 1-12, or a pharmaceutically acceptable salt

thereof, or a pharmaceutical composition of claim 13, in the manufacture of a medicament for A

methed-of-treating a neurodegenerative disorder in a patient in need thereof,-cemprising

49— The-method-ef-claim-48,-optionally wherein the neurodegenerative disorder is

Parkinson’s disease.

16. A compound of any one of claims 1-12, or a pharmaceutically acceptable salt thereof, or

a pharmaceutical composition of claim 13, for use in therapy.
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