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DIHYDROBENZOFURAN AND INDEN ANALOGS AS CARDIAC SARCOMERE INHIBITORS

CROSS-REFERENCE TO RELATED APPLICATIONS

{6601} This application claims priority to U.S. Provisional Application No. 62/619,643,
fited Januarv 19, 2018, entitled “CARDIAC SARCOMERE INHIBITORS and U 8.
Provisional Application No. 62/745,724, filed October 135, 2018, entitled “CARDIAC
SARCOMERE INHIBITORS,” the contents of which are hereby incorporated by reference in
their entirety for all purposes.

FIELD

606021 Provided herein are heterocyclic compounds, pharmaceutical compositions
comprising such compounds, and methods of treating various cardiac diseases and conditions

with such compounds.

BACKGROUND

{6603} The disclosure relates to certain chemical entities that selectively modulate
the cardiac sarcornere, and specifically to certain chemical entities, pharmaceutical

cormpositions and methods for treating various cardiac diseases and conditions.

[06004] The cardiac sarcomere is composed of a network of contractile and structural
proteins that regulate cardiac muscle function. The components of the cardiac

sarcomere present targets for the treatment of various cardiac diseases and conditions, for
example by increasing contractility or facilitating complete relaxation to modulate systolic
and diastolic function, respectively. The force and speed of cardiac muscle contraction is a
major determinant of organ function and is modulated by the cycheal interactions of actin and
myosin. Regulation of actin and myosin binding is deternuned by a network of myofilament
regulatory proteins and the level of intracellular Ca™. The troponin complex and tropomyosin
are thin filament proteins which govern the availability of actin binding sites, and the
essential and regulatory light chains, and myosin binding protein C modulate the position and

mechanical properties of myosin.
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[B00S] Abnormalities in the cardiac sarcomere have been identified as the driving cause
for a variety of cardiac diseases and conditions, such as hyvpertrophic cardiomy opathy (HUM)
and heart {faitore with preserved ejection fraction (HFpEF). Mutations in the proteins of the
sarcomere cause disease by rendering the cardiac muscle either “hyper” or “hypo’ contractile.
Modulators of the cardiac sarcomere can be used 1o rebalance contractiiity and stop or reverse

the course of disease.

[(006] Current agents that target the cardiac sarcomere, such as inotropes (drugs that
mcrease the contractile ahility of the heart) are poorly selective for cardiac tissue, which leads
to recognized adverse effects that limut their use. These adverse effects include cell damage
caused by an increased rate of energy expendiiure, exacerbation of relaxation abnormaliiies,
and potential arrhythmogenic side effects that may result from increased cytosolic Cat+ and
cyclic AMP concentrations in the inotropically stimulated myvocardium. Given the
fimitations of current agents, new approaches are needed to improve cardiac function in HCM

and HFpEF.

{0067} There reroains a great need for agents that exploit new mechamsims of action and
may have better outcomes in terms of relief of symptoms, safety, and patient mortality, both
short-term and long-term. New agents with an improved therapeutic index over current
agents will provide a means to achieve these clinical outcomes. The selectivity of agenis
directed at the cardiac sarcomere (for example, by targeting cardiac myosin) has been
identified as an important means to achieve this improved therapeutic index. The present
disclosure provides such agents (particularly cardiac sarcomere inhibitors) and methods for
thetr use. These agenis are selective allosteric inhibitors of cardiac mvosin that have little to
no effect on smooth muscle myosin. Benefits of these compounds include a wider
therapeutic index, less impact on cardiac relaxation, better pharmacokinetics, and better
safety.

(6608} The present disclosure provides chemical entities, pharmaceutical compositions
and methods for the treatment of heart fatlure including HCM and HFpEF. The composttions

are inhibitors of the cardiac sarcomere, for example, inhibitors of cardiac myosin,



SUMMARY

[0008a] In an aspect of the present disclosure, there is provided a compound of Formula (1),

or a pharmaceutically acceptable salt thereof:

R?  G4-G,
Nady
=G; HN—
R3 Z-B
(1,
wherein:
G is -CR*R>-;
G2 is a bond;
Gs is -CR8-;

R, R3 R* R®, and R® are each independently H, C1-Cs alkyl, halo, or
hydroxyl;

R? is H, C2>-Cs alkyl, halo, or hydroxyl;
Z is a bond,

A is 5- or 6- membered heteroaryl comprising at least one annular N atom,
wherein the 5- or 6- membered heteroaryl is unsubstituted or substituted with one or

more R0 substituents;

each R is independently selected from the group consisting of substituted or
unsubstituted C1-Cs alkyl, substituted or unsubstituted C»-Cs alkenyl, substituted or
unsubstituted C,-Cs alkynyl, substituted or unsubstituted cycloalkyl, substituted or
unsubstituted heterocycloalkyl, and —C(O)OR?;

B is heteroaryl, wherein the heteroaryl of B is unsubstituted or substituted with

one or more R!! substituents:

each R is independently selected from the group consisting of substituted or
unsubstituted heterocycloalkyl, substituted or unsubstituted heteroaryl, substituted or

unsubstituted cycloalkyl, substituted or unsubstituted aryl, unsubstituted C:-Cs alkyl,



C1-Cs alkyl substituted with one or more R*? substituents, substituted or unsubstituted
C,-Cs alkenyl, substituted or unsubstituted C,-Cs alkynyl, halo, -OR®, -C(O)R®, —

C(O)ORY, oxo, and —NR°R";

each R*? is independently selected from the group consisting of halo, -OR®, —

C(O)RY, -C(0)OR", and —C(O)NR'R’; and

each R R®, R®, RY R¢, R, RY, R", R, and R! is independently H or C1-Cs alkyl.

[0008Db] In another aspect of the present disclosure, there is provided a compound, or a
pharmaceutically acceptable salt thereof, wherein the compound is selected from the group

consisting of:

Structure Name
YN 0

O N 2-methyl-N-(5-(5-methyl-1,2,4-

“N H = / oxadiazol-3-yl)-2,3-dihydro-1H-

NN inden-1-yl)isonicotinamide;

F
F N 0] .

/\// >_CQ N-(5-(5-(difluoromethyl)-1,2 4-

O~/ NN = oxadiazol-3-yl)-2,3-dihydro-1H-
N '/\l inden-1-yl)-2-methylisonicotinamide;

N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-1-methyl-1H-imidazole-
5-carboxamide;

N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-1-methyl-1H-pyrazole-4-
carboxamide;

2-chloro-N-(5-(5-(difluoromethyl)-
1,2,4-oxadiazol-3-yl)-2,3-dihydro-
1H-inden-1-yl)thiazole-5-
carboxamide;

N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-2-methyloxazole-5-
carboxamide;
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N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-2-methylthiazole-5-

F N/>\ carboxamide;
o*‘@ o N-(5-(5-(difluoromethyl)-1,2,4-
F Y&N N s oxadiazol-3-yl)-2,3-dihydro-1H-
L Ho P inden-1-yl)thiazole-5-carboxamide;
N
o-N o N-(5t(5-(difluoromethyl)-1,2,4-
> N oxadiazol-3-yl)-2,3-dihydro-1H-
F\(kN H O> inden-1-yl)-4-methyloxazole-5-
F N carboxamide;
o-N 0 N-(5j(5-(difluoromethyl)-1,2,4-
) N oxadiazol-3-yl)-2,3-dihydro-1H-
F\X\ N H ’O>\ inden-1-yl)-2,4-dimethyloxazole-5-
E N carboxamide;
o-N 0 N-(5t(5-(difluoromethyl)-l,2,4-
> N oxadiazol-3-yl)-2,3-dihydro-1H-
F\(kN H /N\N inden-1-yl)-2-ethyl-5-methyl-2H-
F >N\ 1,2,3-triazole-4-carboxamide;
o-N 0 4-cyclopropyl-N-(5-(5-
D (difluoromethyl)-1,2,4-oxadiazol-3-
F\H\N N = yl)-2,3-dihydro-1H-inden-1-
E o\//N yl)oxazole-5-carboxamide;

N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-2,5-dimethyloxazole-4-
carboxamide;

N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-6-methylpyrazine-2-
carboxamide;

N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-2,6-
dimethylisonicotinamide;
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N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-3-ethyl-1-methyl-1H-
pyrazole-4-carboxamide;

o-N e} N-(5-(5-(difluoromethyl)-1,2,4-
) N \ oxadiazol-3-yl)-2,3-dihydro-1H-
F\H\ N Ho N inden-1-yl)-2-methylpyrimidine-4-
F _N carboxamide;
o-N 0 N-(5-(5-(difluoromethyl)-1,2,4-
> N oxadiazol-3-yl)-2,3-dihydro-1H-
F\X\N H 17— inden-1-yl)-1,5-dimethyl-1H-
F \NfN\ pyrazole-4-carboxamide;
o-N 0 N-(5-(5-(difluoromethyl)-1,2,4-
) N oxadiazol-3-yl)-2,3-dihydro-1H-
F\H\N H ™ inden-1-yl)-1,3-dimethyl-1H-
E \NfN‘ pyrazole-4-carboxamide;
N 0 N-(5-(5-(difluoromethyl)-1,2,4-
N 5 oxadiazol-3-y1)-2,3-dihydro-1H-
F\H\N H ’ N, inden-1-yl)-1-ethyl-1H-pyrazole-5-
F N carboxamide;
o-N, O y N-(5-(5-(difluoromethyl)-1,2,4-
£ <\ N N oxadiazol-3-yl)-2,3-dihydro-1H-
Ho ] N inden-1-yl)-1,3-dimethyl-1H-
F pyrazole-5-carboxamide;
o-N 0]
> N (R)-2-methyl-N-(5-(5-methyl-1,2,4-
N Ho N oxadiazol-3-yl)-2,3-dihydro-1H-
_N inden-1-yl)isonicotinamide;
-N o]
T @N (R)-N-(5-(5-(difluoromethyl)-1,2,4-
F\(L N HoJ N oxadiazol-3-yl)-2,3-dihydro-1H-
F _N inden-1-yl)-2-methylisonicotinamide;
_N o]
\o/\ )—CQ\N 2-amino-N-(5-(5-methyl-1,2,4-
N Ho N oxadiazol-3-yl)-2,3-dihydro-1H-
=N inden-1-yl)isonicotinamide;
H,N
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YN)—CQ 7 3-methyl-N-(5-(5-methyl-1,2,4-
O-N i Q oxadiazol-3-yl)-2,3-dihydro-1H-
N inden-1-yl)isoxazole-5-carboxamide;
N @ o N-(5-(5-(difluoromethyl)-1,2,4-
7N / oxadiazol-3-yl)-2,3-dihydro-1H-
F\H*N N ’ N, inden-1-yl)-1-methyl-1H-pyrazole-5-
F N carboxamide;
o N @ o N-(5-(5-(difluoromethyl)-1,2,4-
> oxadiazol-3-yl)-2,3-dihydro-1H-
FYLN N B inden-1-yl)-5,6-dihydro-4H-
F N'N pyrrolo[1,2-b]pyrazole-3-
carboxamide;
O’N@ 9 N-(5-(5-(difluoromethyl)-1,2,4-
F \(‘QN H N oxadiazol-3-yl)-2,3-dihydro-1H-
/ N inden-1-yl)-6-methylpyridazine-4-
F =N carboxamide;
oN @ o N-(5-(5-(difluoromethyl)-1,2,4-
) N oxadiazol-3-yl)-2,3-dihydro-1H-
F\H\ N H/ZS//AN inden-1-yl)-3-methylpyrazine-2-
F N __ carboxamide;
o*‘@ 0 N-(5-(5-(difluoromethyl)-1,2,4-
F YL\N N L oxadiazol-3-yl)-2,3-dihydro-1H-
L o N inden-1-yl)-2-methylnicotinamide;
—
,N@ o RF N-(5-(5-(difluoromethyl)-1,2,4-
07\ oxadiazol-3-yl)-2,3-dihydro-1H-
F\H*N N N inden-1-yl)-1-methyl-3-
E N (trifluoromethy!)-1H-pyrazole-4-
\ carboxamide;
-N 0]
- T @NM N-(5-(5-(difluoromethyl)-1,2,4-
\(LN H T SN oxadiazol-3-yl)-2,3-dihydro-1H-
F N~ inden-1-yl)-3,5-dimethylpyrazine-2-

carboxamide;
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2-hydroxy-N-(5-(5-methyl-1,2,4-

N
H /\ oxadiazol-3-yl)-2,3-dihydro-1H-
_N inden-1-yl)isonicotinamide;
HO
\(/N O 2-methyl-N-(5-(5-methyl-1,2,4-
O\N/ N oxadiazol-3-yl)-2,3-dihydro-1H-
H Nl N\ inden-1-yl)-2H-1,2,3-triazole-4-
\l\{’ carboxamide;

1,2-dimethyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-1H-imidazole-5-
carboxamide;

5-methyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)isoxazole-4-carboxamide;

1,3-dimethyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-1H-pyrazole-5-
carboxamide;

(R)-2-methyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)oxazole-5-carboxamide;

O/N@ 0 N-(5-_(5-(difluoromethyl)-1,2,4-
\ oxadiazol-3-yl)-2,3-dihydro-1H-
F\H*N ﬂ/lkﬂ\m inden-1-yl)-1H-pyrazole-5-
- N carboxamide;
o-N @ o N-(5-(5-(difluoromethyl)-1,2,4-
> N oxadiazol-3-yl)-2,3-dihydro-1H-
F\H\N H/Z%\ inden-1-yl)-1H-pyrazole-4-
F \NfNH carboxamide;
o*‘@ 0 4-methyl-N-(5-(5-methyl-1,2,4-
=<\ N 0 oxadiazol-3-yl)-2,3-dihydro-1H-
Ho |l /> inden-1-yl)oxazole-5-carboxamide;
N

3e




4-cyclopropyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)oxazole-5-carboxamide;

2,4-dimethyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)oxazole-5-carboxamide;

1,5-dimethyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-1H-pyrazole-4-
carboxamide;

1,3-dimethyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-1H-pyrazole-4-
carboxamide;

1-ethyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-1H-pyrazole-5-
carboxamide;

N-(5-(5-methyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-5,6-
dihydro-4H-pyrrolo[1,2-b]pyrazole-
3-carboxamide;

N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-3-methylpicolinamide;

3-methyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)picolinamide;

N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-4-methylthiazole-2-
carboxamide;
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N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-1,2-dimethyl-1H-
imidazole-5-carboxamide;

1-(5-(5-methyl-1,2,4-oxadiazol-3-yl)-
2,3-dihydro-1H-inden-1-yl)-3-
(pyridin-3-yl)urea;

4-methyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)thiazole-2-carboxamide;

2-methyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-2H-tetrazole-5-
carboxamide;

1-methyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-1H-pyrazole-5-
carboxamide;

(R)-1-methyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-1H-pyrazole-4-
carboxamide;

N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-4-methylpicolinamide;

4-methyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)picolinamide;

N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-3-methyl-1H-pyrazole-4-
carboxamide;

39




3-methyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-1H-pyrazole-4-
carboxamide;

(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-3-methyl-1H-pyrazole-4-
carboxamide;

(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-5-methylisoxazole-4-
carboxamide;

N-(5-(5-cyclopropyl-1,2,4-oxadiazol-
3-yl)-2,3-dihydro-1H-inden-1-yl)-
1,3-dimethyl-1H-pyrazole-4-
carboxamide;

(3-(2-(1,3-dimethyl-1H-pyrazole-4-
carboxamido)-2,3-dihydro-1H-inden-
5-yl)-1,2,4-oxadiazol-5-yl)methyl
acetate;

N-(5-(5-isopropyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1,3-
dimethyl-1H-pyrazole-4-
carboxamide;

N-(5-(5-(methoxymethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-1,3-dimethyl-1H-
pyrazole-4-carboxamide;

(1S)-1-(3-(2-(1,3-dimethyl-1H-
pyrazole-4-carboxamido)-2,3-
dihydro-1H-inden-5-yl)-1,2,4-
oxadiazol-5-yl)ethyl acetate;
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methyl 3-(1-(1,3-dimethyl-1H-
pyrazole-4-carboxamido)-2,3-
dihydro-1H-inden-5-yl)-1,2,4-
oxadiazole-5-carboxylate;

N-(5-(5-(hydroxymethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-1,3-dimethyl-1H-
pyrazole-4-carboxamide;

N-(5-(5-((S)-1-hydroxyethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-1,3-dimethyl-1H-
pyrazole-4-carboxamide;

N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-2-methyl-2H-tetrazole-5-
carboxamide;

(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-2-methyl-2H-tetrazole-5-
carboxamide;

N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-2-methyl-2H-1,2,3-
triazole-4-carboxamide;

N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-5-methyl-1,2,4-
oxadiazole-3-carboxamide;

1-(5-(5-methyl-1,2,4-oxadiazol-3-yl)-
2,3-dihydro-1H-inden-1-yl)-3-
(pyridin-4-yl)urea;
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1-(5-(5-methyl-1,2,4-oxadiazol-3-yl)-
2,3-dihydro-1H-inden-1-yl)-3-
(pyrazin-2-yl)urea;

5-methyl-N-(5-(5-methyl-1,2,4-

oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-1,2,4-oxadiazole-3-

carboxamide;

4-methyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-

N inden-1-yl)isoxazole-5-carboxamide;
[/ inden-1-yl)i le-5-carb id
/N@ a 3-methyl-N-(5-(5-methyl-1,2,4-
O~/ NTN\ oxadiazol-3-yl)-2,3-dihydro-1H-
H . 0 inden-1-yl)isoxazole-4-carboxamide;
N
/
\ N (R)-N-(5-(5-(difluoromethyl)-1,2,4-
o-N H T(L< oxadiazol-3-yl)-2,3-dihydro-1H-
— o inden-1-yl)-1,3-dimethyl-1H-
F\(L N © pyrazole-4-carboxamide;
F
/
\ N (R)-N-(5-(5-(difluoromethyl)-1,2,4-
o-N H 7 oxadiazol-3-yl)-2,3-dihydro-1H-
— o inden-1-yl)-1,5-dimethyl-1H-
F\(L N © pyrazole-4-carboxamide;
F
| N
o-N H N (R)-N-(5-(5-(difluoromethyl)-1,2,4-
— > \ oxadiazol-3-yl)-2,3-dihydro-1H-
F\H\N O inden-1-yl)-1-methyl-1H-pyrazole-5-
F carboxamide;
B
o-N H o] (R)-N-(5-(5-(difluoromethyl)-1,2,4-
> > oxadiazol-3-yl)-2,3-dihydro-1H-
F\(LN 0 inden-1-yl)-4-methylisoxazole-5-
F carboxamide;
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N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-

Ho N inden-1-yl)-2-
—N hydroxyisonicotinamide;
HO
N 0 N 1-(5-(5-methyl-1,2,4-oxadiazol-3-yl)-

2,3-dihydro-1H-inden-1-yl)-3-
(pyrimidin-5-yl)urea;

1-(5-(5-methyl-1,2,4-oxadiazol-3-yl)-
2,3-dihydro-1H-inden-1-yl)-3-

H N (pyridazin-3-yl)urea;
_N o} _ 1-(5-(5-methyl-1,2,4-oxadiazol-3-yl)-
o NJ( | 2,3-dihydro-1H-inden-1-y1)-3-
N H N S\ (pyrimidin-4-yl)urea;
F
F/H//N O . .
@ 2-amino-N-(5-(5-(difluoromethyl)-
O-N N N 1,2 4-oxadiazol-3-yl)-2,3-dihydro-
_N 1H-inden-1-yl)isonicotinamide;
H,N
F
o (R)-N-(5-(5-(difluoromethyl)-1,2,4-
F /N@ oxadiazol-3-yl)-2,3-dihydro-1H-
O\N/ H o} inden-1-yl)-2-methyloxazole-5-
| />\ carboxamide;
N
F
FJ\(/N o (R)-N-(5-(5-(difluoromethyl)-1,2,4-
/ N / oxadiazol-3-yl)-2,3-dihydro-1H-
O-N Ho inden-1-yl)-1,3-dimethyl-1H-

pyrazole-5-carboxamide;

Iz

N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-3-methylisoxazole-5-
carboxamide;
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N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-4-methylisoxazole-5-
carboxamide;

N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-4-methylisoxazole-3-
carboxamide;

4-methyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)isoxazole-3-carboxamide;

(R)-1,3-dimethyl-N-(5-(5-methyl-
1,2,4-oxadiazol-3-yl)-2,3-dihydro-
1H-inden-1-yl)-1H-pyrazole-5-
carboxamide;

(R)-1-methyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-1H-pyrazole-5-
carboxamide;

1-(5-(5-methyl-1,2,4-oxadiazol-3-yl)-
2,3-dihydro-1H-inden-1-yl)-3-
(pyridin-2-yl)urea;

1-(5-(5-methyl-1,2,4-oxadiazol-3-yl)-
2,3-dihydro-1H-inden-1-yl)-3-
(pyrimidin-2-yl)urea;

(R)-1,3-dimethyl-N-(5-(5-methyl-
1,2,4-oxadiazol-3-yl)-2,3-dihydro-
1H-inden-1-yl)-1H-pyrazole-4-
carboxamide;

(R)-2,4-dimethyl-N-(5-(5-methyl-
1,2,4-oxadiazol-3-yl)-2,3-dihydro-
1H-inden-1-yl)oxazole-5-
carboxamide;

3l




(R)-4-methyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)isoxazole-5-carboxamide;

(R)-N-(5-(5-(methoxymethyl)-1,2,4-

N
(OJAN
o-N H ﬁ oxadiazol-3-yl)-2,3-dihydro-1H-
J* N - inden-1-yl)-4-methylisoxazole-5-
0 N 0O carboxamide;
o™ (R)-N-(5-(5-cyclopropyl-1,2,4-
O/N\ H ﬁ oxadiazol-3-yl)-2,3-dihydro-1H-
= > < 2: inden-1-yl)-4-methylisoxazole-5-
%\ N o carboxamide;

(R)-N-(5-(5-isopropyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-4-methylisoxazole-5-
carboxamide;

(R)-4-methyl-N-(5-(5-(oxetan-3-yl)-
1,2,4-oxadiazol-3-yl)-2,3-dihydro-
1H-inden-1-yl)isoxazole-5-
carboxamide;

/
/N> N-(5-(5-(difluoromethyl)-1,2 4-
o-N § T(LN/ oxadiazol-3-yl)-2,3-dihydro-1H-
> inden-1-yl)-1-methyl-1H-1,2 4-
F\(LN%% o triazole-3-carboxamide:
F
N/r\{ 1-methyl-N-(5-(5-methyl-1,2,4-
N H | /> oxadiazol-3-yl)-2,3-dihydro-1H-
07\ N{\N inden-1-yl)-1H-1,2,4-triazole-3-
=N o) carboxamide;
~,-N

1-methyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-1H-1,2 4-triazole-5-
carboxamide;

N-((R)-5-(5-((S)-1-methoxyethyl)-
1,2,4-oxadiazol-3-yl)-2,3-dihydro-
1H-inden-1-yl)-4-methylisoxazole-5-
carboxamide;

3m




N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-3-methyl-1,2,4-
oxadiazole-5-carboxamide;

3-methyl-N-(5-(5-methyl-1,2,4-

oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-1,2,4-oxadiazole-5-

carboxamide;

N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-3-methylisoxazole-4-
carboxamide;

2-methyl-N-(5-(3-methyl-1,2,4-
oxadiazol-5-yl)-2,3-dihydro-1H-
inden-1-yl)isonicotinamide;

(R)-2-methyl-N-(5-(3-methyl-1,2,4-
oxadiazol-5-yl)-2,3-dihydro-1H-
inden-1-yl)isonicotinamide;

N-(5-(3-(difluoromethyl)-1,2,4-
oxadiazol-5-yl)-2,3-dihydro-1H-
inden-1-yl)-2-methylisonicotinamide;

(R)-N-(5-(3-(difluoromethyl)-1,2,4-
oxadiazol-5-yl)-2,3-dihydro-1H-
inden-1-yl)-2-methylisonicotinamide;

2-methyl-N-(5-(2-methyloxazol-5-
yl)-2,3-dihydro-1H-inden-1-
ylisonicotinamide;

(R)-2-methyl-N-(5-(2-methyloxazol-
5-yl)-2,3-dihydro-1H-inden-1-
ylisonicotinamide;
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(R)-2-methyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-2H-tetrazole-5-
carboxamide;

2-methyl-N-(5-(5-methylisoxazol-3-
yl)-2,3-dihydro-1H-inden-1-
yl)isonicotinamide;

(R)-2-methyl-N-(5-(5-
methylisoxazol-3-yl)-2,3-dihydro-
1H-inden-1-yl)isonicotinamide;

(R)-2-methyl-N-(5-(5-methyloxazol-
2-yl)-2,3-dihydro-1H-inden-1-
yl)isonicotinamide;

2-methyl-N-(5-(5-methyloxazol-2-
yl)-2,3-dihydro-1H-inden-1-
yl)isonicotinamide;

(R)-N-(5-(5-cyclopropyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-2-methyl-2H-tetrazole-5-
carboxamide;

(R)-N-(5-(5-isopropyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-2-methyl-2H-tetrazole-5-
carboxamide;

(R)-N-(5-(5-cyclobutyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-2-methyl-2H-tetrazole-5-
carboxamide;

30




(R)-N-(5-(5-(methoxymethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-

i inden-1-yl)-2-methyl-2H-tetrazole-5-
\l\{ carboxamide;
0\ 0 2-methyl-N-(5-(2-methyloxazol-4-
P NTN A yl)-2,3-dihydro-1H-inden-1-
/ yl)isonicotinamide;
=N
o@ o (R)-2-methyl-N-(5-(2-methyloxazol-
P N 4-yl)-2,3-dihydro-1H-inden-1-
N H N ORI .
/ yl)isonicotinamide;
=N
SNy-N 0 (R)-2-methyl-N-(5-(2-methyl-2H-
Ne N N tetrazol-5-yl)-2,3-dihydro-1H-inden-
°N HoJ N 1-yl)isonicotinamide;
=N
\I}I’N@ o 2-methyl-N-(5-(2-methyl-2H-
Ny N N tetrazol-5-yl)-2,3-dihydro-1H-inden-
Hol 1-yl)isonicotinamide;
=N
\I}I’N@/ 0 (S)-2-methyl-N-(5-(2-methyl-2H-
N=y ‘N N tetrazol-5-yl)-2,3-dihydro-1H-inden-
Hol 1-yl)isonicotinamide;
=N
/
N\N (R)-N-(5-(5-cyclobutyl-1,2,4-
o-N Hoo )l oxadiazol-3-yl)-2,3-dihydro-1H-
N N inden-1-y1)-1,3-dimethyl-1H-
D/\ N o pyrazole-4-carboxamide;
/
N\N (R)-N-(5-(5-cyclobutyl-1,2,4-
o N Hoo )l oxadiazol-3-y1)-2,3-dihydro-1H-
8 N inden-1-yl)-1,5-dimethyl-1H-
D/\ N o) pyrazole-4-carboxamide;
/
N\N (R)-N-(5-(5-isopropyl-1,2,4-
o-N H |, oxadiazol-3-yl)-2,3-dihydro-1H-
8 SN inden-1-y1)-1,3-dimethyl-1H-
\K\N O pyrazole-4-carboxamide;
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(R)-N-(5-(5-cyclopropyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-1,5-dimethyl-1H-
pyrazole-4-carboxamide;

/

N\N (R)-N-(5-(5-cyclopropyl-1,2,4-
oN Hool oxadiazol-3-yl)-2,3-dihydro-1H-
8 SN inden-1-y1)-1,3-dimethyl-1H-

«LN O pyrazole-4-carboxamide;
NN (R)-4-methyl-N-(5-(5-methyl-1,2,4-
o-N ¥ \ N oxadiazol-3-yl)-2,3-dihydro-1H-
/Q S > \ inden-1-yl)-4H-1,2,4-triazole-3-
N 0 carboxamide;
-N
’ NS (R)-N-(5-(5-(difluoromethyl)-1,2,4-
o-N N N oxadiazol-3-yl)-2,3-dihydro-1H-
N N \ )
F j%\"‘ 0 inden-1-yl)-4-methyl-4H-1,2,4-
triazole-3-carboxamide;
F
F
F _ 0 N-(5-(5-(difluoromethyl)isoxazol-3-
O N yl)-2,3-dihydro-1H-inden-1-yl)-2-
“N Ho TN methylisonicotinamide;
=N
F
. (R)-N-(5-(5-
I (difluoromethyl)isoxazol-3-yl)-2,3-
O~/ N N dihydro-1H-inden-1-y1)-2-
/ | methylisonicotinamide;
F
= 0 N-(5-(3-(difluoromethyl)isoxazol-5-
I N y1)-2,3-dihydro-1H-inden-1-y1)-2-
-0 HoJf N methylisonicotinamide;
=N
F
E \ 0 (R)-N-(5-(3-
N N (difluoromethyl)isoxazol-5-yl)-2,3-
0 Ho TN dihydro-1H-inden-1-yl)-2-
_N methylisonicotinamide;
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(R)-2-methyl-N-(5-(4-methyloxazol-
2-yl)-2,3-dihydro-1H-inden-1-
yl)isonicotinamide;

2-methyl-N-(5-(4-methyloxazol-2-
yl)-2,3-dihydro-1H-inden-1-
yl)isonicotinamide;

1-methyl-N-((1R)-5-(5-(oxetan-2-yl)-
1,2,4-oxadiazol-3-yl)-2,3-dihydro-
1H-inden-1-yl)-1H-pyrazole-5-
carboxamide;

\

O
gf
z

Iz

Z\

(R)-N-(5-(5-(methoxymethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-1-methyl-1H-pyrazole-5-
carboxamide;

o-N o (R)-N-(5-(5-(methoxymethyl)-1,2,4-
OJ*N N N oxadiazol-3-yl)-2,3-dihydro-1H-
- Ho inden-1-yl)-2-methylisonicotinamide;
=N
o-N 0 (R)-I\_I-(S-(S-(methoxymethyl)-l,2,4-
JQ D N oxadiazol-3-yl)-2,3-dihydro-1H-
0 N HoY] O> inden-1-yl)-4-methyloxazole-5-
N carboxamide;
o-N 0 (R)-I\_I-(5-(5-(methoxymethyl)-l,2,4-
\/Q D \ J%\ oxadiazol-3-yl)-2,3-dihydro-1H-
O N H = inden-1-yl)-1-methyl-1H-pyrazole-4-
\N/N‘ carboxamide;

\

o
g/‘
Z.

Irz

-

(R)-N-(5-(5-(methoxymethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-1,3-dimethyl-1H-
pyrazole-5-carboxamide;

(R)-N-(5-(5-(methoxymethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-2,4-dimethyloxazole-5-
carboxamide;
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(R)-N-(5-(5-(methoxymethyl)-1,2,4-

_ oxadiazol-3-yl)-2,3-dihydro-1H-
/OJLN ”J%< inden-1-yl)-1,5-dimethyl-1H-
\N,N\ pyrazole-4-carboxamide;
0N, O (R)-N-(5-(5-(methoxymethyl)-1,2,4-
o = N oxadiazol-3-yl)-2,3-dihydro-1H-
o= HJKE\{N inden-1-yl)-1,3-dimethyl-1H-
l\{ pyrazole-4-carboxamide;
N//N\

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-2-
methyl-2H-tetrazole-5-carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-
methyl-1H-pyrazole-4-carboxamide;

(R)-N-(5-(5-cyclopropyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-1-methyl-1H-pyrazole-4-
carboxamide;

(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-1-methyl-1H-pyrazole-4-
carboxamide;

F
oN @ (R)-N-(5-(5-(difluoromethyl)-1,2,4-
) N / oxadiazol-3-yl)-2,3-dihydro-1H-
F\X\ N H/ZS,/N\ inden-1-yl)-1-methyl-1H-tetrazole-5-
F N~y carboxamide;
\WN@ o (R)-1,3-dimethyl-N-(5-(3-methyl-
N N N 1,2,4-oxadiazol-5-yl)-2,3-dihydro-
Ho N 1H-inden-1-yl)-1H-pyrazole-5-
th carboxamide;

\/N 0 (R)-1,3-dimethyI-N-(S-(3-n_1ethyI-
NI N N 1,2,4-oxadiazol-5-yl)-2,3-dihydro-
~0 H Y 1H-inden-1-yl)-1H-pyrazole-4-

SVl carboxamide;
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(R)-2-methyl-N-(5-(3-methyl-1,2,4-
oxadiazol-5-yl)-2,3-dihydro-1H-
inden-1-yl)oxazole-5-carboxamide;

(R)-2-methyl-N-(5-(3-methyl-1,2,4-
oxadiazol-5-yl)-2,3-dihydro-1H-
inden-1-yl)-2H-tetrazole-5-
carboxamide;

(R)-1-methyl-N-(5-(3-methyl-1,2,4-
oxadiazol-5-yl)-2,3-dihydro-1H-
inden-1-yl)-1H-pyrazole-5-
carboxamide;

(R)-N-(5-(3-(difluoromethyl)-1,2,4-
oxadiazol-5-yl)-2,3-dihydro-1H-
inden-1-yl)-1,3-dimethyl-1H-
pyrazole-5-carboxamide;

(R)-N-(5-(3-(difluoromethyl)-1,2,4-
oxadiazol-5-yl)-2,3-dihydro-1H-
inden-1-yl)-1,3-dimethyl-1H-
pyrazole-4-carboxamide;

(R)-N-(5-(3-(difluoromethyl)-1,2,4-
oxadiazol-5-yl)-2,3-dihydro-1H-
inden-1-yl)-2-methyloxazole-5-
carboxamide;

(R)-N-(5-(3-(difluoromethyl)-1,2,4-
oxadiazol-5-yl)-2,3-dihydro-1H-
inden-1-yl)-2-methyl-2H-tetrazole-5-
carboxamide;

(R)-N-(5-(3-(difluoromethyl)-1,2,4-
oxadiazol-5-yl)-2,3-dihydro-1H-
inden-1-yl)-1-methyl-1H-pyrazole-5-
carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-
methyl-1H-pyrazole-5-carboxamide;

3t




(R)-N-(5-(5-cyclopropyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-1-methyl-1H-pyrazole-5-
carboxamide;

(R)-1-methyl-N-(5-(5-(methyl-d3)-
1,2,4-oxadiazol-3-yl)-2,3-dihydro-
1H-inden-1-yl)-1H-pyrazole-5-
carboxamide;

(R)-2-methyl-N-(5-(5-(methyl-d3)-
1,2,4-oxadiazol-3-yl)-2,3-dihydro-
1H-inden-1-yl)-2H-tetrazole-5-
carboxamide;

(R)-1-methyl-N-(5-(5-(methyl-d3)-
1,2,4-oxadiazol-3-yl)-2,3-dihydro-
1H-inden-1-yl)-1H-pyrazole-4-
carboxamide;

(R)-2-methyl-N-(5-(5-(methyl-d3)-
1,2,4-oxadiazol-3-yl)-2,3-dihydro-
1H-inden-1-yl)isonicotinamide;

(R)-1,3-dimethyl-N-(5-(5-(methyl-
d3)-1,2,4-oxadiazol-3-yl)-2,3-
dihydro-1H-inden-1-yl)-1H-pyrazole-
4-carboxamide;

(R)-1,3-dimethyl-N-(5-(5-(methyI-
d3)-1,2,4-oxadiazol-3-yl)-2,3-
dihydro-1H-inden-1-yl)-1H-pyrazole-
5-carboxamide;

(R)-4-methyl-N-(5-(5-(methyl-d3)-
1,2,4-oxadiazol-3-yl)-2,3-dihydro-
1H-inden-1-yl)isoxazole-5-
carboxamide;

3u




(R)-2-methyl-N-(5-(5-(methyl-d3)-
1,2,4-oxadiazol-3-yl)-2,3-dihydro-
1H-inden-1-yl)oxazole-5-

° carboxamide;
D
N
H /\ N— (R)-1,5-dimethyl-N-(5-(5-(methyl-
0N N d3)-1,2,4-oxadiazol-3-yl)-2,3-
D>X<N ‘ 0 dihydro-1H-inden-1-yl)-1H-pyrazole-
D 4-carboxamide;
D
N
P i (R)-4-methyl-N-(5-(5-(methyl-d3)-
0N, N 0 1,2,4-oxadiazol-3-yl)-2,3-dihydro-
b >(L\N D 1H-inden-1-yl)oxazole-5-
D carboxamide;
D
_ 0 (R)-2-methyl-N-(5-(5-
Of N methylisoxazol-3-yl)-2,3-dihydro-
N HoEN 1H-inden-1-yl)-2H-tetrazole-5-
N\\NfN\ carboxamide;
_— O (R)-N-(5-(5-ethylisoxazol-3-yl)-2,3-
/ ihydro-1H-inden-1-yl)-2-methyl-
o- N N dihydro-1H-inden-1-yl)-2-methyl
N Ho 7 N— 2H-tetrazole-5-carboxamide;
\\N’
/YN%C@\ o (R)-N-(5-(3-ethyl-1,2,4-oxadiazol-5-
N~g N __ yl)-2,3-dihydro-1H-inden-1-yl)-1-
H - N— methyl-1H-pyrazole-4-carboxamide;
N
/\/N 0 (R)-N-(5-(3-ethyl-1,2,4-oxadiazol-5-
yl)-2,3-dihydro-1H-inden-1-yl)-1,5-
NI N N 1)-2,3-dihydro-1H-inden-1-yl)-1,5
Y H ™ dimethyl-1H-pyrazole-4-
\N,N\ carboxamide;
/YN%CQ\ o (R)-N-(5-(3-ethyl-1,2,4-oxadiazol-5-
N~g N&éN yl)-2,3-dihydro-1H-inden-1-yl)-2-
A N— methyl-2H-tetrazole-5-carboxamide;
°N
/\I/N\ O (R)-N-(5-(3-ethyl-1,2,4-oxadiazol-5-
N-g N / yl)-2,3-dihydro-1H-inden-1-y1)-1-
H | N methyl-1H-pyrazole-5-carboxamide;
Y,
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(R)-N-(5-(3-cyclopropyl-1,2,4-
oxadiazol-5-yl)-2,3-dihydro-1H-
inden-1-yl)-1-methyl-1H-pyrazole-4-
carboxamide;

(R)-N-(5-(3-cyclopropyl-1,2,4-
oxadiazol-5-yl)-2,3-dihydro-1H-
inden-1-yl)-1,5-dimethyl-1H-
pyrazole-4-carboxamide;

(R)-N-(5-(3-cyclopropyl-1,2,4-
oxadiazol-5-yl)-2,3-dihydro-1H-
inden-1-yl)-2-methyl-2H-tetrazole-5-
carboxamide;

(R)-N-(5-(3-cyclopropyl-1,2,4-
oxadiazol-5-yl)-2,3-dihydro-1H-
inden-1-yl)-1-methyl-1H-pyrazole-5-
carboxamide;

(R)-1-methyl-N-(5-(3-methyl-1,2,4-
oxadiazol-5-yl)-2,3-dihydro-1H-
inden-1-yl)-1H-pyrazole-4-
carboxamide;

(R)-1,5-dimethyl-N-(5-(3-methyl-
1,2,4-oxadiazol-5-yl)-2,3-dihydro-
1H-inden-1-yl)-1H-pyrazole-4-
carboxamide;

(R)-2-methyl-N-(5-(3-(methyl-d3)-
1,2,4-oxadiazol-5-yl)-2,3-dihydro-
1H-inden-1-yl)-2H-tetrazole-5-
carboxamide;

(R)-1-methyl-N-(5-(3-(methyl-d3)-
1,2,4-oxadiazol-5-yl)-2,3-dihydro-
1H-inden-1-yl)-1H-pyrazole-5-
carboxamide;

(R)-1-methyl-N-(5-(3-(methyl-d3)-
1,2,4-oxadiazol-5-yl)-2,3-dihydro-
1H-inden-1-yl)-1H-pyrazole-4-
carboxamide;
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(R)-4-methyl-N-(5-(3-(methyl-d3)-
1,2,4-oxadiazol-5-yl)-2,3-dihydro-
1H-inden-1-yl)isoxazole-5-
carboxamide;

(R)-N-(5-(3-(difluoromethyl)-1,2,4-
oxadiazol-5-yl)-2,3-dihydro-1H-
inden-1-yl)-1-methyl-1H-pyrazole-4-
carboxamide;

(R)-N-(5-(3-(difluoromethyl)-1,2,4-
oxadiazol-5-yl)-2,3-dihydro-1H-
inden-1-yl)-1,5-dimethyl-1H-
pyrazole-4-carboxamide;

(R)-1-methyl-N-(5-(pyrimidin-2-yl)-
2,3-dihydro-1H-inden-1-yl)-1H-
pyrazole-5-carboxamide;

(R)-1-methyl-N-(5-(pyridin-2-yl)-
2,3-dihydro-1H-inden-1-yl)-1H-
pyrazole-5-carboxamide;

(R)-1-methyl-N-(5-(pyrazin-2-yl)-
2,3-dihydro-1H-inden-1-yl)-1H-
pyrazole-5-carboxamide;

(R)-1-methyl-N-(5-(pyridazin-4-yl)-
2,3-dihydro-1H-inden-1-yl)-1H-
pyrazole-5-carboxamide;

(R)-1-methyl-N-(5-(thiazol-2-yl)-2,3-
dihydro-1H-inden-1-yl)-1H-pyrazole-
5-carboxamide;

(R)-1-methyl-N-(5-(5-methylthiazol-
2-yl)-2,3-dihydro-1H-inden-1-yl)-
1H-pyrazole-5-carboxamide;

3x




7\ (R)-1-methyl-N-(5-(6-methylpyridin-
= N 3-yl)-2,3-dihydro-1H-inden-1-yl)-
H 1H-pyrazole-5-carboxamide;
7\ 0 (R)-1-methyl-N-(5-(5-methylpyridin-
. N 3-yl)-2,3-dihydro-1H-inden-1-yl)-
N .
H 1H-pyrazole-5-carboxamide;
/ N\ 0 (R)-1-methyl-N-(5-(6-methylpyridin-
. ” 2-yl)-2,3-dihydro-1H-inden-1-yl)-

1H-pyrazole-5-carboxamide;

(R)-1-methyl-N-(5-(4-
methylpyrimidin-2-yl)-2,3-dihydro-
1H-inden-1-yl)-1H-pyrazole-5-
carboxamide;

Irz

(R)-1-methyl-N-(5-(2-
methylpyrimidin-4-yl)-2,3-dihydro-
1H-inden-1-yl)-1H-pyrazole-5-
carboxamide;

Iz

(R)-1-methyl-N-(5-(4-methylpyridin-
2-yl)-2,3-dihydro-1H-inden-1-yl)-
1H-pyrazole-5-carboxamide;

(R)-1-methyl-N-(5-(6-
methylpyrimidin-4-yl)-2,3-dihydro-
1H-inden-1-yl)-1H-pyrazole-5-
carboxamide;

(R)-1-methyl-N-(5-(6-methylpyrazin-
2-yl)-2,3-dihydro-1H-inden-1-yl)-
1H-pyrazole-5-carboxamide;

(R)-1-methyl-N-(5-(5-
methylpyridazin-3-yl)-2,3-dihydro-
1H-inden-1-yl)-1H-pyrazole-5-
carboxamide;

Irz

(R)-1-methyl-N-(5-(6-
methylpyridazin-4-yl)-2,3-dihydro-
1H-inden-1-yl)-1H-pyrazole-5-
carboxamide;

3y




(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-2-
methyloxazole-5-carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-4-
methyloxazole-5-carboxamide;

/N
\ (R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
N H . :
07\ N yl)-2,3-dihydro-1H-inden-1-yl)-2-
\/L\N 0 methylisonicotinamide;
N

(R)-N-(5-(5-cyclopropyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-2-methyloxazole-5-
carboxamide;

(R)-N-(5-(5-cyclopropyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-2-methylisonicotinamide;

(R)-N-(5-(5-cyclopropyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-4-methyloxazole-5-
carboxamide;

(R)-N-(5-(5-isopropyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-2-methyloxazole-5-
carboxamide;

(R)-N-(5-(5-isopropyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-2-methylisonicotinamide;

(R)-N-(5-(5-isopropyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-4-methyloxazole-5-
carboxamide;

3z




(R)-N-(5-(5-isopropyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-1-methyl-1H-pyrazole-4-
carboxamide;

(R)-N-(5-(5-isopropyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-3-methyl-1H-pyrazole-4-
carboxamide;

(R)-N-(5-(5-(methoxymethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-3-methyl-1H-pyrazole-4-
carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-3-
methyl-1H-pyrazole-4-carboxamide;

(R)-N-(5-(5-cyclobutyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-3-methyl-1H-pyrazole-4-
carboxamide;

(R)-3-methyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-1H-pyrazole-4-
carboxamide;

(R)-3-methyl-N-(5-(5-(methyl-d3)-
1,2,4-oxadiazol-3-yl)-2,3-dihydro-
1H-inden-1-yl)-1H-pyrazole-4-
carboxamide;

D
o-N 0 (R)-1-methyl-N-(5-(5-
\\ N J%\ methylisoxazol-3-yl)-2,3-dihydro-
H = 1H-inden-1-yl)-1H-pyrazole-4-
\NfN\ carboxamide;
N o (R)-1-methyl-N-(5-(5-
07N / methylisoxazol-3-yl)-2,3-dihydro-
= N i N, 1H-inden-1-yl)-1H-pyrazole-5-
N carboxamide;

3aa




(R)-N-(5-(5-ethylisoxazol-3-yl)-2,3-

~ N dihydro-1H-inden-1-yl)-2-
Ho methylisonicotinamide;
=N
}% (R)-N-(5-(5-cyclobutyl-1,2,4-
o~ N H o oxadiazol-3-yl)-2,3-dihydro-1H-
D/L\NPCb‘ % inden-1-yl)-4-methyloxazole-5-
carboxamide;
N

(R)-N-(5-(5-cyclobutyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-2-methyloxazole-5-
carboxamide;

(R)-N-(5-(5-cyclobutyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-1-methyl-1H-pyrazole-4-
carboxamide;

(R)-N-(5-(5-cyclobutyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-2-methylisonicotinamide;

(R)-N-(5-(5-ethylisoxazol-3-yl)-2,3-
dihydro-1H-inden-1-yl)-1-methyl-
1H-pyrazole-4-carboxamide;

0N 0 ; (R)-N-(5-(5-ethylisoxazol-3-yl)-2,3-
~ N N dihydro-1H-inden-1-yl)-1-methyl-
H/K@\N 1H-pyrazole-5-carboxamide;
o, o (R)-N-(5-(5-ethylisoxazol-3-yl)-2,3-
S N e} dihydro-1H-inden-1-yl)-2-
HJ% )— methyloxazole-5-carboxamide;
N
o-N, 9 (R)-2-methyl-N-(5-(5-
S N 0 methylisoxazol-3-yl)-2,3-dihydro-
Ho )— 1H-inden-1-yl)oxazole-5-
N carboxamide;

3ab




(R)-N-(5-(5-ethylisoxazol-3-yl)-2,3-
dihydro-1H-inden-1-yl)-4-
methyloxazole-5-carboxamide;

%
o-N 0 (R)-4-methyI-N-(5-(5- .
N methylisoxazol-3-yl)-2,3-dihydro-
= N™ N= 1H-inden-1-yl)oxazole-5-
o N carboxamide;
N NH (R)-N-(5-(5-cyclopropyl-1,2,4-
O/N\ H = oxadiazol-3-yl)-2,3-dihydro-1H-
%"P_Cb inden-1-yl)-3-methyl-1H-pyrazole-4-
carboxamide;

(R)-N-(5-(5-ethylisoxazol-3-yl)-2,3-
dihydro-1H-inden-1-yl)-5-methyl-
1H-pyrazole-4-carboxamide;

(R)-5-methyl-N-(5-(5-
methylisoxazol-3-yl)-2,3-dihydro-
1H-inden-1-yl)-1H-pyrazole-4-
carboxamide;

(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-4-methyloxazole-5-
carboxamide;

F
N
by (R)-4-methyl-N-(5-(5-methyl-1,2,4-
0N N ¢ oxadiazol-3-yl)-2,3-dihydro-1H-
=N o) inden-1-yl)oxazole-5-carboxamide;
SN (R)-1-methyl-N-(5-(5-(1-
O/N\ H {J methylcyclopropyl)-1,2,4-oxadiazol-
\NP%’ ( 3-yl)-2,3-dihydro-1H-inden-1-yl)-
1H-pyrazole-5-carboxamide;

N-((1R)-5-(5-(2,2-
dimethylcyclopropyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-1-methyl-1H-pyrazole-5-
carboxamide;

3ac




(R)-2-methyl-N-(5-(5-(1-
methylcyclopropyl)-1,2,4-oxadiazol-
3-yl)-2,3-dihydro-1H-inden-1-
yl)oxazole-5-carboxamide;

\ Oh (R)-N-(5-(5-ethyl-1,2,4-0xadiazol-3-
o-N ¥ N o yl)-2,3-dihydro-1H-inden-1-y1)-2-
\/Q N S / (methoxymethyl)oxazole-4-
N 0 carboxamide;
O>/\ (R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
o-N § T}N/ g yl)-2,3-dihydro-1H-inden-1-yl)-2-
\)Q S 2 / ((methylsulfonyl)methyl)oxazole-4-
N 0 carboxamide;
H
) -N-(5-(5-ethyl-1,2,4-oxadiazol-3-
| N (R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3
o-N H Z yl)-2,3-dihydro-1H-inden-1-yl)-1H-
\/Q % pyrazole-4-carboxamide;
N 0
o)
S) (R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
N, yl)-2,3-dihydro-1H-inden-1-yl)-1-

(oxetan-3-yl)-1H-pyrazole-4-
carboxamide;

tert-butyl (R)-3-(4-((5-(5-ethyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)carbamoyl)-1H-pyrazol-1-
yl)azetidine-1-carboxylate;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yD)-2,3-dihydro-1H-inden-1-yl)-1-(2-
methoxyethyl)-1H-pyrazole-4-
carboxamide;

3ad




methyl (R)-2-(4-((5-(5-ethyl-1,2,4-

N oxadiazol-3-yl)-2,3-dihydro-1H-
N Ho N inden-1-yl)carbamoyl)-1H-pyrazol-1-
07N N yl)acetate;
\/L\N o
OH
(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
N yl)-2,3-dihydro-1H-inden-1-yl)-1-(2-

hydroxyethyl)-1H-pyrazole-4-
carboxamide;

(R)-1-(2-amino-2-oxoethyl)-N-(5-(5-
ethyl-1,2,4-oxadiazol-3-yl)-2,3-
dihydro-1H-inden-1-yl)-1H-pyrazole-
4-carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-

i N yl)-2,3-dihydro-1H-inden-1-yl)-1-(2-
o-N H Y hydroxy-2-methylpropyl)-1H-
\/L\ N > pyrazole-4-carboxamide;
N o]
OY
N - -
g) (R)-1-(1-acetylazetidin-3-yl)-N-(5-(5-
ethyl-1,2,4-oxadiazol-3-yl)-2,3-
N, dihydro-1H-inden-1-yl)-1H-pyrazole-
| N o
_N H / 4-carboxamide;
(OJEAN N
Palos
0
\,S/:o
N
S) (R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yD)-2,3-dihydro-1H-inden-1-yl)-1-(1-
N, (methylsulfonyl)azetidin-3-yl)-1H-

pyrazole-4-carboxamide;

3ae




(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-(1-
(methylcarbamoyl)azetidin-3-yl)-1H-
pyrazole-4-carboxamide;

methyl (R)-3-(4-((5-(5-ethyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)carbamoyl)-1H-pyrazol-1-
yl)azetidine-1-carboxylate;

(R)-1-(1-carbamoylazetidin-3-yl)-N-
(5-(5-ethyl-1,2,4-oxadiazol-3-yl)-2,3-
dihydro-1H-inden-1-yl)-1H-pyrazole-
4-carboxamide;

5-(5-ethyl-1,2,4-oxadiazol-3-yl)-N-
(1-methyl-1H-pyrazol-4-yl)-2,3-
dihydro-1H-indene-1-carboxamide;

5-(5-ethyl-1,2,4-oxadiazol-3-yl)-N-
(2-methylpyridin-4-yl)-2,3-dihydro-
1H-indene-1-carboxamide;

(R)-1-(azetidin-3-yl)-N-(5-(5-ethyl-
1,2,4-oxadiazol-3-yl)-2,3-dihydro-
1H-inden-1-yl)-1H-pyrazole-4-
carboxamide;

3af




1-(2,3-dihydroxypropyl)-N-((R)-5-(5-

N, ethyl-1,2,4-oxadiazol-3-yl)-2,3-
N H | N dihydro-1H-inden-1-yl)-1H-pyrazole-
OB N 4-carboxamide;
\/L\N O
|
oO_N. (R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
\ N yl)-2,3-dihydro-1H-inden-1-yl)-5-
ORI N methoxy-1H-pyrazole-4-
\/L\N 0 carboxamide;
N
| N (R)-N-(5-(5-methyl-1,2,4-oxadiazol-
o\, H 7 3-yl)-2,3-dihydro-1H-inden-1-yl)-
- % 1H-pyrazole-4-carboxamide;
N o]
H
N~N (R)-N-(5-(5-isopropyl-1,2,4-
o-N H |, oxadiazol-3-yl)-2,3-dihydro-1H-
) > inden-1-yl)-1H-pyrazole-4-
\H\N O carboxamide;
H
\ N\N (R)-N-(5-(5-cyclopropyl-1,2,4-
o-N H Y oxadiazol-3-yl)-2,3-dihydro-1H-
> > inden-1-yl)-1H-pyrazole-4-
i/L N O carboxamide;
H
N, (R)-N-(5-(5-(methoxymethyl)-1,2,4-
N yooN oxadiazol-3-yl)-2,3-dihydro-1H-
|9 ~N inden-1-yl)-1H-pyrazole-4-
o) =N o) carboxamide;
H
N\
N g |\ N (R)-N-(5-(5-(methyl-d3)-1,2,4-
07\ N oxadiazol-3-yl)-2,3-dihydro-1H-
D%N o inden-1-yl)-1H-pyrazole-4-
D carboxamide;

3ag




ethyl 2-(3-((R)-1-(1-methyl-1H-
pyrazole-5-carboxamido)-2,3-
dihydro-1H-inden-5-yl)-1,2,4-
oxadiazol-5-yl)propanoate;

ethyl 2-(3-(1-(2-methyloxazole-5-
carboxamido)-2,3-dihydro-1H-inden-
5-yl)-1,2,4-oxadiazol-5-
yl)propanoate;

(R)-2-(4-((5-(5-ethyl-1,2,4-oxadiazol-
3-yl)-2,3-dihydro-1H-inden-1-
yl)carbamoyl)-1H-pyrazol-1-yl)ethyl
acetate;

N-((1S,2S)-5-(5-ethyl-1,2,4-
oxadiazol-3-yl)-2-hydroxy-2,3-
dihydro-1H-inden-1-yl)-1-methyl-
1H-pyrazole-4-carboxamide;

N-((1R)-5-(5-(1-hydroxypropan-2-
yl)-1,2,4-oxadiazol-3-yl)-2,3-
dihydro-1H-inden-1-yl)-1-methyl-
1H-pyrazole-5-carboxamide;

N-((R)-5-(5-((R)-1-hydroxypropan-2-
yl)-1,2,4-oxadiazol-3-yl)-2,3-
dihydro-1H-inden-1-yl)-1-methyl-
1H-pyrazole-5-carboxamide;

N-((R)-5-(5-((S)-1-hydroxypropan-2-
yl)-1,2,4-oxadiazol-3-yl)-2,3-
dihydro-1H-inden-1-yl)-1-methyl-
1H-pyrazole-5-carboxamide;

3ah




(R)-N-(5-(5-isopropyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-2H-tetrazole-5-
carboxamide;

(R)-2-benzyl-N-(5-(5-isopropyl-
1,2,4-oxadiazol-3-yl)-2,3-dihydro-
1H-inden-1-yl)-2H-tetrazole-5-
carboxamide;

(R)-2-benzyl-N-(5-(5-ethyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-2H-tetrazole-5-
carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-2H-
tetrazole-5-carboxamide;

(R)-2-benzyl-N-(5-(5-cyclobutyl-
1,2,4-oxadiazol-3-yl)-2,3-dihydro-
1H-inden-1-yl)-2H-tetrazole-5-
carboxamide;

ethyl 2-(3-((R)-1-(2-methyl-2H-
tetrazole-5-carboxamido)-2,3-
dihydro-1H-inden-5-yl)-1,2,4-
oxadiazol-5-yl)propanoate;

(R)-N-(5-(5-cyclobutyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-2H-tetrazole-5-
carboxamide;

3ai




(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-
(oxetan-3-ylmethyl)-1H-pyrazole-4-
carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-((3-
methyloxetan-3-yl)methyl)-1H-
pyrazole-4-carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-((3-
fluorooxetan-3-yl)methyl)-1H-
pyrazole-4-carboxamide;

(R)-1-(2-methoxyethyl)-N-(5-(5-
methyl-1,2,4-oxadiazol-3-yl)-2,3-
dihydro-1H-inden-1-yl)-1H-pyrazole-
4-carboxamide;

O/
N (R)-I\_I-(5-(5-cyc|opropy|-1,2,4-
Y oxadiazol-3-yl)-2,3-dihydro-1H-
o-N H 7 inden-1-yl)-1-(2-methoxyethyl)-1H-
%I\P—% | pyrazole-4-carboxamide;
O/

(R)-N-(5-(5-isopropyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-1-(2-methoxyethyl)-1H-
pyrazole-4-carboxamide;

(R)-1-(2-methoxyethyl)-N-(5-(5-
(methoxymethyl)-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1H-
pyrazole-4-carboxamide;

3aj




(R)-N-(5-(5-cyclobutyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-1-(2-methoxyethyl)-1H-
pyrazole-4-carboxamide;

(R)-1-(2-methoxyethyl)-N-(5-(5-
(methyl-d3)-1,2,4-oxadiazol-3-yl)-
2,3-dihydro-1H-inden-1-yl)-1H-
pyrazole-4-carboxamide;

N-((1R)-5-(5-(1-hydroxypropan-2-
yl)-1,2,4-oxadiazol-3-yl)-2,3-
dihydro-1H-inden-1-yl)-2-methyl-
2H-tetrazole-5-carboxamide;

(R)-1-(2-hydroxyethyl)-N-(5-(5-
(methyl-d3)-1,2,4-oxadiazol-3-yl)-
2,3-dihydro-1H-inden-1-yl)-1H-
pyrazole-4-carboxamide;

(R)-1-(2-hydroxyethyl)-N-(5-(5-
methyl-1,2,4-oxadiazol-3-yl)-2,3-
dihydro-1H-inden-1-yl)-1H-pyrazole-
4-carboxamide;

-z \N
_N H =
0"\ N
=N o)
OH
/ \NI
_N H =
07\ N
%L\N S

(R)-N-(5-(5-cyclopropyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-1-(2-hydroxyethyl)-1H-
pyrazole-4-carboxamide;

(R)-1-(2-hydroxyethyl)-N-(5-(5-
isopropyl-1,2,4-oxadiazol-3-yl)-2,3-
dihydro-1H-inden-1-yl)-1H-pyrazole-
4-carboxamide;

3ak




(R)-1-(2-hydroxyethyl)-N-(5-(5-
(methoxymethyl)-1,2,4-oxadiazol-3-

0N, N = y1)-2,3-dihydro-1H-inden-1-yl)-1H-
O N o} pyrazole-4-carboxamide;
OH
N e (R)-N-(5-(5-cyclobutyl-1,2,4-
N H oxadiazol-3-yl)-2,3-dihydro-1H-
O\ \ SN inden-1-yl)-1-(2-hydroxyethyl)-1H-
D/\ N o pyrazole-4-carboxamide;
J
@ ‘NJ (R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
o-N, N = yl)-2,3-dihydro-1H-inden-1-y1)-1-
= oy vinyl-1H-pyrazole-4-carboxamide;
OH
2 \N/// (R)-N-(5-(5-(difluoromethyl)-1,2,4-
o-N H — oxadiazol-3-yl)-2,3-dihydro-1H-
N N inden-1-y1)-1-(2-hydroxyethyl)-1H-
F\(LN 0 pyrazole-4-carboxamide;
F
/
o}
N (R)-N-(5-(5-(difluoromethyl)-1,2,4-
b N oxadiazol-3-yl)-2,3-dihydro-1H-
0N W inden-1-y1)-1-(2-methoxyethyl)-1H-
F\(L\N o) pyrazole-4-carboxamide;
F
/(17/0 _
N (R)-1-(2,2-dimethoxyethyl)-N-(5-(5-
~°N ethyl-1,2,4-oxadiazol-3-yl)-2,3-
o-N H — dihydro-1H-inden-1-yl)-1H-pyrazole-
=\ D 4-carboxamide;
ON—OH ;
\ j\’ 2-(4-(((R)-5-(5-ethyl-1,2,4-oxadiazol-
Z N 3-yl)-2,3-dihydro-1H-inden-1-
O’N\ H — yl)carbamoyl)-1H-pyrazol-1-
= N yl)propanoic acid:
0
j’o” (R)-2-(4-((5-(5-ethyl-1,2,4-oxadiazol-
Z N 3-yl)-2,3-dihydro-1H-inden-1-
o-N H — yl)carbamoyl)-1H-pyrazol-1-yl)acetic

acid;

3al




N-((R)-5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-(1-

oM, hydroxypropan-2-yl)-1H-pyrazole-4-
\/L\N carboxamide;
HO
N )/ N-((R)-5-(5-ethyl-1,2,4-oxadiazol-3-
~ N yl)-2,3-dihydro-1H-inden-1-yl)-1-(2-
o-N R hydroxypr_opyl)-lH-pyrazole-4-
= carboxamide;
ho,  OH
JJ N-[(R)-5-(5-ethyl(L,2,4-oxadiazol-
2N 3-yl))indanyl][1-((2R)-2,3-
/\r/N Tg—ﬂ dihydroxypropyl)pyrazol-4-
O\N/ yl]carboxamide;
ho  OH
f N-[(LR)-5-(5-ethyl(1,2,4-oxadiazol-
Ny 3-yl))indanyl][1-((2S)-2,3-
/\r/N Tg—ﬂ dihydroxypropyl)pyrazol-4-
O\N/ yl]carboxamide;

N-[(1R)-5-(5-ethyl(1,2,4-oxadiazol-
3-yl))indanyl][1-((2S)-2-
hydroxypropyl)pyrazol-4-
yl]carboxamide;

N-[(1R)-5-(5-ethyl(1,2,4-oxadiazol-
3-yl))indanyl][1-((2R)-2-
hydroxypropyl)pyrazol-4-
yl]carboxamide;

1-(3-{(1R)-1-[(1-methylpyrazol-4-
yl)carbonylamino]indan-5-y1}(1,2,4-
oxadiazol-5-yl))(1S)ethyl acetate;

methyl 2-(3-{(1R)-1-[(1-
methylpyrazol-4-
yl)carbonylamino]indan-5-yl}-1,2,4-
oxadiazol-5-yl)acetate;

3am




N-[(1R)-5-(5-acetyl(1,2,4-oxadiazol-
3-yl))indanyl](1-methylpyrazol-4-
yl)carboxamide;

N-{(1R)-5-[5-(2-
methoxyethyl)(1,2,4-oxadiazol-3-
yl)]Jindanyl}(1-methylpyrazol-4-
yl)carboxamide;

N-[(1R)-5-(5-vinyl(1,2,4-oxadiazol-
3-yl))indanyl](1-methylpyrazol-4-
yl)carboxamide;

2-(3-{(1R)-1-[(1-methylpyrazol-4-
yl)carbonylamino]indan-5-yl}-1,2,4-
oxadiazol-5-yl)ethyl acetate;

N-{(1R)-5-[5-(hydroxyethyl)(1,2,4-
oxadiazol-3-yl)]indanyl}(1-
methylpyrazol-4-yl)carboxamide;

N-{(1R)-5-[5-((1R)-1-
hydroxyethyl)(1,2,4-oxadiazol-3-
yl)]indanyl}(1-methylpyrazol-4-
yl)carboxamide;

N-{(1R)-5-[5-(methoxyethyl)(1,2,4-
oxadiazol-3-yl)]indanyl}(1-
methylpyrazol-4-yl)carboxamide;

N-{(1R)-5-[5-(2-hydroxyethyl)(1,2,4-
oxadiazol-3-yl)]indanyl}(1-
methylpyrazol-4-yl)carboxamide;

N-[(1R)-5-(5-ethyl(1,2,4-oxadiazol-
3-yl))indanyl][1-(2,3-
dihydroxypropyl)pyrazol-4-
yl]carboxamide;

3an




(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-7-fluoro-2,3-dihydro-1H-inden-1-
yl)-1-methyl-1H-pyrazole-4-
carboxamide;

Ethyl (R)-4-((5-(5-ethyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)carbamoyl)picolinate;

gy Z

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-5-
fluoro-2-methylisonicotinamide;

iy X

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-2-
methoxyisonicotinamide;

,:,,,///%

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-
methyl-2-oxo-1,2-dihydropyridine-4-
carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yD)-2,3-dihydro-1H-inden-1-yl)-1-(2-
hydroxyethyl)-2-oxo-1,2-
dihydropyridine-4-carboxamide;

3ao




N-((R)-5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-
((R)-2-hydroxypropyl)-2-oxo-1,2-
dihydropyridine-4-carboxamide;

,,,,,///%

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-2-
methyloxazole-4-carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-4-fluoro-2,3-dihydro-1H-inden-1-
yl)-1-methyl-1H-pyrazole-4-
carboxamide;

i (R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
H yl)-2,3-dihydro-1H-inden-1-yl)-1,3-
O dimethyl-1H-pyrazole-4-
\,/©E> N\/ carboxamide;
a©

gy T

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-5-
methylisoxazole-4-carboxamide;

O
N
N
Y ©®)
7 (R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
Y yl)-2,3-dihydro-1H-inden-1-yl)-3-
Q methylisoxazole-5-carboxamide;

N

3ap




oy Z

o—N

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-3-
methylisoxazole-4-carboxamide;

un %
\

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1,3-
dimethyl-1H-pyrazole-5-
carboxamide;

gy %

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1,2-
dimethyl-1H-imidazole-5-
carboxamide;

oy %
/%f

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-5-
methylisoxazole-3-carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1,5-
dimethyl-1H-pyrazole-4-
carboxamide;

N

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1,5-
dimethyl-1H-pyrazole-4-
carboxamide;

3aq




(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-(2-
hydroxyethyl)-5-methyl-1H-
pyrazole-4-carboxamide;

(R)-1-(2-ethoxyethyl)-N-(5-(5-ethyl-
1,2,4-oxadiazol-3-yl)-2,3-dihydro-
1H-inden-1-yl)-1H-pyrazole-4-
carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-(2-
methoxyethyl)-5-methyl-1H-
pyrazole-4-carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-(2-
methoxyethyl)-5-methyl-1H-
pyrazole-4-carboxamide;

N-((R)-5-(5-cyclopropyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-1-((R)-2-hydroxypropyl)
1H-pyrazole-4-carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-2-
(hydroxymethyl)isonicotinamide;

""’U/%

N

(R)-2-(difluoromethyl)-N-(5-(5-ethyl-
1,2,4-oxadiazol-3-yl)-2,3-dihydro-
1H-inden-1-yl)isonicotinamide;

3ar




(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-
methyl-1H-imidazole-2-carboxamide;

o—N

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1,5-
dimethyl-1H-pyrazole-3-
carboxamide;

o—N

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-
yl)isoxazole-5-carboxamide;

O/N

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-
yl)isoxazole-5-carboxamide;

iy %

O/N

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-
yl)oxazole-5-carboxamide;

iy S

o—N

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-
yl)oxazole-5-carboxamide;

3as




(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-
yl)isoxazole-3-carboxamide;

e

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-
yl)isoxazole-3-carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-
yl)oxazole-4-carboxamide;

(R)-N-(7-chloro-5-(5-ethyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-1-methyl-1H-pyrazole-4-
carboxamide;

KOV

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-
methyl-6-oxo-1,6-dihydropyridine-3-
carboxamide;

o %

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-2-
methylthiazole-4-carboxamide;

3at
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O/N

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-
methyl-1H-pyrazole-3-carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-
yl)oxazole-2-carboxamide;

oy %

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-6-
methylpicolinamide;

oy %

y—N

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-2-
methylthiazole-5-carboxamide;

o—N

%
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(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-(2-
methoxyethyl)-3-methyl-1H-
pyrazole-4-carboxamide;

u//////%

o—N

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yD)-2,3-dihydro-1H-inden-1-yl)-1-(2-
hydroxyethyl)-3-methyl-1H-
pyrazole-4-carboxamide;

3au




(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-(3-
methoxypropyl)-5-methyl-1H-
pyrazole-4-carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-(3-
methoxypropyl)-5-methyl-1H-
pyrazole-4-carboxamide;

(R)-N-(5-(5-cyclopropyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-1-(3-methoxypropyl)-1H-
pyrazole-4-carboxamide;

(R)-N-(5-(5-cyclopropyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-1-(3-hydroxypropyl)-1H-
pyrazole-4-carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-(2-

d\N\/\o/ methoxyethyl)-1H-pyrazole-3-
carboxamide;
/O
7 (R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
N yl)-2,3-dihydro-1H-inden-1-yl)-6-
H =\, oxo0-1,6-dihydropyridine-3-
N carboxamide;

3av




(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-6-
oxo-1,6-dihydropyridine-3-
carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-(2-
hydroxyethyl)-6-oxo-1,6-
dihydropyridine-3-carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-(2-
methoxyethyl)-6-oxo-1,6-
dihydropyridine-3-carboxamide;

X

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-(2-
hydroxyethyl)-1H-pyrazole-5-
carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-(2-
hydroxyethyl)-1H-pyrazole-3-
carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yD)-7-hydroxy-2,3-dihydro-1H-inden-
1-yl)-1-methyl-1H-pyrazole-4-
carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yD)-2,3-dihydro-1H-inden-1-yl)-2-(2-
hydroxypropan-2-yl)isonicotinamide;

3aw




(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-(3-
hydroxypropyl)-5-methyl-1H-
pyrazole-4-carboxamide;

iy Z
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(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-(3-
hydroxypropyl)-3-methyl-1H-
pyrazole-4-carboxamide;

mZ
~

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-2-
(hydroxymethyl)-1-methyl-1H-
imidazole-5-carboxamide;

(R)-2-(5-((5-(5-ethyl-1,2,4-oxadiazol
3-yl)-2,3-dihydro-1H-inden-1-
yl)carbamoyl)-2-oxopyridin-1(2H)-
yl)acetic acid;

e

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1,2,5-
oxadiazole-3-carboxamide;

N\O/
N
Q]
7 (R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
HN yl)-2,3-dihydro-1H-inden-1-yl)-1-
§ methyl-1H-1,2,3-triazole-4-
N T carboxamide;

N

3ax




(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-5-
methyl-1,3,4-oxadiazole-2-
carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
H\N/g/ yl)-2,3-dihydro-1H-inden-1-yl)-5-
H 2 methyl-1,3,4-oxadiazole-2-
N\CN>>\ carboxamide;
7 (R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
N yl)-2,3-dihydro-1H-inden-1-yl)-5-
H S methyl-1,3,4-thiadiazole-2-
N©>\ carboxamide;

o—N

gy T
o
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o

(R)-3-chloro-N-(5-(5-ethyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)isoxazole-5-carboxamide;

oy %

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1,5-
dimethyl-1H-1,2,3-triazole-4-

N carboxamide;
7 (R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
N yl)-2,3-dihydro-1H-inden-1-yl)-5-
H methyloxazole-4-carboxamide;
O

y—N

3ay




e

o—N

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-
yl)picolinamide;

e

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-
yl)nicotinamide;

e

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-6-
methylnicotinamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-5-
methylnicotinamide;

oy Z

o—N

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-4-
methylnicotinamide;

iy Z

o

O/N

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-
yl)isonicotinamide;

3az




an(®)
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(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-3-
methylisonicotinamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-
yl)pyrimidine-4-carboxamide;

N

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-6-
methylpyrimidine-4-carboxamide;

an(®)
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(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-
yl)pyridazine-4-carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-4-
methyl-1,2,5-oxadiazole-3-
carboxamide;

N

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-3-
hydroxyisoxazole-5-carboxamide;

3ba




(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-3-
methoxyisoxazole-5-carboxamide;

o—N

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-5-
methyloxazole-2-carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-3-
methylpyridazine-4-carboxamide;

gy %

O/N

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-2-
hydroxyoxazole-5-carboxamide;

gy %

N

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-4-
(trifluoromethyl)oxazole-5-
carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-5-
methylthiazole-2-carboxamide;

3bb
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(R)-1-ethyl-N-(5-(5-ethyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-6-o0xo0-1,6-

dihydropyridine-3-carboxamide;

z
%
ﬁ

o—N

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-5-
methylpicolinamide;

u//////%

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-5-
methylpyrimidine-4-carboxamide;

oy T

A

o—N

O

(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-1-methyl-6-0x0-1,6-
dihydropyridine-3-carboxamide;

ﬁ
\

(R)-N-(5-(5-cyclobutyl-1,2,4-

oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-1-methyl-6-0x0-1,6-
dihydropyridine-3-carboxamide;

oy T

(R)-1-methyl-N-(5-(5-(methyl-d3)-
1,2,4-oxadiazol-3-yl)-2,3-dihydro-
1H-inden-1-yl)-6-oxo-1,6-
dihydropyridine-3-carboxamide;

3bc




O/N

(R)-2-chloro-N-(5-(5-ethyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)isonicotinamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-6-
methylpyridazine-4-carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-4-
(hydroxymethyl)picolinamide;

iy X

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-2-
vinylisonicotinamide;

(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-1-(2-hydroxyethyl)-6-
oxo-1,6-dihydropyridine-3-
carboxamide;

T

N

(R)-2-ethyl-N-(5-(5-ethyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)isonicotinamide;

3bd
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(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-2-
(hydroxymethyl)isonicotinamide;

S

O

(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-2-
(hydroxymethyl)isonicotinamide;

(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-4-
(hydroxymethyl)picolinamide;

S
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(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-4-
(hydroxymethyl)picolinamide;

(R)-4-(hydroxymethyl)-N-(5-(5-
(methoxymethyl)-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-
yl)picolinamide;

N@ o

(R)-4-(hydroxymethyl)-N-(5-(5-
(methoxymethyl)-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-
yl)picolinamide;

S

1O

N

(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-3-hydroxyisoxazole-5-
carboxamide;

3be




(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-1-(2-hydroxyethyl)-5-
methyl-1H-pyrazole-4-carboxamide;

o—N

(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-2-methylthiazole-5-
carboxamide;

S

(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-3-methylisoxazole-4-
carboxamide;

0
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(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-1,2-dimethyl-1H-
imidazole-5-carboxamide;

"y S

(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-3-methylisoxazole-5-
carboxamide;

(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-3-methoxyisoxazole-5-
carboxamide;

3bf
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(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-5-methyloxazole-2-
carboxamide;

gy %

0

o—N

(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-4-
(trifluoromethyl)oxazole-5-
carboxamide;

iy T

(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-6-methylpyrimidine-4-
carboxamide;

(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-2-
methoxyisonicotinamide;

""’///%

O/N

(R)-2-(difluoromethyl)-N-(5-(5-
(difluoromethyl)-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-
yl)isonicotinamide;

—~0

y—N

e
(@]
/\/Z\O
b4

(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-1-(2-hydroxyethyl)-3-
methyl-1H-pyrazole-4-carboxamide;

3bg
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(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-6-methylpyridazine-4-
carboxamide;

0

o—N

(R)-N-(5-(5-(methoxymethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-3-methylisoxazole-5-
carboxamide;

o—N

(R)-N-(5-(5-(methoxymethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-3-methylisoxazole-4-
carboxamide;

_—0

o—N

(R)-N-(5-(5-(methoxymethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-5-methylisoxazole-3-
carboxamide;

_—0

o—N

iy

(R)-N-(5-(5-(methoxymethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-1,2-dimethyl-1H-
imidazole-5-carboxamide;

0

o—N

(R)-N-(5-(5-(methoxymethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-4-methyl-1,2,5-
oxadiazole-3-carboxamide;

3bh




(R)-3-methoxy-N-(5-(5-
(methoxymethyl)-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-
yl)isoxazole-5-carboxamide;

(R)-1-(2-hydroxyethyl)-N-(5-(5-
(methoxymethyl)-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-5-
methyl-1H-pyrazole-4-carboxamide;

O/N

e

OH

(R)-1-(2-hydroxyethyl)-N-(5-(5-
(methoxymethyl)-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-3-
methyl-1H-pyrazole-4-carboxamide;

gy Z

_—0

o—N

(R)-N-(5-(5-(methoxymethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-2-methylthiazole-5-
carboxamide;

_—0

o—N

(R)-N-(5-(5-(methoxymethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-5-methyl-1,3,4-
oxadiazole-2-carboxamide;

0

N

(R)-N-(5-(5-(methoxymethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-5-methyl-1,3,4-
oxadiazole-2-carboxamide;

3bi
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(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-6-fluoro-2,3-dihydro-1H-inden-1-
yl)-1-methyl-1H-pyrazole-4-

Q/N\ carboxamide;
N
Q]
2 (R)-1,2-dimethyl-N-(5-(3-methyl-
/ 1,2,4-oxadiazol-5-yl)-2,3-dihydro-

oy T

—O

1H-inden-1-yl)-1H-imidazole-5-
carboxamide;

“unyZ

(R)-5-methyl-N-(5-(3-methyl-1,2,4-
oxadiazol-5-yl)-2,3-dihydro-1H-
inden-1-yI)-1,3,4-oxadiazole-2-
carboxamide;

iy L

\—O

(R)-1-(2-hydroxyethyl)-5-methyl-N-
(5-(3-methyl-1,2,4-oxadiazol-5-yI)-
2,3-dihydro-1H-inden-1-yl)-1H-
pyrazole-4-carboxamide;

.///////%

n—N

(R)-6-methyl-N-(5-(3-methyl-1,2,4-
oxadiazol-5-yl)-2,3-dihydro-1H-
inden-1-yl)pyridazine-4-
carboxamide;

%

N/O

(R)-2-(difluoromethyl)-N-(5-(3-
methyl-1,2,4-oxadiazol-5-yl)-2,3-
dihydro-1H-inden-1-
ylisonicotinamide;

3bj
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(R)-4-acetyl-N-(5-(5-ethyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)picolinamide;

gy Z

OH

N-((R)-5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-4-(1-
hydroxyethyl)picolinamide;

OH

(R)-2-(hydroxymethyl)-N-(5-(5-
(methoxymethyl)-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-
yl)isonicotinamide;

(R)-2-(difluoromethyl)-N-(5-(5-
methyl-1,2,4-oxadiazol-3-yl)-2,3-
dihydro-1H-inden-1-
yl)isonicotinamide;

(R)-2-(difluoromethyl)-N-(5-(5-
(methoxymethyl)-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-
yl)isonicotinamide;

iy S

(R)-4-(difluoromethyl)-N-(5-(5-
methyl-1,2,4-oxadiazol-3-yl)-2,3-
dihydro-1H-inden-1-yl)picolinamide;
and

3bk




7 (R)-4-(difluoromethyl)-N-(5-(5-

(methoxymethyl)-1,2,4-oxadiazol-3-
Q yl)-2,3-dihydro-1H-inden-1-

" yl)picolinamide.

iy S

N
\0/\<o |

[0008c] In a further aspect of the present disclosure, there is provided a pharmaceutical
composition comprising a compound disclosed herein, or a pharmaceutically acceptable salt

thereof, and a pharmaceutically acceptable excipient.

[0008d] In another aspect of the present disclosure, there is provided a compound disclosed

herein, or a pharmaceutically acceptable salt thereof, for use in therapy.

[0008e] In a further aspect of the present disclosure, there is provided a use of a compound
disclosed herein, or a pharmaceutically acceptable salt thereof, for the manufacture of a
medicament for treating heart disease, wherein the heart disease is hypertrophic
cardiomyopathy (HCM) or heart failure with preserved ejection fraction (HFpEF).

[0008f] In another aspect of the present disclosure, there is provided a use of a compound
disclosed herein, or a pharmaceutically acceptable salt thereof, for the manufacture of a

medicament for inhibiting the cardiac sarcomere.

[0009] In one example, provided is a compound of Formula (1), or a pharmaceutically

acceptable salt thereof:
R2 G1_G2 ]
R
=G; HN—
R3 Z-B
1),
wherein:
G1 is -CR*R®- or -O—;
G, is a bond or — CR®R"—;

Gs3 is —CR®- or —-N—:

3bl



RY, R3 R* R R® R’, and R® are each independently H, C1-Cs alkyl, halo, or
hydroxyl;

R?is H, C2-Cs alkyl, halo, or hydroxyl;

Z is selected from the group consisting of a bond, C1-Cg alkyl, -O—, —~N(R®)-,
—R*O—, -ORY—, and -R?*S—;

R® is H, C1-Cs alkyl, or cycloalkyl;

A is selected from the group consisting of substituted C> alkynyl,
unsubstituted C alkynyl, substituted phenyl, unsubstituted phenyl, and 5- or 6-
membered heteroaryl comprising at least one annular N atom, wherein the 5- or 6-
membered heteroaryl is unsubstituted or substituted with one or more R*®

substituents;

each R is independently selected from the group consisting of substituted or
unsubstituted C1-Cs alkyl, substituted or unsubstituted C»-Cs alkenyl, substituted or
unsubstituted C,-Ce alkynyl, substituted or unsubstituted cycloalkyl, substituted or
unsubstituted heterocycloalkyl, and -C(O)OR?,

3bm



B is selected from the group consisting of H, C1-Cs alkyl, cycloalkyl, aryl,
heterocycloalkyl, and heteroaryl, wherein the C1-Cs alkyl, cycloalkyl, aryl,
heterocycloalkyl, or heteroaryl of B is unsubstituted or substituted with one or more
R substituents;

each R is independently selected from the group consisting of substituted or
unsubstituted heterocycloalkyl, substituted or unsubstituted heteroaryl, substituted or
unsubstituted cycloalkyl, substituted or unsubstituted aryl, unsubstituted C:-Cs alkyl,
C1-Cs alkyl substituted with one or more R2 substituents, substituted or unsubstituted
C2-Cs alkenyl, substituted or unsubstituted C»-Cs alkynyl, halo, -OR®, -C(O)R®, —
C(O)ORY, oxo, and -NR°R';

each R*? is independently selected from the group consisting of halo, -OR®, —
C(O)RY, -C(0)OR", and —C(O)NR'R};

each R, R, R®, RY R®, R, RY, R", R, and R! is independently H or C1-Cs
alkyl; and

R, RY, and R? are each C1-Cs alkyl,

wherein when A is unsubstituted phenyl or 5-trifluoromethyl-1,2,4-oxadiazolyl, the -

Z-B moiety is not -OC(CHz)3 or 1-ethyl-3-hydroxy-1,5-dihydro-2H-pyrrol-2-onyl.
In some examples, the compound of Formula (1) is a compound of Formula (If):

R? GG,

Dy
=G; HN—

RS Z-B (If).
[0010] In some examples of Formula (1) or any variation thereof, such as Formula (la),
(1b), (1c), (1d), (1e), (1), (1g), (1h), (1i), (1), or (Ik), or a pharmaceutically acceptable salt
thereof, R, R R®, R*, R® RS, R, and R® are each H.
[0011]  In some examples of Formula (1) or any variation thereof, G1 is —CR*R°—. In some

examples, G1 is —CH>—. In other examples, G1 is —O—. In some examples, G2 is a bond. In

some examples, G is— CR°R’—. In other examples, G; is -CH2—. In



some examples, Gs is —CR®-. In certain examples, Gs is —-CH—. In some examples, G3 is —N—.

[0012] In some examples of Formula (1) or any variation thereof, R*, R?, and R? are each
H. In some examples, Z is a bond. In some examples, Z is —O—. In other examples, Z is —
N(R%)-.

[0013] In some examples of Formula (1) or any variation thereof, A is selected from the
group consisting of substituted C. alkynyl, unsubstituted C. alkynyl, substituted phenyl,
unsubstituted phenyl, and 5- or 6- membered heteroaryl comprising at least one annular N
atom, wherein the 5- or 6- membered heteroaryl is unsubstituted or substituted with one or
more R substituents; wherein each R is independently selected from the group consisting
of substituted or unsubstituted C1-Cs alkyl, substituted or unsubstituted C>-Cs alkenyl,
substituted or unsubstituted C>-Cs alkynyl, substituted or unsubstituted C3-Cg cycloalkyl,
substituted or unsubstituted 3- to 12-membered heterocycloalkyl, and —C(O)OR?. In some
examples, each R is independently selected from the group consisting of substituted or
unsubstituted C;1-Cs alkyl, substituted or unsubstituted C»-Cs alkenyl, substituted or
unsubstituted C,-Cs alkynyl, substituted or unsubstituted Cz-Cg cycloalkyl, substituted or
unsubstituted 5- to 6-membered heterocycloalkyl, and —C(O)OR?.

[0014] In some examples of Formula (1) or any variation thereof, A is selected from the
group consisting of substituted phenyl, unsubstituted phenyl, and 5- or 6- membered
heteroaryl comprising at least one annular N atom, wherein the 5- or 6- membered heteroaryl
is unsubstituted or substituted with one or more R substituents. In some examples, A is
selected from the group consisting of phenyl, pyrazolyl, oxazolyl, oxadiazolyl, isoxazolyl,
tetrazolyl, triazolyl, thiazolyl, pyrimidinyl, pyridinyl, pyrazinyl, and pyridazinyl, each of
which is unsubstituted or substituted with one or more R substituents. In some examples of
Formula (1) or any variation thereof, or a pharmaceutically acceptable salt thereof, A is
oxadiazoly! or isoxazolyl, each of which is unsubstituted or substituted with one or more R

substituents.



[0015] In some examples of Formula (1) or any variation thereof, A is selected from the

group consisting of:

_ A\ _— N =

Tty o R L [ R
_ '}‘,/N\ HN-

T o O A 0 O (O O

72 /A NN N NP »

Qé <;N>_§ \=N % <:_l\>7§ gé , and " —\ , each of which is

unsubstituted or substituted with one or more R° substituents. In some examples, each C1-Ce
alkyl, cycloalkyl, or heterocycloalkyl of R is independently unsubstituted or substituted
with one more substituents independently selected from the group consisting of —OR* and —
OC(O)R™, wherein R¥ and R™ are each independently H or C;-Cs alkyl. In some examples,
each R is independently selected from the group consisting of —C(O)OCHs, methyl, ethyl,
isopropyl, difluoromethyl, cyclopropyl, cyclobutyl, and oxetanyl, wherein each methyl, ethyl
and isopropyl of R is independently unsubstituted or substituted with one more substituents
independently selected from the group consisting of -OCH3, -OH, and -OC(O)CHs.

[0016] In some examples of Formula (1) or any variation thereof, A is oxadiazolyl, which
is unsubstituted or substituted with one substituent selected from the group consisting of
methyl, methyl substituted with -OCHz, —OH, or —OC(O)CHg, ethyl, ethyl substituted with —
OCHzs, —OH, or —OC(O)CHzs, isopropyl, isopropyl substituted with -OCHs, —OH, or —
OC(O)CHgs, difluoromethyl, cyclopropyl, cyclobutyl, oxetanyl, and -C(O)OCHs. In some
examples, A is oxadiazolyl, which is unsubstituted or substituted with one substituent
selected from the group consisting of methyl, ethyl, isopropyl, difluoromethyl, cyclopropyl,

and cyclobutyl.

[0017] In some examples of Formula (I) or any variation thereof, A is isoxazolyl, which
is unsubstituted or substituted with one or more substituents selected from the group

consisting of methyl, ethyl, and difluoromethyl. In some examples, A is isoxazolyl,



which is unsubstituted or substituted with one substituent selected from the group consisting

of methyl, ethyl, and difluoromethyl.

[0018] In some examples of Formula (1) or any variation thereof, A is selected from the
group consisting of:

O”N\ [|/\>,§ ,}]/ // R13 13 R13/
I N /N}é /Q% 1,'/2\%% RWN'/}E QE

N R N . R® N o N-g ° R® ,
R13
oy L (A [
N = | >_§ — —
N\;\>7§ H?\ITN>7§ 3 S R13 R13O§ N R13 R13
O O O OO O O
= =N =N =N — — =N —
R13 ' R13 , R13 ’ R13 , R13 ’ R13 1 R13 ’ R13 ,and
N
N>:\>—§
R™ , wherein each R is independently selected from the group consisting of H,

substituted or unsubstituted C1-Cs alkyl, substituted or unsubstituted cycloalkyl, substituted
or unsubstituted heterocycloalkyl, and —C(O)OR?; and R? is H or C1-Cg alkyl. In some
examples, each R is independently selected from the group consisting of H, —-C(O)OCHs,
methyl, ethyl, isopropyl, difluoromethyl, cyclopropyl, cyclobutyl, and oxetanyl, wherein each
methyl, ethyl and isopropyl of R is independently unsubstituted or substituted with one
more substituents independently selected from the group consisting of -OCHz, —OH, and —
OC(O)CH.

[0019] In some examples of Formula (I) or any variation thereof, B is selected from the
group consisting of H, C1-Ce alkyl, cycloalkyl, aryl, heterocycloalkyl, and heteroaryl,
wherein the C1-Ce alkyl, cycloalkyl, aryl, heterocycloalkyl, or heteroaryl of B is unsubstituted



or substituted with one or more R*! substituents; each R is independently selected from the
group consisting of heterocycloalkyl, heteroaryl, cycloalkyl, aryl, C1-Cs alkyl, halo,
fluoroalkyl, —OR®, —C(O)R¢, —C(0)ORY, oxo, and —NR°R', wherein each heterocycloalkyl
and heteroaryl of R is unsubstituted or substituted with one or more substituents selected
from the group consisting of C1-Cs alkyl, —C(O)R", —C(O)ORP, and —C(O)NRR'; and each
R®, R%, RY, R®, R, R", RP, RY, and R" is independently H or C1-Cs alkyl. In some examples of
Formula (1) or any variation thereof, B is selected from the group consisting of H, C1-Ce
alkyl, Cs-Cg cycloalkyl, Cs-C12aryl, 3- to 12-membered heterocycloalkyl, and 5- to 10-
membered heteroaryl, wherein the C1-Ce alkyl, C3-Cgcycloalkyl, Ce-Ci2 aryl, 3- to 12-
membered heterocycloalkyl, and 5- to 10-membered heteroaryl of B are each unsubstituted or
substituted with one or more R! substituents. In some examples, B is unsubstituted or
substituted with one or more R substituents; wherein each R!! is independently selected
from the group consisting of substituted or unsubstituted 3- to 12-membered
heterocycloalkyl, substituted or unsubstituted 5- to 10-membered heteroaryl, substituted or
unsubstituted Cs-Csg cycloalkyl, substituted or unsubstituted Ce-C12 aryl, unsubstituted C1-Cs
alkyl, C1-Cs alkyl substituted with one or more R*? substituents, substituted or unsubstituted
C»-Cs alkenyl, substituted or unsubstituted C,-Cs alkynyl, halo, -OR, -C(O)R¢, -C(O)OR?,
oxo, and —NR°R'. In some examples, B is unsubstituted or substituted with one or more R
substituents; wherein each R is independently selected from the group consisting of 3- to
12-membered heterocycloalkyl, 5- to 10-membered heteroaryl, Cs-Cg cycloalkyl, Cs-C12 aryl,
C1-Cs alkyl, halo, fluoroalkyl, ~OR?, -C(O)R¢, —C(O)ORY, oxo, and —~NR®R', wherein each
heterocycloalkyl and heteroaryl of R is unsubstituted or substituted with one or more
substituents selected from the group consisting of C1-Cs alkyl, —-C(O)R", -C(O)ORP, and —
C(O)NRIR'"; and each R®, RS, RY, R®, Rf, R", RP, RY, and R" is independently H or C;1-Cs alkyl.
In some examples, each heterocycloalkyl or heteroaryl of R comprises 1, 2, 3, 4, or 5
heteroatoms selected from the group consisting of N, O, and S. In some examples of Formula
(1) or any variation thereof, B is a phenyl, unsubstituted or substituted with one or more R
substituents. In some examples, B is a 5- to 6-membered heterocycloalkyl, unsubstituted or
substituted with one or more R*! substituents. In other examples, B is a 5- to 6-membered

heteroaryl, unsubstituted or substituted with one or more R*! substituents.



[0020] In some examples of Formula (1) or any variation thereof, B is selected from the
group consisting of C1-Cs alkyl, Cs-Cs cycloalkyl, 6- to 10-membered aryl (e.g., 6- to 9-
membered aryl), 4- to 6-membered heterocycloalkyl containing at least one annular N or O
atom, 5- or 6-membered monocyclic heteroaryl containing at least one annular N atom, and
8- or 9-membered bicyclic heteroaryl containing at least one annular N atom, each of which
is substituted or unsubstituted. In some examples, B selected from the group consisting of C;-
Cs alkyl, C3-Cs cycloalkyl, 6- to 10-membered aryl (e.g., 6- to 9-membered aryl), 4- to 6-
membered heterocycloalkyl comprising at least one annular N or O atom, 5- or 6-membered
monocyclic heteroaryl comprising at least one annular N atom, or 8- or 9-membered bicyclic
heteroaryl comprising at least one annular N atom, each of which is unsubstituted or
substituted with one or more R! substituents; each R*! is independently selected from the
group consisting of heterocycloalkyl, heteroaryl, cycloalkyl, aryl, C1-Cs alkyl, halo,
fluoroalkyl, —OR®, —C(O)R¢, —C(0)ORY, oxo, and —NR°R', wherein each heterocycloalkyl
and heteroaryl of R is unsubstituted or substituted with one or more substituents selected
from the group consisting of C1-Cs alkyl, -C(O)R", —-C(O)ORP, and —C(O)NRR', and
wherein each C1-Cg alkyl of R is unsubstituted or substituted with -OR®; and each R?, R¢,
RY R®, RT, R", RP, RY, and R" is independently H or C;-Cs alky.

[0021] In some examples of Formula (1) or any variation thereof, B is selected from the
group consisting of methyl, ethyl, isopropyl, isobutyl, tert-butyl, cyclopropyl, cyclobutyl,
cyclopentyl, phenyl, indanyl, azetidinyl, oxetanyl, pyrrolidinyl, tetrahydrofuranyl,
piperidinyl, piperazinyl, morpholinyl, thiazolyl, triazolyl, imidazolyl, pyrazolyl, tetrazolyl,
oxazolyl, isoxazolyl, oxadiazolyl, pyrazinyl, pyridazinyl, pyrimidinyl, pyridinyl, indanyl,
pyrrolopyrazolyl and benzoimidazolyl, each of which is unsubstituted or substituted with one
or more R substituents; each R is independently selected from the group consisting of
heterocycloalkyl, heteroaryl, cycloalkyl, aryl, C1-Cs alkyl, halo, fluoroalkyl, -ORP, -C(O)R,
—C(O)ORY, oxo, and —NR®R', wherein each heterocycloalkyl and heteroaryl of R is
unsubstituted or substituted with one or more substituents selected from the group consisting
of C1-Cg alkyl, -C(O)R", —-C(O)ORP, and —C(O)NRIR', and wherein each C1-Cs alkyl of R
is unsubstituted or substituted with -OR®; and each R®, R¢, RY, R, Rf, R", R®, RY, and R" is



independently H or C1-Cs alkyl. In some examples, each R is independently selected from
the group consisting of methyl, ethyl, isopropyl, cyclopropyl, difluoromethyl,
trifluoromethyl, oxo, -C(O)CHjs, -C(0O)OtBu, -OCHs, -OH, -NH>, -Cl, oxetanyl, oxadiazolyl,
and azetidinyl, wherein each oxadiazolyl and azetidinyl of R! is unsubstituted or substituted
with one or more substituents selected from the group consisting of ethyl, -C(O)CHs, —
C(O)OtBu, —C(O)OCHz3, —C(O)NHCH3s, —C(O)NH>, and —OCHgs, and wherein each methyl,
ethyl, and isopropyl of R is unsubstituted or substituted with -OH.

[0022] In some examples of Formula (I) or any variation thereof, B is methyl, pyrazolyl,
oxazolyl, tetrazolyl, isoxazolyl, thiazolyl, imidazolyl, or pyridinyl, each of which is
unsubstituted or substituted with one or more R substituents; each R*! is independently
selected from the group consisting of heterocycloalkyl, heteroaryl, halo, C1-Cs alkyl, C1-Cs
alkyl substituted with one or two R2 substituents, cycloalkyl, cycloalkyl substituted with one
or two R*? substituents, fluoroalkyl, -ORP, —-C(O)R¢, —-C(O)ORY, oxo, and -NR°R"; each R*?
is independently selected from the group consisting of halo, -OR?, -C(O)R?, —-C(O)OR", and
—~C(O)NR'R!; and each R®, R®, RY, R¢, and R, R, R", R, and R/ is independently H or C1-Cs
alkyl. In some examples, B is pyrazolyl, oxazolyl, tetrazolyl, isoxazolyl, thiazolyl,
imidazolyl, or pyridinyl, each of which is unsubstituted or substituted with one or more R*!
substituents; each R is independently selected from the group consisting of
heterocycloalkyl, heteroaryl, halo, C1-Cs alkyl, C1-Cs alkyl substituted with one or two R*?
substituents, cycloalkyl, cycloalkyl substituted with one or two R2 substituents, fluoroalkyl,
—ORP, ox0, and -NR®R"; each R*? is independently selected from the group consisting of halo,
-OR®, and ~C(O)NR'R’; and each R®, R¢, R, R, and R/ is independently H or C1-Cs alkyl. In

some examples, R? is H.

[0023] In some examples of Formula (1) or any variation thereof, B is selected from the

group consisting of :
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of which is unsubstituted or substituted with one or more R*! substituents: each R is

independently selected from the group consisting of heterocycloalkyl, heteroaryl, halo, C1-Ce
alkyl, C1-Cs alkyl substituted with one or two R*2 substituents, cycloalkyl, cycloalkyl
substituted with one or two R*? substituents, fluoroalkyl, —OR®, —C(O)R¢, —C(O)ORY, oxo,
and —-NR°R'; each R'? is independently selected from the group consisting of halo, -OR®, —
C(O)RY, —C(0)OR", and —C(O)NR'R’; and each R®, RS, RY, R¢, and R, RY, R", R, and R/ is
independently H or C1-Cs alkyl.

[0024] In some examples of Formula (1) or any variation thereof, B is selected from the

group consisting of:

e Ot ;
O o 0 e 0 0
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. wherein each R" is independently selected from the group consisting of

heterocycloalkyl, heteroaryl, cveloalkyl, aryl, C-Cg alkyl, C1-Ce alkyl substituted with one or
more R' substituents, halo, fluoroalkyl, —~OR®, —C(OIR®, —-C{OYORY, oxo, and -NRR’,
wherein each heterocycloatkyl and hetercaryl of R* is unsubstituted or substituted with one
or more substituents selected from the group consisting of C1-Ce alkyl, ~C(O)R", ~C{O)YORF,

and ~C(OINRIR"; each R" is independently selected from the group consisting of halo, -OH,



—~C(O)RY, —-C(O)OR", and —C(O)NR'R!; and each R®, R®, RY, R¢, R, RY, R", R', and R/, R", RP,
RY, and R" is independently H or C1-Cs alkyl.

[0025] Provided in some examples are compounds selected from the group consisting of
compounds of Table 1, or a pharmaceutically acceptable salt thereof.

[0026] Provided in some examples is a pharmaceutical composition containing a
compound of Formula (1) or any variation thereof, or a pharmaceutically acceptable salt

thereof, and a pharmaceutically acceptable excipient.

[0027] Provided in some examples are methods of treating heart disease in a subject in
need thereof, the method including administering to the subject a compound of Formula (I) or
any variation thereof, or a pharmaceutically acceptable salt thereof, or a pharmaceutical
composition containing a compound of Formula (I) or any variation thereof. In some
examples, the heart disease is hypertrophic cardiomyopathy (HCM). In some examples, the
HCM is obstructive or nonobstructive or is caused by sarcomeric and/or non-sarcomeric
mutations. In some examples, the heart disease is heart failure with preserved ejection
fraction (HFpEF). In some examples, the heart disease is selected from the group consisting
of diastolic dysfunction, primary or secondary restrictive cardiomyopathy, myocardial
infarction and angina pectoris, and left ventricular outflow tract obstruction. In some
examples, the heart disease is hypertensive heart disease, congenital heart disease, cardiac
ischemia, coronary heart disease, diabetic heart disease, congestive heart failure, right heart
failure, cardiorenal syndrome, or infiltrative cardiomyopathy. In some examples, the heart
disease is a condition that is or is related to cardiac senescence and/or diastolic dysfunction
due to aging. In some examples, the heart disease is a condition that is or is related to left

ventricular hypertrophy and/or concentric left ventricular remodeling.

[0028] Provided in other examples are methods of treating a disease or condition
associated with HCM in a subject in need thereof, wherein the method involves administering
to the subject a compound of Formula (I) or any variation thereof, or a pharmaceutically
acceptable salt thereof, or a pharmaceutical composition containing a compound of Formula
(I) or any variation thereof. In some examples, the disease or condition is selected from the

group

13



consisting of Fabry’s Disease, Danon Disease, mitochondrial cardiomyopathies, and Noonan

Syndrome.

[0029] Provided in some examples are methods of treating a disease or condition that is
associated with secondary left ventricular wall thickening in a subject in need thereof,
wherein the method involves administering to the subject a compound of Formula (1) or any
variation thereof, or a pharmaceutically acceptable salt thereof, or a pharmaceutical
composition containing a compound of Formula (I) or any variation thereof. In some
examples, the disease or condition is selected from the group consisting of hypertension,
valvular heart diseases (aortic stenosis, Mitral valve regurgitation), metabolic syndromes
(diabetes, obesity), end stage renal disease, scleroderma, sleep apnea, amyloidosis, Fabry’s

disease, Friedreich Ataxia, Danon disease, Noonan syndrome, and Pompe disease.

[0030] Provided in other examples are methods of treating a disease or condition that is
associated with small left ventricular cavity and cavity obliteration, hyperdynamic left
ventricular contraction, myocardial ischemia, or cardiac fibrosis. Also provided are methods
of treating muscular dystrophies (e.g., Duchenne muscular dystrophy) or glycogen storage
diseases.

[0031] Also provided are methods of inhibiting the cardiac sarcomere, wherein the
method involves contacting the cardiac sarcomere with a compound of Formula (1) or any
variation thereof, or a pharmaceutically acceptable salt thereof, or a pharmaceutical

composition containing a compound of Formula (1) or any variation thereof.

DETAILED DESCRIPTION

Definitions
[0032] As used in the present specification, the following words and phrases are
generally intended to have the meanings as set forth below, except to the extent that the

context in which they are used indicates otherwise.

[0033] Throughout this application, unless the context indicates otherwise, references to a
compound of Formula (1) includes all subgroups of Formula (I) defined herein, such as
Formula (la), (Ib), (Ic), (I1d), (le), (If), (1g), (1h), (1i), (Ij), and (IK), including all substructures,

14
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subgenera, preferences, embodiments, examples and particular compounds defined and/or
described herein. References to a compound of Formula (1) and subgroups thereof, such as
Formula (¥a}, (Iby, (Ig), (d}, (de), (D), (Ig), {Ih), (I, (§}}, and (3k), inchude ionic forms,
polymorphs, pseudopolymorphs, amorphous forms, solvates, co-crystals, chelates, 1somers,
tautomers, oxides {e.g., N-oxides, S-oxides), esters, prodrugs, isotopes and/or protected forms
thereof In some embodimenis, references to a compound of Formula (1} and subgroups
thereof, such as Formuda {1a), (Ib), (Ic), (id), (e}, (D), (g). (dh), (1), (0j), and Ik}, include
polymorphs, solvates, co-crystals, isomers, tautomers and/or oxides thereof. In some
embodiments, references 1o a compound of Formula (I} and subgroups thereof, such as
Formula (Ta}, (Ib), (Ic), (Id), (Ie), (D), {Ig). (Oh), (T}, (). and {1k}, nclude polymorphs,
solvates, and/or co-crystals thereof. In some embodiments, references to a compound of
Formula (1} and subgroups thereof, such as Formula (Ia), (b}, (Ic), (Id), (Ie), (If), (Ig). (Ih),
(1), {j), and (3k), include isomers, tautomers and/or oxides thereof. In some embodiments,
references 1o a compound of Formula (1) and subgroups thereof, such as Formula (Ia}, (Ib),
(Ic), (Id), (Ie). (ID), (g, (h), (), (j), and (dk). include solvates thereof. Sinularly, the term

“salts” includes solvates of salts of compounds.

16034} "Alkvi" encompasses straight and branched carbon chains having the indicated
number of carbon atoms, for example, from 1 {0 20 carbon atoms, or 1 to 8 carbon atoms, or
1 to 6 carbon atoms. For exarmple, Ci.s alkyl encompasses both straight and branched chain
alkvl of from 1 to 6 carbon atoms. When an alkyl residue having a specific number of
carbons 1s named, all branched and straight chain versions having that number of carbons are
intended to be encompassed; thus, for example, "propy!l" includes n-propyl and isopropyl;
and "butyl” includes n-butyl, sec-butvl, isobutvl and t-butvi. Examples of alkyl groups
include, but are not limited to, methyl, ethyl, propyl, isopropyl, n-butyl, sec-buiyl, tert-buivi,

pentyl, Z-pentvl, 3-pentyl, isopenivl, neopentyl, hexyl, 2-hexyl, 3-hexyl, and 3~-methyipentyl

16635} When a range of values 1s given (e.g., C;¢ alkvl), each value within the range as
well as all intervening ranges are included. For example, “Cj alkvl™ includes Cy, Gy, s, Cy,

Cs, Co, Cr6, T, Case Cas, Css, Crs, Coms, Caos, Cus, Cr, Coss, Csi, T3, Cos, and € alkyl
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(0036} " Alkenvl" refers to an unsaturated branched or straight-chain alkyl group having
the indicated number of carbon atoms (e.g., Z to &, or 2 1o 6 carbon atoms} and at least one
carbon-carbon double bond. The group may be in either the ¢is or trans configuration (Z or E
configuration) about the double bond(s). Alkenvl groups include. but are not linuted o,
ethenyl. propenyl (e g., prop-1-en-1-vi, prop-1-en-2-vl, prop-2-en-1-vi (allyh), prop-2-en-2-
vh), and butenyl {e.g., but-1-en-1-vi, but-1-en-2-vl, 2-methvi-prop-1-en-1-vi, but-2-en-1-vi,

but-2-en-1-vi, but-2-en-2-vl, buta-1,3-dien-1-v1, buta-1,3-dien-2-v1}.

(6037} " Alkynyl" refers to an unsaturated branched or straight~chain alkyl group having
the indicated number of carbon atoms {e.g.. 2 to & or 2 to 6 carbon atoms) and at least one

carbon-carbon triple bond. Alkynyl groups include, but are not imited to, ethvnvl, propynyl
{e.g., prop-1-yn-1-yl, prop-2-yn-1-vb and butynyl {e.g., but-T-yn-1-vi, but-1-yn-3-91, but-3-

yn-1-vi}

[0638] "Cyeloalkyl” indicates a non-aromatic. fully saturated carbocyclic ring having the
indicated number of carbon atoms, for example, 3 10 10, or 3 10 8, or 3 to 6 ring carbon
atoms. Cycloalkyl groups may be monocyclic or polyevelic (e g., bicyclic, tricvchic).
Examples of cvcloalkyl groups include cyclopropvl, evclobutyl, cvclopenivl, and cyclohexvi,
as well as bridged and caged ring groups {e.g., norbornane, bicyclo{2.2 2joctane). In
addition, one ring of a polycvelic cycloalkyl group may be aromatic, provided the polyeychic
cvcloalkyl group is bound to the parent structure via a non-aroroatic carbon. For example, a
1,2.3,4-tetrahy dronaphthalen-1-v! group (wherein the moiety is bound to the parent structure
via a non-aromatic carbon aiom) 1s a cvcloalkyl group, whife 1,2,3,4-tetrahy dronaphthalen-5-
vl (wherein the motety 1s bound to the parent siructure via an aromatic carbon atom) is not
considered a cycloalkyvl group. Examples of polycvclic cycloalkyl groups consisting of a

cvcloalkyl group fused to an aromatic ring are described below.

16639} "Cvcloalkenvl” indicates a non-aromatic carbocyclic ring, contaiming the indicated
number of carbon atoms (e.g., 3 to 10, or 3 16 8§, or 3 1o 6 ring carbon atoms) and at least one
carbon-carbon double bond. Cycloatkeny] groups may be monocychic or polvevcelic (e.g.,
bicyclic, tricyclic). Examples of cycloalkenyl groups include cyclopropenvi, cvclobutenyl,

cyclopentenyl, cyclopentadienyl, and cyclohexenyl, as well as bridged and caged ning groups
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{e.g., bicyclof2.2 Z]octene). In addition, one ring of a polycvchic cycloalkenyl group may be
aromatic, provided the polycvclic alkenyi group is bound to the parent structure via a non-
aromatic carbon atom. For example, inden-1-v1 {wherein the moiety is bound to the parent
structure via a non-aromatic carbon atom) is considered a cvcloalkenvl group, while inden-4-~
vi (wherein the moiety is bound to the parent structure via an aromatic carbon atomj} is not
considered a cycloalkenyl group. Examples of polvcyclic cycloalkenyl groups consisting of a

cycloalkenyl group fused to an aromatic ring are described below.

{0048} "Arvl" indicates an aromatic carbocyclic ring having the mdicated number of
carbon atoms, for example, 6 to 12 or 6 to 10 carbon atoms. Aryl groups may be monocyclic
or polycyclic (e.g., bicyclic, tricyclic). In some instances, both rings of a polveyclic arvi
group are aromatic {e.g., naphthyl}. In other instances, polyevclic aryl groups may include a
non-aromatic ring fused to an aromatic ring, provided the polycyclic arvl group is bound to
the parent structure via an atom in the aromatic ring. Thus, a 1.2,3 4-tetrahydronaphthalen-5-
vl group (wherein the moiety is bound to the parent structure via an aromatic carbon atom) is
considered an arvl group, while 1,23 4-tetrahydronaphthalen- 1-v1 (wherein the moiety 1s
bound to the parent structure via a non-aromatic carbon atom} is not considered an aryi
group. Simmlarly, a 1,2,3 4-tetrahyvdroquinolin-8-yi group {(wherein the motety is bound to the
parent structure via an aromatic carbon atom) is considered an aryl group, while 1,2,3.4-
tetrahy droquinolin-1-vl group {(wherein the moiety 1s bound to the parent structure via a non-
aromatic nitrogen atom) is not considered an arvi group. However, the term “aryl” does not
encommpass or overfap with “hetercaryl”, as defined herein, regardless of the point of
attachment {e g., both quinolin-3-vl and quinolin-2-y1 are heterocaryl groups). In some
instances, aryl is phenyl or naphthyl. In certain instances, aryl is phenyl. Additional
examples of arvl groups comprising an aromatic carbon ring fused to a non-aromatic ring are
described below.

[0041] "Heteroaryl" indicates an aromatic ring containing the indicated number of atoms
(e.g.. 51012, or 5 1o 10 membered heteroaryl) made up of one or more heteroatons {e.g, 1,
2, 3 or 4 heteroatoms) selected from N, O and S and with the remaining ring atoms being

carbon. Hetercaryl groups do not contain adjacent S and O atoms. In some embodiments, the
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total number of S and O atoms in the heteroarvl group 1s not moore than 2. In some
embodiments, the total number of S and O atoms in the heteroaryl group is not more than 1.
Unless otherwise indicated, hetercaryl groups may be bound o the parent structure by a
carbon or mutrogen atom, as valency pernuts. For examaple, “pyridyl” includes 2-pyndyl, 3~
pyridyl and 4-pynidyl groups, and “pyrrolvl” includes 1-pyrrolvl, 2-pyrrolyl and 3-pyrrolyl

SIOUPS.

6042} In some instances, a heteroaryl group is monocvclic. Examples include pyrrole,
pvrazole, imidazole, triazole {e.g.. 1.2, 3-tr1azole, 1,2, 4-triazole, 1,2.4-triazole), tetrazole,
furan, isoxazole, oxarole, oxadiazole (e g, 1,2,3-oxadiazole, 1,2 4-oxadiazole, 1,3.4-
oxadiazole}, thiophene, isothiazole, thiazole, thiadiazole (e.g., 1,2,3-thiadiazole, 1,2,4-
thiadiazole, 1,3 4-thiadiazole), pyridine, pyvnidazine, pyrimiding, pyrazine, iriazine {e.g.,

1.2 4-iriazine, 1,3,5-inazine) and tetrazine.

106043] In some mstances, both rings of a polveyelic hetercaryl group are aromatic,
Examples include indole, isoindole, indazole, benzoimidazole, benzotriazole, benzofuran,
benzoxazole, benzoisoxazole, benzoxadiazole, benzothiophene, benzothiazole,
benzoisothiazole, henzothiadiazole, 1H-pyrrolo]2.3-blpyridine, 1H-pyrazolof3.4-bipvridine,
3H-imidazo}4,5-blpyridine, 3H-{1,2,3}triazolo}4.5-bpyndine, 1H-pyrrolo|3,2-bjpyridine,
1H-pyrazoloid, 3-blpynidine, 1H-imidazo[4,5-blpyridine, 1H-[1,2,3linazolo[4,5-blpyridine,
1H-pyrrolof2.3-cipyndine, 1H-pyrazolo|3 4-clpyvudine, 3H~midazof4,5-clpyndine, 3H-
(1,2 3riazolof4,5-clpyridine, 1H-pyrrolo]3,2-cjpyridine, 1H-pyrazolof4,3-clpyridine, 1H-
imidaro{4.5-c|pyridine, 1H-{1,2,3}irazolo{4.5-c]pyridine, furo|2,3-blpyridine, oxarolof 5,4~
blpyridine, isoxazolof3.4-blpyvridine, {1,2.3]oxadiazolo]S.4-bipyridine, furo{3,2-blpyridine,
oxazolof4,5-blpyridine, 1soxazolo]4,S-bipyridine, [1,2,3]oxadiazolo]4.5-bjpyvnidine, furo[2,3-
clpvriding, oxazolo{5 4-clpyridine, isoxazolo|5 4-cipyridine, |1,2,3}oxadiazolo]3,4-
clpyridine, fure]3,2-clpyriding, oxazolo[4,5~-clpyniding, isoxazolol4.5-clpyridine,
[1,2.3]oxadiazolofd.5-clpyridine, thieno[2.3-blpvnidine, thiazolo]3,4-blpvridine,
isothiazolo]5,4-bjpyridine, [1.2 3 thiadiazolo]5 4-blpyridine, thieno{3,2-blpyridine,
thiazoloj4,5-bjpvridine, isothiazolo]4,5-blpyridine, | 1.2,3{thiadiazolof4,5-bjpvnidine,

thieno[2,3-clpyridine, thiazolo[5,4-c]pyridine, isothiazolo] S, 4-clpyriding,
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1.2, 3hadiazolo] 5 4-clpyridine, thieno|3.2-clpynidine, thiazolol4,5-cpynding,
isothiazolo|4,5-clpvriding, {1,2,3|thiadiazolof4,5-clpyndine, guincline, isoquinoline,
cinnoline, quinazoline, quinoxaline, phthalazine, naphthyridine {e.g., 1.8-naphthynidine, 1.7-
naphthyridine, 1,6-naphthyridine, 1,5-naphthyridine, 2,7-naphthyridine, 2.6-naphthyridine),
imidazof1,2-alpyridine, 1H-pyrazolo}3,4-djthiazole, 1H-pyrazolo|4,3-djthiazole and

imidazo}2,1-blthiazole.

60644} In other instances, polycyclic heteroaryl groups may include a non-aromatic ring
(e.g., cvcloalkyl, cycloalkenyl, heterocycloalkyl, heterocycloalkenvl) fused 1o a heteroarvl
ring, provided the polycychic heteroaryl group is bound 1o the parent structure via an atom in

~

the aromatic ring. For example, a 4,5,6,7-tetrahvdrobenzo|djthiazol-2-y1 group (wherein the
motety 1s bound to the parent structure via an aromatic carbon atorn) 1s considered a
heteroaryi group, while 45,6 7-tetrahydrobenzo{d jthiazol-3-vl (wherein the moiety is bound
to the parent structure via a non-aromatic carbon atom) 1s not considered a heteroaryl group.
Examples of polyevclic heteroaryl groups consisting of a heteroaryl ring fused to anon-

aromatic ring are described below.

6045} “Heterocvcloalkyl” indicates a non-aromatic, fully saturated ring having the
indicated number of atoms {e.g., 3 10 10, or 3 to 7, membered heterocycloalkyl) made up of
one or more heteroaloms {e.g., 1, 2, 3 or 4 heteroatoms) selected from N, O and § and with
the remaining ring atoms being carbon. Heterocycloalkyl groups may be monocvelic or
polvevelic (e.g., bicychic, tricyclic). Examples of heterocycloalky! groups include oxiranyl,
azinidinyl, azetidinvl, pyrrolidinvl, imidazolidinyl, pyrazolidinyl, piperidinyl, piperazinyi,
morpholinyl and thiomorpholinvl. Examples include thiomorpholine S-oxide and
thiomorpholine 8,8-dioxide. In addition, one ring of a polvevclic heterocvcloalkyl group
may be aromatic {(e.g., arvl or heteroaryl}, provided the polyeyclic heterocycloalkyl group is
bound (o the parent structure via a non-aromatic carbon or nitrogen atom. For example, a
1,2.3,4~tetrahy droquinolin-1-yl group (wherein the motety is bound to the parent structure via
a non-aromatic nitrogen atom) is considered a heterocycloalkyl group, while 1.2,3.4-
tetrahydroquinolin-8-yl group (wherein the moiety 1s bound to the parent structure via an

aromatic carbon atom} is not considered a heterocycloalkyl group. Examples of polycyclic
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heterocycloalkyl groups consisting of a heterocycloalkyl group fused to an aromatic ring are

described below.

16046} "Heterocycloalkenyl” indicates a non-aromatic ring having the indicated number
of atoms {e.g., 3 to 10, or 3 to 7, membered heterocycloalkyl) made up of one or more
heteroatoms {e.g., 1, 2. 3 or 4 heteroatoms) selected from N, O and 8 and with the remaining
ring atoms being carbon, and at least one double bond derived by the removal of one
molecule of hydrogen from adjacent carbon atoms, adjacent nitrogen atoms, or adjacent
carbon and nitrogen atoms of the corresponding heterocycloalkyl. Heterocycloalkenyl
groups may be monocyclic or polyeyelic (e g., bievclic, tricvclic). Examples of
heterocycloalkenyl groups include dihydrofuranyl {e.g., 2.3-dihydrofuranvi, 2,5-

diby drofuranyl), dihvdrothiophenyl {e.g., 2.3-dihvdrothiophenvl, 2,5-dihydrothiophenvl},
dihydropyrrolyl {e.g., 2.3-dihydro-1H-pyrrolyl, 2.5-dihydro~-1H-pyrrolyl), dihydroinudazolyl
(e.g., 2.3-dihvdro-1H-imidazolyl, 4,5-dihydro-1H-imidazolyl), pyranyl, dihydropyranyl {e.g.,
3. 4-dihydro-2H-pyranyl, 3,6-dihydro-2H-pyranyl}, tetrahydropyridinyl {e.g., 1,2,3,4-

tetrahy dropyridinyl, 1,2.3,6-tetrahiydropyridinyl) and dihydropvnidine {e.g., 1,2~
dihydropyridine, 1.4-dihvdropyridine). In addition, one ring of a polycyclic
heterocycloalkenyl group may be aromatic {e.g., aryl or heteroaryl), provided the polveyelic
heterocycloalkenyl group 1s bound to the parent structure via a non-aromatic carbon or
nitrogen atom. For example, a 1,2-dihydroquinolin-1-y] group (wherein the moiety is bound
to the parent strucfure via a non-aromatic nitrogen atom} is considered a heterocycloalkenyl
group, while 1,2-dihydroquinolin-8-v1 group {wherein the motety is bound to the parent
structure via an aroratic carbon atom) is not considered a heterocvcloalkenyl group.
Examples of polycyclic heterocycloalkenyl groups consisting of a heterocycloalkenyl group

fused to an aromatic ring are described below.

160647} Examples of polycyclic rings consisting of an aromatic ving (e.g., arvl or
heteroaryi) fused to a non-aromatic ring (e.g., cvcloalkvl, cycloalkenvl, heterocycloalkyl,
heterocycloalkenvl) include indenyl, 2. 3-dihydro-1H-indenyl, 1,2.3 4-tetrahvdronaphthalenyl,
benzo} 1,3 jdioxolyl, tetrahvdroguinolinyl, 2,3-dihyvdrobenzoi 1, 4]dioxinvi, mdolinvi,

isoindolinyl, 2,3-dihydro-1H-indazolvl, 2,3-dihydro-1H-benzo[djimidazolyl, 2,3-
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dihydrobenzofuranvl, 1,3~dihydroisobenzofuranvl, 1,3-dthydrobenzofclisoxazolyl,
2.3-dihydrobenzo|dlisoxazolyl, 2,3-dihydrobenzo{djoxazolvi,

2, 3-dihvdrobenzofblthiophenyl, 1,3-dihydrobenzo{cithiophenvl,
1,3-dihydrobenzofclisothiazolyl, 2,3-dihvdrobenzofdjisothiazolyl,
2,3-dihydrobenzo|d|thiazolyl, 5 6-dihydro-4H-cyclopentajdjthiazolyl,

4.5,6,7-tetrahy drobenzo{djthiazolvi, 5,6-dihydro-4H-pyrrolo{3,4-d|thiazoivi , 4,5.6,7-
tetrahy drothiazolof 5, 4-clpyridinyl, indolin-2-one, indolin-3-one, isoindolin-1-one, 1,2-
dihydroindazol-3-one, 1H-benzofdjinudazol-2(3H)-one, benzofuran-2(3H}-one, benzofuran-
3{2H)-one, isobenzofuran-1{(3H}-one, benzofclisoxazol-3{1H)-one, benzojd}isoxarol-3(2H})-
one, benzo{d]oxazol-2(3H)-one, benzolbithiophen-2(3H}-one, benzolbjthiophen-3(2H}-one,
benzo[clthiophen-1{3H)-one, benzo[chisothiazol-3(1H)-one, benzofdlisothiazol-3(2H)-one,
benzo|djthiazol-2(3H}-one, 4, 5-dithyvdropyrrolo|3.4-d|thiazol-6-one, 1,2-dihydropyrazolo{3,4-
djthiazol-3-one, guinolin-4{3H)-one, quinazolin-4(3H}-one, quinaroline-2, 4(1H,3H)-dione,
guinoxalin-2(1H)-one, quinoxahine-2 3(1H,4H}-dione, cinnolin-4(3H}-one, pyridin-2(1H})-
one, pyrmidin-2(1H}-one, pyrimdin-4(3H)-one, pyridazin-3(2H)-one, 1H-pyrrolof3,2-
bipyridin-2(3H}-one, 1H-pyrrolo|3.2-clpvridin-2(3H}-one, 1H-pyrrolo{2,3-cipyridin-2{3H}-
one, tH-pyrrolo]2,3-bipyridin-2(3H)-one, 1,2-dihvdropyrazolof 3,4-djthiazol-3-one and 4,5-
dibydropyrrolof3,4-djthiazol-6-one. As discussed herein, whether each ring is considered an
arvl, heteroarvl, cycloalkyl, cycloalkenyi, heterocycloalkyl or heterocvcloalkenyl group is

determined by the atom through which the moiety 1s bound to the parent structure.
(048] "Halogen" or "halo" refers to fluorine, chlorine, bromine or iodine.

603491 Unless otherwise indicated, compounds disclosed and/or described herein include
all possible enantiomers, diastereomers, meso 1somers and other stereoisomeric forms,
mchuding racemic mixtures, optically pure forms and intermediate mixtures thereof.
Enantiomers, diastereomers, meso isomers and other sterepisomeric forms can be prepared
using chiral synthons or chiral reagents. or resolved using conventional techriques. Unless
specified otherwise, when the compounds disclosed and/or described herein contain olefinic
double bonds or other centers of geometric asymmetry, it is intended that the compounds

include both E and 7 isomers. When the compounds described herein contain moigties
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capable of tautomerization, and unless specified otherwise, 1t 1s intended that the compounds

include all possible tautomers.

{60650} “Protecting group” has the meaning conventionally associated with it in organic
synthesis, t.e., a group that selectively blocks one or more reactive sites in a multifunctional
compound such that a chenical reaction can be carried out selectively on another unprotected
reactive site, and such that the group can readily be removed afier the selective reaction is
complete. A variely of prolecting groups are disclosed, for example, in T H. Greene and P.
G. M. Wuts, Protective Groups in Organic Synthesis, Third Edition, John Wiley & Sons,
New York {1999} For example, a “hydroxy protected form™ contains at least one hydroxy
group protected with a hydroxy protecting group. Likewise, amines and other reactive

groups may similarly be protecied.

0051} The term "pharmaceutically acceptable salt" refers to a salt of any of the
compounds herein which are known to be non-toxic and are commonly used in the
pharmaceutical literature. In some embodiments, the pharmaceutically acceptable salt of a
compound retains the biological effectiveness of the compounds described herein and are not
biologically or otherwise undesirable. Examples of pharmaceutically acceptable salts can be
found in Berge et al., Pharmaceutical Salts, J Pharmaceutical Sciences, January 1977, 66(1),
1-19. Pharmaceutically acceptable acid addition salts can be formed with inorganic acids and
organic acids. Inorganic acids from whach salts can be denved mclude, for example,
hydrochloric acid, hvdrobromic acid, sulfuric acid, nitnic acid, and phosphoric acid. Organic
acids from which salis can be derived include, for example, acetic acid, propionic acid,
glyeolic acid, pyruvic acid, lactic acid, oxalic acid, malic acid, maleic acid, malonic acid,
succinic acid, fumaric acid, tartaric acid, citric acid, benzoic acid, cinnamic acid, mandelic
acid, methanesulfonic acid, ethanesulfonic acid, 2-hydroxyethylsulfonic acid, p-
toluenesulfonic acid, steanic acid and salicylic acid. Pharmaceutically acceptable base
addition salts can be formed with morganic and orgamc bases. Inorganic bases from which
salts can be derived include, for example, sodium, potassium, Hthium, ammonium, calcium,
magnesium, iron, 7inc, copper, manganese, and aluminum. Organic bases from which salts

can be denived include, for example, primary, secondary, and tertiary amunes; substituted
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amunes including naturally occurring substituted anunes; cyclic amines; and basic ion
exchange resins. Examples of organic bases include isopropvlamine, trimethylamine,
diethylamine, triethylamine, tnipropylamine, and ethanolamine. In some embodiments, the
pharmaceutically acceptable base addition salt is selected from ammonium, potassiun,

sodium, calcium, and magnesium salts.

606521 If the compound described herein is obtained as an acid addition salt, the free base
can be obtained by basifyving a sclution of the acid salt. Conversely, if the compound 15 a free
base, an addition salt, particularly a pharmaceutically acceptable addition salt, may be
produced by dissolving the free base in a suitable organic solvent and treating the solution
with an acid, in accordance with conventional procedures for preparing acid addition salis
from base compounds (see, e.g., Berge et al., Pharmaceutical Salts, J Pharmaceuticol
Sciences, January 1977, 66(1), 1-19). Those skilled in the art will recognize various synthetic

methodologies that may be used to prepare pharmaceutically acceptable addition salts.

{60331 A “solvate” is formed by the interaction of a solvent and a compound. Suitable
solvents include, for example, water and alcohols (e.g., sthanol). Solvates include hydrates

having any ratio of compound to water, such as monschydrates, dihydrates and hemi-hydrates.

160654} The term “substituted” means that the specified group or moiety bears one or
more substituents including, but not limited to, substituents such as atkoxy, acvl, acyloxy,
carbonylalkoxy, acylamino, amino, anminoacyl, armnocarbonylaminoe, aminocarbonvioxy,
cvcloalkyl, cycloalkenyl, aryl, heteroarvi, aryloxy, cyvano, azido, halo, hydroxyl, nitro,
carboxyl, thiol, thioalkyl, cycloalkyl, cvcloalkenyl, alkyl, alkenvl, alkynyl, heterocyclyl,
aratkvl, aminosutfonyl, sulfonvlamino, sulfonyl, oxo, carbonvialkvlenealkoxy and the like.
The term “unsubstituted” means that the specified group bears no substituents. Where the
term “‘substituted” is used to describe a structural system, the substitution is meant {0 occur at
any valency-allowed position on the system. When a group or moiety bears more than one
substituent, it is understood that the substituents may be the same or different from one
another. In some embodiments, a substituted group or moiety bears from one to five
substituents. In some embodiments, a substituted group or moiety bears one substituent. In

some embodiments, a substituted group or moiety bears two substituents. In some
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embodiments, a substituted group or moiety bears three substituents. In some ernbodirents,
a substituted group or moiety bears four substituents. In some embodiments, a substituted

group or moiety bears five substituents.

[0055] By "optional” or "optionally” is meant that the subsequently described event or
circumstance may or may not occur, and that the description includes instances where the
event or circumstance occurs and instances in which it does not. For example, "optionally
substituted alkvl" encompasses both "alkyl" and "substituted alkyi" as defined herein. Tt will
be understood by those skilled in the art, with respect to any group containing one or more
substituents, that such groups are not intended to introduce any substitution or substitution
patierns that are sterically impractical, svnthetically non-feasibie, and/or inherently unstable.
It will also be undersiood that where a group or motety is optionally substituted, the
disclosure includes both embodiments in which the group or moiety is substituted and

embodiments in which the group or moiety s unsubstituied.

(0056} The compounds disclosed and/or described herein can be enriched isotopic forms,
e.g., enriched in the content of H,°H, 1, BC andlor MC. In one embodiment, the
compound contains at least one deutertum atom. Such deuterated forms can be made, for
example, by the procedure described in U8, Patent Nos. 5,846,514 and 6,334,997, Such
deuterated compounds may improve the efficacy and increase the duration of action of
compounds disclosed and/or described herein.  Deuterium substituted compounds can be
synthesized using various methods, such as those described in: Dean, D., Recent Advances in
the Synthesis and Applications of Radiolabeled Compounds for Drug Discovery and
Development, Curr. Pharm. Des., 2000, 6{10); Kabalka, G. et al., The Synthesis of
Radiolabeled Compounds via Organometallic Intermediates, Tesrahedron, 1989, 45(21),
6601-21; and Evans, E., Synthesis of radiolabeled compounds, J. Radicanal. Chem., 1981,

64(1-2), 9-32.

166571 The term "pharmaceutically acceptable carmrier” or "pharmaceutically acceptable
excipient” includes any and all solvents, dispersion media, coatings, antibacterial and

antifungal agents, isotonic and absorption delaying agents and the like. The use of such media
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and agents for pharmaceutically active substances is well known in the art. Except insofar as
any conventional media or agent is incompatible with the active ingredient, s use in
pharmaceutical compositions is contemplaied. Supplementary active ingredients can also be

imcorporated into the pharmaceutical compaositions.

[0058] The terms “patient.” “individual,” and “subject” refer to an animal, such as a
mammal, bird, or fish. In some embodiments, the patient or subject is a mammal. Mammals
mnclude, for example, mice, rats, dogs, cats, pigs, sheep, horses, cows and humans. In some
embodiments, the patient or subject 1s a human, for example a human that has been or will be
the object of treatment, observation or experiment. The compounds, compositions and

methods described herein can be useful in both human therapy and veterinary applications.

(60659} As used herein, the term "therapeutic” refers to the ability to modulate the cardiac
sarcomere. As used herein, “modulation” refers to a change m activity as a direct or indirect
response to the presence of a chemical entity as described herein, relative to the activity of in
the absence of the chemical entity. The change may be an increase in activity or a decrease in
activity, and may be due to the direct interaction of the chermmcal entity with the a target or
due 1o the inferaction of the chemical entity with one or more other factors that in turn affect
the target's activity. For example, the presence of the chemical entity may, for example,
merease or decrease the targel activity by directly binding to the target, by causing {(directly
or indirectly } another factor to increase or decrease the target activity, or by {(directly or

indirectly) increasing or decreasing the amount of target present in the cell or organism.

0060} The term "therapeutically effective amount” or "effective amount” refers to that
amount of a compound disclosed and/or described herein that is sufficient to affect treatment,
as defined herein, when admimstered to a patient in need of such treatment. A
therapeutically effective amount of a compound may be an amount sufficient to treat a
disease responsive to modulation of the cardiac sarcomere. The therapeutically effective
amount will vary depending upon, for example, the subject and disease condition being
treated, the weight and age of the subject. the severity of the disease condition, the particular
compound, the dosing regimen 1o be followed, timing of administration, the manner of

administration, all of which can readily be determuned by one of ordinary skill in the art. The
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therapeutically effective amount may be ascertained experimentally, for example by assaying

blood concentration of the chemical entity, or theoretically, by calculating bioavailability.

{60661} "Treatment" {and related terms, such as “treat”, “ireated”, "treating"} incindes one
or more of preventing a disease or disorder (i.e., causing the clinical symptoms of the disease
or disorder not to develop); inhibiting a disease or disorder; slowing or arresting the
development of clinical syvmptoms of a disease or disorder; and/or relieving a disease or
disorder {i.e., causing relief from or regression of climical symptoms). The term encompasses
situations where the disease or disorder is already being experienced by a patient, as well as
situations where the disease or disorder is not currently being experienced but is expected to
arise. The term covers both complete and partial reduction or prevention of the condition or
disorder, and complete or partial reduction of clinical symptoms of a disease or disorder.
Thus, compounds described and/or disclosed herein may prevent an existing disease or
disorder from worsening, assist in the management of the disease or disorder, or reduce or
eliminate the disease or disorder. When used in a prophylactic manner, the compounds
disclosed and/or described herein may prevent a disease or disorder from developing or

lessen the extent of a disease or disorder that may develop.

06062} "ATPase" refers 1o an enzyme that hydrolyzes ATP. ATPases include proteins

comprising molecular motors such as the myosins.

(8663} As used herein, “selective binding” or “selectively binding” refers to preferential
binding to a target protein in one tvpe of muscle or muscle fiber as opposed to other types.
For example, a compound selectively binds to fast skeletal troponin C if the compound
preferentially binds troponin C in the troporin complex of a fast skeletal muscle fiber or
sarcomere i coraparison with troponin C in the troponin complex of a slow rauscle fiber or

sarcomere or with troponin C in the troponin complex of a cardiac sarcomere.

Compounds
160664} Compounds and salts thereof (such as pharmaceutically acceptable salts) are

detailed herein, including in the Brief Summary and in the appended claims. Also provided
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are the use of all of the compounds described heremn, including any and all sterecisomers,
including geomeiric isomers (cis/trans), B/7 isomers, enantiomers, diastereomers, and
mixtures thereof in any ratio including racermc mixtures, salts and solvates of the cornpounds
described herein, as well as methods of making such cormpounds. Any corapound described

herein may also be referred to as a drug.

8065} In one aspect, provided are compounds of Formula (1)

ot a salt thereof, wherein
Gy is ~CR'R- or -0
Gs is a bond or — CRR'—
G is ~CR*- or -N—:
RL R RY R R® R, and R® are sach independently H, C;-Cs alkyl, halo, or

hydrosvl:

R%is H, €,-Cy alkyl, halo, or hydroxyi;

—OR'— and -R*S—;

R”is H, C1-Cs alkyl, or cycloalkyl;

A is selected from the group consisting of substituted C» alkyovl, unsubstituted C,
alkynvl, substituted phenyl, unsubstituted phenyl, and 5- or 6- membered heteroaryl

comprising at least one annular N atom, wherein the 5- or 6- membered heteroaryl is

ansubstituted or substituted with one or more R'® substituents;

cach R' is independently selected from the group consisting of substituted or

wnsubstituted C;-Cg alkyl, substituted or unsubstituted C»-C¢ alkenvl, substituted or



WO 2019/144041 PCT/US2019/014344

unsubstituted C,~Cq alkynvl, substituted or unsubstituted cycloalkyl, substituted or

unsubstituted heterocycloalkyl, and ~C(QYORY;

B is selected from the group consisting of H, C;-C¢ alkyl, cycloalkyl, aryi,
heterocycloalkyvl, and heteroaryl, wherein the C;-Cs alkyl, cvcloalkyl, aryl, heterocycloalkyl,

or heteroarvl of B is unsubstituted or substituted with one or more R'' substituents;

each R'! is independently selected from the group consisting of substituted or
unsubstituted heterocycloalkyl, substituted or unsubstituted heteroaryl, substituted or
unsubstituted cycloalkvl, substituted or unsubstituted arvl, unsubstituted C,-Cs atkyl, C1-Cs
alkyl substituted with one or more R** substituents, substituted or unsubstituted C,-Cq
alkenvl, substituted or unsubstituted C,-Cq alkvnvl, halo, ---(}Rb, ~-C{O)R", »---C{())()Rd, 0X0,
and -NR°R%,

each R" is independently selected from the group consisting of halo, -OR", —C{OIRE,

~C{OYOR", and ~C{OINR'R;
each R%, R®, R, RY, R® R R® R". R' and R’ is independently H or {;-Cy alkyl; and
R* R’ and R" are each C;-Cs alkyl,

wheretn when A s unsubstituied phenyl or S-trifluoromethyl-1,2 4-oxadiazolyl, the -
Z-B moiety 15 not —-OC{CH;); or l-ethyl-3-hydroxy-1,5-dihvdro-2H-pyrrol-2-onyl.
[0066] In some embodiments of Formula (1), R’ R?‘, jo Rf*, RS, R® RZ and R® are each
independently H. In some embodiments of Formula (1), at least one of R], RZ, RSD RA, RS, RG,
R’ and R* is not HL
16667} In some variations of Formula (1) described herein, G, is -CR'R’~. In some
embodiments, one of R*and R’ is H. C1-C, alkvl, halo, or hydroxy! and the other is C;-Cy
alkvl, halo, or hydroxyl. In some embodiments, one of R* and R’ is H, and the other is C-Cy
alkyl, halo, or hvdroxyl. In some embodiments, both R* and R” are H, such that Gy is -CHy—

In some embodiments of Formula (I) described herein, G, 15 -0

[00GGR] In some embodiments of Formula (I}, G, is a bond. In some embodiments, G, 15 -

CR°R’-. In some embodiments, one of R°and R’ is H, C;-Cs alkyl, halo, or hydroxyl and the
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other is €;-Cg alkyl, halo, or hydroxyl. In some embodiments, one of R® and R is H, and the
other is C1-Cs alkyl, halo, or hydroxyl. In some embodiments, both R® and R are H, such

that Gy 15 -CHo—

(8669} In some embodiments of Formula (), Gs is —~CR™-, wherein R is C;-Cy alkyl,
halo, or hydroxyl. In some embodiments, R*is H, such that G is ~CH~ . In some

embodiments, Gs 1s ~N—.

{66701 In some embodiments of Formula (1), G; is ~-CR'R’- and G, is a bond. In certain
embodiments, Gi is ~CHy— and G is a bond. In some embodiments, Gy is ~-CR*R’- and Gy is
~CR°R’-. In certain embodiments, Gy and G» are each ~CHy—. In some embodiments, G, is —
O- and Gy is a bond. In some embodiments, Gy is ~O- and G» is ~CR°R’~. In certain
embodiments, G; is ~O— and G, is ~CH,— In some embodiments, Gy is ~-CR'R'— G is a
bond, and Gy is ~CR*~ In certain embodiments, Gy is ~CHs—, G» is a bond, and Gs is ~CH—.
in some embodiments, Gy is ~CR'R’~, Gy is ~CR°R'~, and G, is ~CR®-. In certain
embodiments, (& and G, are each ~CHy— and Gs is ~CH-—. In some embodiments, Gy is -0,
G is a bond. and Gy is ~CR®~. In certain embodiments. Gy is —{—, G 15 a bond, and G5 is -
CH- In some embodiments, Gy is ~O—, Gris ~CR°R’~, and Gy is ~CR*~. In certain
embodiments, Gy is O, (G is ~CHy— and Gs is ~CH- In some embodiments, G; is ~
CR'R-, Gy is a bond, and Gy is —N—. In certain embodiments, Gy is ~CHa—, G» is a bond, and
Gy is -N—. In some embodiments, G, is —-CR'R—, Gy is —CR°R’—, and G is —N-. In certain
embodimenis, Gy and G, are each ~CHy~ and Gs 15 —N—. In some embodiments, G 158 -0,
Gy is a bond, and G is ~N-. In some embodiments, Gy is ~O-, Gy is ~CR*R’-, and G5 is ~N-

. In certain embodiments, Gy 158 00—, (G 1 ~CHo—, and Gs 15 -N—,

[8071] In some embodiments of Formula (1), R' and &’ are each mdependently H, C-Cq
alkyl. halo. or hydroxyl, and R is H. In some embodiments, one of R' and R’ is H and the
other is C-Cy alkyl, halo, or hydroxyl, and R” is H, Co-Cy atkyi, halo, or hydroxyl. In some
embodiments, R' and R are each H, and R is 0>-Cs alkyl, halo, or hydroxyl. In some
embodiments, at least one of R\, R, and R’ is H. In some embodiments, at least one of R,

R? and R’ is not H. In some embodiments, R, R*, and R’ are each H.
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(6072} In some embodiments, when any particular group 15 substituted, the indicated
group is substituted by one or more substituents selected from the group consisting of oxo,
Ci-Co alkyl, Co-Cs alkenyl, C-C¢ alkynvl, halogen, -CN, —ORAI, wSRAl, uNRAZR‘A‘S? SN,
-C=NH(OR™), -C(ORM, -0CORM, -C(O)ORM, -CLOWRMRY, -OCOINRVRY,
NRMCOIR? -NRMCOYORM, -NRMC(OINRMRY, -S(O)RY, -S(0),RM,
NRMS(OIR™, -C{OINRMS(OIR™, -NRMS(O)R™, -C{OINRMS(0)R™Y, -8(OINRMRY,
S(ORNRMRY | P(OHORM™ORM), C3-Ce cycloalkyl, 3-12-membered heterocyvelvl, 5- to
10~-membered heteroaryl, Co-Cyy aryl, (C-C; alkylene)CN, -(C-C; alkyiene)()R’“,

+{C1-Cs alkylene)SRM, (C1-Cs alkylene)NRMR™Y, «(C-Cs alkylene)CFs, -(Ci-

Cy alkylene)NG,, -C=NH(OR™), <{(C;-C; alkylene)C(OIRM, «(C1-C5 alkylene)OC(O)R™,
~{C-C5 alkylene)C(OYORM, «C-C;5 alkylene)C(OINRMR™Y, «(C -

C5 alkylene)OCIOINRMRY | (C-C; alkyleng)NRYM CIOR™, (-

Cs alkyleneNRAMC(OIOR™, -(C1-C;5 alkylene)NRAMC(OINRMRY | (C)-

C; alkylene)S(OIRM, «(C1-Cs alkylene)S{0)RYM, «(C1-Cs alkylene)NRAMS(ORY, -COXC-
C; alkylene)NR*MS{ORY, «C-C; alkylene)NR'S{O)LR™, «(C)-

C5 alkylene)C(OINRMS(OLR™Y, «C)-C; alkviene)S(ONRMR™, (-

Cs alkylene)S(ORNRMRY, «(C1-Cs alkylene)P(ONOR N OR™), «(C1-Cs alkvlene}Cs-Ce
cvcloalkyl), (Cy-C; alkylene}(3-12-membered heterocvelyl), ~(Cy-C; alkviene)(5-10-
membered heteroaryl) and -{C;-C; alkvlena}{(Ce-Cyy arvh), wherein the one or more
substituents are each independently unsubstituted or substituted with one or more further
substituents selected from the group consisting of halogen, oxo, SORM NRMRM, -C(O)RMﬁ
-ON, -S(OIR™ | -S(0RR™M, -PIOWORMNORM), «(C,-C; alkylene)ORM, «(C -

C; alkylene)NRMRY, «C-C; alkylene)C(ORM, (C;-C; alkylene)S(ORM, «(Cy-

Cs alkylene)S(ORR™M, «(C1-Cs alkyvlene)P(ONORMYOR™), C5-Cq cycloalkyl, C1-Cs alkyl,
and C;-Cy alky! substituted by oxo. ~OH or halogen; wherein each R™ is independently
hydrogen, C-Cy alkyl, Co-Cg alkenyl, C,-Cy alkynyl, Cs5-Cq cycloalkyl, Ce-Cyy aryl, 5-6-
membered heteroaryl or 3-6-membered heierocyclyl, wherein the Ci-Cy alkyl, Co-Cs alkenyl,
Cy-Ce alkynyl, C5-Cg cycloalkyl, Ce-Cig arvi, 5-6-membered heteroaryl and 3-6-membered
heterocyclyl are independently unsubstituted or substituted by halogen, oxo, -CN, -OR™,

NRAMRY | -POWORMWOR). phenyl, phenyl substituted by halogen, C,-Cy; alkyl, or €;-Cy

30



WO 2019/144041 PCT/US2019/014344

alkyl substituted by halogen, -OH or oxo; R* and R™ are each independently hydrogen, C,-
Ce alkyl, C-Cs alkenyl, Co-Co alkynvi, C3-Cg cycloalkyl, Cs-Crs arvl, 5-6-membered
heteroaryl or 3-6 membered heterocyelyl, wherein the C-Cg alkyl, T3~ alkenyl, Co-Co
atkvnyl, Cs-Cs cyvcloalkyl, Ce-C iy aryl, 5-6~-membered heteroary! and 3-6 membered
heterocyclyl are each independently unsubstituted or substituted by halogen, oxo, -CN,
SORM,NRMRY ) C4-Cy alkyl, or C-Ce alkyl substituted by halogen. -OH or oxo; and R,
R R and RY are each independently hydrogen, C1-Ce alkyl, Co-Cs alkenyl, Cs-

Ce alkynyl, Cy-Cq alkyl substituied by one or more halogen, C;-Cs alkenyl substituted by one

or more halogen, or C-Cs alkynyl substituted by one or more halogen.

16673} in another aspect, the compound of Formula (1) is a compound of Formula (Iay

R* g R
A N Lo
G ﬁm_{zma
R? (1a)

{66743 or a salt thereof, wherein A, B, Gi, G, and Z are as defined for Formulda (1) or any

variation or embodiment thereof,

[B075] In some embodiments of Formula (Ia), R\, R*, B, R*, R”, and R® are cach
independently H. In some embodiments of Formula ({a), at least one of le R?‘, RK, R"@, R’

and R® is not H.

(6676} In some variations of Formula (Ia) described herein, G, is —CR*R™—. In some
embodimenis, one of Riand R7is H, C-Cs alkyi, halo, or hydroxvi and the other 1s C}-Cq
alkvl, halo, or hydroxyl. In some embodiments, one of R* and R’ is H, and the other is C-Cy
alkyl, halo, or hvdroxyl. In some embodiments, both R and R” are H, such that G is -CH—

In some embodiments of Formula (Ia) described heremn, Gy 15 -0

16677} in some embodiments of Formula (1a), Gs is ~CR®-, wherein R® is C;-Cs alkyl,
halo, or hydroxyl. In some embodiments, R*is H, such that G is ~CH- . In some

emnbodiments, Gy 1§ —N—.
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[B078] In some embodiments of Formula (I) or (fa). Gy is -CR'R’- and G is —-CR*-. In
certain embodiments, Gy 1s ~CHy— and Gs 15 ~CH-. In some embodiments, (¢ 15 -C R'‘R7-
and G is —N—. Tn some embodiments. Gy is -0 and G; is ~CR®~. In certain embodiments,

Gy 15 —0- and G is ~CH-. In some embodiments, Gy 15 —O- and G3 15 —N—.

[06679] In some embodiments of Formula (Ia), R’ and R’ are each independently H, €-Cs
alkyl, halo, or hydroxyl, and R” is H. In some embodiments, one of R' and R” is H and the
other is C;-Cg alkyl, halo, or hydroxyl, and R” is H, C,-Cs alkyl, halo, or hydroxyl. In some
embodiments, one of R’ and R* is H and the other is C-Cs alkvi, halo, or hydroxyl, and R’is
H, -Ce alkyl, halo, or hydroxvl In some embodiments, at least one of R' R* and RPisH.
In some embodiments, at feast one of R, R?, and R® is not H. In some embodiments, R!, R,

and R’ are each H.

106086} In another aspect, the corapound of Formula (1) 1s a coropound of Formula (Ib):

78 by,

or a salt thereof, wherein A, Z, B, R', R>, R’ R*, R’, and R® are as defined for Formula (I) or
any vartation or embodiment thereof.

[6081] In some embodiments of Formula (Ib), R'. R, R*, R*, R, and R® are each
independently H. In some embodiments of Formula (Ib), at least one of R', R%. R, R*. R,
and R®is not H. In some embodiments, one of R* and R is H, C;-Cq alkvl, halo, or hydroxyl
and the other is C;-Cq alkyl, halo, or hydroxyl. In some embodiments, one of R* and R is H,
and the other is C1-C, alkyl, halo, or hydroxyl. In some embodiments, both R* and R are H,
such that G, is ~CH,—. In some embodiments, R®is €;-Cs alkyl, halo, or hydroxyl. In some

embodiments, R*is H.

160682} In some embodiments of Formula (Ib), R and R are each independently H, C;-Ce

alkyl, halo, or hydroxyl, and R is H. In some embodiments, one of R' and R’ is H and the
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other is €1-Cg alkyl. halo, or hydroxyl, and R” is H, C»-Cy alkyl, halo, or hydroxyl. In some
embodiments, one of R’ and R’ is H and the other is C;-Cs atkyl, halo, or hydroxyl, and R is
H, C5-Ce alkyl, halo, or hydroxyl. Tn some embodiments, at least one of R', R”, and R¥ is H.
In some embodiments, at least one of RY, R%, and R is not H. Tn some embodiments, R, R%,

and R’ are each H.

[60383] In another aspect, the compound of Formula (1) is a compound of Formula (Ic):

R g R
hd .
A
N~
R R “8 (10,

or a salt thereof. wherein A, Z. B. R'. R?, R, and R® are as defined for Formula (i) or any
variation or embodiment thereof.

16084} In some embodiments of Formula (Ic), RY, R%, RY, and R® are each independently
H. In some embodiments of Formula (I¢). at least one of R*, R*, R’, and R is not H. In some
embodiments of Formula (Ic), R’ and R® are each independently H, C;-C, alkyl, halo, or
hydroxyl, and R7 is H. In some embodiments, one of R' and R’ is H and the other is C1-Ce
alkyl. halo, or hydroxyl, and R” is H, C,-Cs alkyl, halo, or hydroxyl. In some embodiments,
one of R! and R’ is H and the other is C1-Cs alkyl, halo, or hvdroxvl, and RYis H, C5-Cq
alkyl, halo, or hydroxyl. In some embodiments, at least one of R\, R?, and R’ is H. In some
embodiments, at least one of R', R?, and R is not H. Tn some embodiments, R', R?, and R’
are each H. In some embodiments, R%is €;-Cs alkyl, halo, or hvdroxyl. In some

embodiments, R¥is H.

B85} In another aspect, the compound of Formula (1) is a compound of Formula (Id):

b
Z—B
(Id),

or a salt thereof, wherein A, Z, B, R', R%. R°, R*, and R” are as defined for Formula (1) or any

vartation or embodiment thereof
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[0086] In some embodiments of Formula (Id), R, R, ®®, R*, and R’ are each

independently H. In some embodiments of Formula (1d}, at least one of R R R’ RY and

R’ is not H.

[6687] In some embodiments of Formula (Id), one of R*and R is H, C;-Cs alkyl, halo, or
hydroxvl and the other is C1-Cs alkyl, halo, or hydroxyl. In some embodiments, one of R*
and R’ is H, and the other is C;-Cy alkyl. halo, or hydroxyl. In some embodiments, both R*
and R are H.

[0088]  In some embodiments of Formula (Id), R' and R’ are each independently H. C1-Cq
alkyl. halo. or hydroxyl, and R* is H. In some embodiments, one of R’ and R’ is H and the
other is C;-Cs alkyl, halo, or hydroxyl, and R” is H, C5-Ce alkyl, halo, or hydroxyl. In some
embodiments, one of R' and R’ is H and the other is C1-Cs alkyvi, halo, or hydroxyl, and R%is
H, C;~Cq alkvl, halo, or hydroxyl. In some embodiments, at least one of Rl, R and R is H
In some embodiments, at least one of R, R?, and R’ is not H. In some embodiments, R!, B,

and R? are each H.

{60891 In another aspect, the compound of Formula (1) 15 a compound of Formula (Ie):

4 H -
278 ey,

or a salt thereof, wherein A, Z, B, RL. R”. and R’ are as defined for Formula ( D oorany
variation or embodiment thereof

{60390] In some embodiments of Formula (Ie), R}, R, and R’ are each H. In some
embodiments, R' and R? are each independently H, C1-C, alkyl, halo, or hydroxyl, and R is
H. In some embodiments, one of R and R is H and the other is C,-Cs alkyl, halo, or
hydroxvl, and RYis H, Cs-Cq alkyl, halo, or hydroxvl. In some embodiments, one of R’ and
R? is H and the other is C;-Cq alkyl, halo, or hydroxyl, and R’ is H, (--Cs alkvi, halo, or
hydroxyl In some embodiments, at least one of RL R and RP s H In some embodiments,

at least one of R’ R?, and R’ is not H.
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6091} In another aspect, the compound of Formula {f) 15 a compound of Formula (I6) or

{Ig):

R? Z-B (ig),
or a salt thereof. wherein A, Z. B. R'. R?, R’ Gy, G», and G are as defined for Formula () or
any variation or embodiment thereof.
6692} In another aspect, the compound of Formula () 1s a compound of Formuda (Ih),

(LY. (1), or (kY-

R Gﬂ,‘G? 3
.......... R:
N 0
=3, HN
R Z-B (ih)
RZ Gj"Gz .
R:
AW 0
=g, HN—A
R Z-8 (1),
Rz (31"(32
R‘s
=G,y HN
=c ik
R Z-B (1)
R Gq‘G? )
.......... RI
s N4 g
=, HN—
R® Z-B (k)
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(6093} or a salt thereof, wherein A, Z, B, R\, R®. B’ Gy, G, and Gs are as defined for
Formula (I} or any vanation or embodiment thereof.

(6094} in some embodiments of Formula (1), (Ia), (Ib), (ic), {Id}, (Ie), (D), (g}, (dhy, (7))

(. or k), Z 1s a bond. In some embodiments, Z 18 C1-Cq alkyl. In some embodiments, 7 is

>

methylene. In some embodiments, 7 is ethylene or propylena. In some embodiments, 7 is -
O-. In some of these embodiments, Z is ~N{R"}-, wherein R is H, C1-C; alkyl, or cycloalkyl.
In some of these embodiments, Z is -N{R"}—, wherein R is H, C;-Cs alkyl, or 3-Cs
cycloalkyl In some embodiments, 7 is —NH—. In some embodiments, 7. 1s —N{CH;3}— In
some embodiments, 7 is -R*O—-, ~-OR’~, or —-R’S~, wherein R”, R’, and R are each C,-Cy
alkyl. In some embodiments, Z is -CH,0-. In some embodiments, Z is ~OCH;-. In some
embodiments, Z 1s ~CH,CH,0-, ~CH,CHCHLO0-, ~OCH,CHb-, or ~OCHCHLCH,-. In some
embodiments, Z 15 ~-CH,S-, ~-CHCH,S-, ~CHOCHLCH,S-, -SCHp-, ~-SCHCH-, or
SCHLCH,CH,-

jB095] In some embodiments of Formuda (I), (Ia), (Ib), {Ic), (1d). (e}, (If), (Ig). (h), (i
(I3}, or (1K), A 1s selected from the group consisting of substituted C» alkynyl, unsubstituted
C, alkynyl, substituted phenyi, unsubstituted phenyl, and 5- or 6- membered heteroaryl
comprising at least one annular N atom, wherein the 5- or 6- membered heteroaryl is
ansubstituted or substituted with one or more R'® substituents; wherein sach R'% is
independently selected from the group consisting of substituted or unsubstituted C-Cy alkvi,
substituted or unsubstituted C,-Cs alkenvl, substitined or unsubstituted 5-C¢ alkynyl,
substituted or unsubstituted Cs5-Cy cycloalkvl, substituted or unsubstituted 3- to 12-membered
heterocycloalkyl, and ~C(OIOR?. In some embodiments, each R' is independently selected
from the group consisting of substituted or unsubstituted C;-Cq alkyl, substituted or
unsubstituted C,-Cs alkenvi, substituted or unsubstituted Co-Cs alkynyl, substituted or
unsubstituted Cs5-Cs cycloalkyl, substitited or unsubstituted S- o G-membered
heterocycloalkyl, and ~C{O)YOR®. In some embodiments, each R' is independently selected
from the group consisting of unsubstituted C-Cq alkyl, C-Cy alkyl substituted with one or
more groups selecied from D, halo, -C{OYOH, -C(0y0C-Cs alkyl, -OH, -0C-Cs alkyl, and

C3-Cy cvcloalkyl, unsubstituted C,-Cq alkenyl, C-Cq alkenyl substituted with one or more
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groups selected from D, halo, -C(OYOH, -C(O)YOC,-Cq alkvl, -OH, ~0C,-Cq alkvl, and C5-Cy
cvcloalkyl, unsubstituted Cr-Cs alkvnvl, C5-Co alkynyl substituted with one or more groups
selected from D, halo, -C(OYOH, -C{O)YOC1-Cs alkyvl, -OH, -0C-Cq alkyvl, and C5-Cy
cvcloalkyl, unsubstituted Cs-Cy eycloalkyl, C5-Cy cvcloalky! substituted with one or more C)-
Ce alkyl groups, unsubstituted 5- {o 6-membered heterocycloalkvl, 3- to 6-membered
haterocycloalky} substituted with one or more C;-Cy alkyl groups, and ~C{OYOR® wherein R*

s H or -Ce alkyl

[6096] In some embodiments of Formula (1), (Ia), (Ib), o), (Id), (e}, (0D, (dg), (h), (1.
(I, or (1k), A is unsubstituted C; alkynyl or substituted O alkynyl. In some embodiments, A
is unsubstituted C; alkvnvl, such that A is acetylene. In other embodiments, A 15 C; alkynyl

substituted with C-Cs alky] or C3-Cy cveloalkyl

160697} In some embodiments of Formula (I), (Ta), (Ib), (I¢), (1d), (e}, (D), (dg), (dh), (Iv),
(I, or (Ik), A 1s selected from the group consisting of substituted pheny!, unsubstituted
phenyl, and 5- or 6- membered hetercaryl comprising at least one anmuilar N atom, wherein
the 5- or 6- membered heteroary! is unsubstituted or substituted with one or more R’

substituents

(0098} In some embodiments of Formula (1), (Ia), (Ib). (ic), {Id}, (ie), (if), (Ig), (h), (I1),
{I1). or (Ik), A 1s phenyl, which is unsubstituted or substituted with one or more substituents
selected from the group consisting of substiituted or unsubstituted C;-Cg alkyl, substituted or
wnsubstituted C-Cg alkeny!, substituted or unsubstitited C,-Cs alkynyl, substituted or
unsubstituted cycloalkyl, substituted or unsubstituted heterocycloatkyl, and ~C{O)OR?,
wherein R" is H or C1-Cs alkyl. In some embodiments, A is unsubstituted phenvl In some
embodiments, A 1s unsubstituted pheny! and Z 1s g bond, C;-Cy alkyL—N{( R, -R*0-, -
OR’~, and ~R’S~. wherein R*, R’ and R” are each C-C alkvl. In some embodiments, A is
phenyl, wherein the phenvl ts substituted with one or more substituents selected from the
group consisting of unsubstituted C-Cy alkyl, Ci-Ce alkyl substituted with one or more
groups selected from D, halo, -C{OYOH, -C(O)YOC-Cs alkyl, -OH, -0 -Ce alkyl, and C4-Cy
cycloalkyl, unsubstituted C,-Cs alkenyi, ;-Cq alkenyl substituted with one or more groups

selected from D, halo, ~-C{OYOH, -C(OHYOC-Cs alkyl, ~OH, -0C-Cs alkyl, and C5-Cq
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cycloalkyl, unsubstituted C,-Cy alkynyl, C;-Cy alkyny! substituted with one or more groups
selected from D, halo, -C(0)OH, -C(0GYOC1-Cs alkvl, -OH, -0 -Cs alkvl, and T5-Cy
cycloalkyl, unsubstituted C3-Cs cycloalkyl, C5-Cy evcloalkyl substituted with one or more Cy-
Ce alkyl groups, unsubstituted 5- to 6-membered heterocvcloalkyl, 3- to 6-membered
heterocycloalkyl substituted with one or more C1-Cy alky! groups, and ~C{O)OR?, wherein R”
is H or -Cs alkyl. In some embodiments, A is phenyl, substituted with one or more
substituted or unsubstituted C1-Cs alkyl. In some embodiments, A is phenyl, substituted with
Cy-Ce alkyl, which 15 not further substituted. In some embodiments, A 1s phenyl, substituted
with C-Cs alkyl, which is further substituted. In some embodiments, A is phenyl, substituted
with C-Cy alkyl, wherein the C;-C; alkyl is not further substituted by halo. In some

embodiments, A is phenyl, substituted with methyl.

[06099] In some embodiments of Formula (1), (Ia), (ib), {Ic), (1d), (e}, (i), (Ig), (h), ({1},
(&), or (1k), A1s a 5- or 6- membered heteroaryl comprising at least one annular N atom. In
some embodiments, the 5- or 6~ membered heteroary] 1s unsubstituted or substituled with one
or more substituents selected from the group consisting of substituted or unsubstituted C-Cy
alkyl, substituted or unsubstituted C,-C; alkenyl, substituted or unsubstituted C,-Cs alkynyl,
substituted or unsubstituted cvcloalkyl, substituted or unsubstituted heferocycloalkyl, and -
C{OYOR?, wherein R*is H or C1-Ce alkyl. In some embodiments, the C1-Cg alkvl, C2-Co
atkenyl, C;~Cq alkyvuyl, eveloalkyl, or heterocycloalkyl are substituted with one or more
groups selected from halo, -OR* ~OC(O)R?, cvdloalkyl, heterocycloalkyl, wherein R* is H or
Ci-Ce alkyl In some embodiments, A 13 5~ or 6~ membered hetercaryl, wherein the 5- or 6~
mermbered hetercaryl is substituted with one or more substituents selected from the group
consisting of unsubstituted C;-Cy alkvi, C;-C4 altkyl substituted with one or more groups
selected from D, halo, -C(0)OH, -C(0G)Y0C1-Cs alkvl, -OH, -0C-Cs alkvl, and T5-Cy
cycloalkyl, unsubstituted Co-Cs alkenyl, C-Co alkenyt substituted with one or more groups
selected from D, halo, -C(O)YOH, ~-C(OYOC,~-Cy alkvl, -OH, -0C~-Cy alkyl, and C5-Cy
cycloalkyl, unsubstituted Cy-Cs alkynyl, €3-Ce alkynyl substituied with one or more groups
selected from D, halo, ~-C{OYOH, -C(OHYOC-Cs alkyl, ~OH, -0C-Cs alkyl, and C5-Cq

cycloalkyl, unsubstituted C;5-Cs cyvcloalkyl, C5-Cy cycloalkyl substituted with one or more C)-
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Ce alkyl groups, unsubstituted 5- to 6~-membered heterocycloalkyl, 5- 1o 6~-membered
heterocycloalkyl substituted with one or more C;-Cy alkyl groups, and ~C(QYOR®, wherein R*

18 H or Ci-Cq alkyl.

(6106} In some embodiments of Formula (1), (Ia), (Ib), (I¢), {(Id), (e}, (0D, (Ig), (h), (T},
(I1), or (Ik), A 15 selectad from the group consisting of phenyl, pvrazolyl, oxazolvi,
oxadiazolyl, isoxazolyl, tetrazolvl, triazolyl, thiazolvl, pyrimidinyl, pyvridinyl, pyrazinyl, and
pyridazinyl, each of which is unsubstituled or substituted with one or more R'® substituents,
wherein each R is independently selected from the group consisting of substituted or
unsubstituted Cy-Cy alkyl, substituted or unsubstituted C,-C;, alkenvyl, substituted or
unsubstituted C,-Cs alkynyl, substituted or unsubstituied cycloalkvl, substituted or
unsubstituted heterocycloalkyl, and ~C{OYOR?®, wherein R? is H or C1-Cs alkyl. In some
embodiments, the C;-Cs alkyl, C;-Cg alkenvi, Cr-Cs alkynyl, cycloalkyl, or heterocycloalky!
are substituted with one or more groups selected from halo, -OR®, ~OC(O)R?, cycloalkyl,
heterocycloalkyl, wherein R is H or C1-Cs alkyl. Tn some embodiments of Formula (1), (a),
(Ib). (Ic), (d), (Xe), (), (dg). (dh). (1), (&3). or (k). A is oxadiazolyl or isoxazolvi, sach of
which is unsubstituted or substituted with one or more R' substituenis. In some
embodiments, A is phenyl, pvrazolyl, oxazolyl, oxadiazolyl, isoxazolyl, tetrazoly], triazolyi,
thiazolyl, pynmidinyl, pyridinyl, pyrazinyl, and pyndazinyl, each substituted with one or
more substituents selected from the group consisting of unsubstituted C,-Cy alkyl, C-Cy
alkvi substituted with one or more groups selected from D, halo, -C(OYOH, -C{(GYOT-Cs
alkvi, -OH, -0C-Cg alkyl, and C5-Cy cycloalkyl, unsubstitated Co-Co alkenyl, C,-Cs alkenyl
substituted with one or more groups selected from D, halo, ~C{OYOH, -C(0)YOC;-Cs alkyl, -
OH, -0C-Cq alkyl, and C5-Cy cycloalkyl, unsubstitited C,-Cy alkynyi, Co-Cy alkynyl
substituted with one or more groups selected from B, halo, ~-C{(GYOH, -C{0Y0C-Cs alkyl, -
OH, -0C-Cs alkyl, and C5-Cg cyveloalkyl, unsubstituted Cs5-Cy cycloalkyl, C3-Cq cveloalkyl
substituted with one or more C-Cy alkyl groups, unsubstituted 3- to 6~-membered
heterocycloalkyl, 5- 1o 6-membered heterocycloalkyl substituted with one or more C1-Cq

atkvl groups, and —~C({O)OR®, wherein R is H or C1-Cq alkyl.
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(6161} In some embodiments of Formula (1), (Ia), (Ib), (Ic), (Id), (e}, (iN), (g}, (h), (11
{Ij). or (Ik). A is selected from the group consisting of:

SN TN = .
T4 ey gHE} HNﬁ— NQ> H o &0t [/>"
.—'N
o HN-N i R N 7\
Oy @-se/‘%a O (O
—N Ny, NN N
- , N QN . \=N &N , e E,and \;}i,eachef

. . . . . 10 .
which is unsubstituted or substituted with one or more R substituents. In some
. - w10 - . . . .
embodiments, each C-Cg alkvl of R™ is independently unsubstituted or substituted with one

more substituents independently selected from the group consisting of ~OR" and ~OC(OR™,

wherein R® and R™ are each independently H or C;-C¢ alkyl In some embodiments, each R’
is independently selected from the group consisting of —C{OYOCH;, methyl, ethyl, isopropyl,
difluoromethvl, cvclopropyl, cyvclobutyl, and oxetanyl, wherein each methyl, ethy] and
isopropyl of R' is independently unsubstituted or substituted with one niore substituents
independently selected from the group consisting of ~OCH;, ~OH, and ~OC{O) H;. In some
ermnbodiments, R s methyl or —CD.

6102} In some embodiments of Formula (1), (Ia), (ib), {Ic), (1d), (e}, (i), (Ig), (h), ({1},
(&), or (1), A 1s oxadiazolyl, which is unsubstituted or substituted with one substituent
selected from the group consisting of methyl, methyl substituted with —OCH;, —OH, or -
OC(O)YCH;, ethyl, ethyl substituted with —-OCH;, —-OH. —C(GyOCH;, or —-OC(0)YCH;,
ethenvl, isopropvl, isopropyl substitited with ~OCH,;, ~OH, or ~OC(O)CH;, difftuoromethyl,
cvclopropvl, cvclobutyi, oxetanvl, acetyl, and -C(G)YOCH;. In some embodiments, A is
1soxazolvl, which is unsubstituted or substituted with one or more substituents selected from
the group consisting of methvl, ethyl, and diftuoromethyl. In some embodiments, A is
isoxazolyl, which is unsubsiituted or substituted with one substituent selected from the group

consisting of methyl, ethvl, and difluoromethyl.
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[6163] In some embodiments of Formula (1), (fa), (Ib), (Ic), (Id), (e), (iN), (dg), (h), (i)

{Ij). or (Ik). A is selected from the group consisting of:

o-N PN = - Ri3 R13
LB on L e "o
, N“O , Nj i O‘N ]

R13 N ) \R".S R13 Rh
13 O/\\\>__ Rid N,/N‘>—§ R!3 R!?
Tt ST S e et
N RW Ne™ © ke =y B ,
R‘IE
I ~N 7N 7 N\ 7N
N N é ----- % N %
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—_— % HN 4 % R13 S R /m\ ¢ N R13 23
N N N /?"“N M N—N
O O L O ¢ ¢
e p TR %N == >:::::: ==\ L
R'l?: i R13 ) R'i?x . R13 i R’EB , R'i i R”z.’i ) R13
N
N O
and R . wherein each R" is independently selected from the group consisting of H,

substituted or unsubstituted C;-C, alkyl, substituted or unsubstituted cycloalkyl, substituted
or unsubstituted heterocycloalkyl, and ~C(GYORY; and R is H or €1-Cg alkyl. In some
embodiments, the C;-C; alkyl, C-C alkenyvl, C5-Cs alkynyvl, cyvcloalkyl, or heterocycloalkyl
are substituted with one or more groups selected from halo, -OR?, ~OC(O)R®, ~C(OYOR®, —
C{O)R®, cycloalkyl, heterocycloatkyl, wherein R is H or (;-Cg alkyl In some embodiments,
each RY is independently selected from the group consisting of H, ~C(QGYOCH:, methy],
ethvl, isopropvl, difluoromethyvl, cvclopropvl, cvclobutyl, and oxetanyl, wheremn each methyl,
ethyl and isopropy! of R is independently unsubstituted or substituted with one more
substituents independently selected from the group consisting of ~OCH;, ~OH, and -

OC(O)CH;. In some erobodiments, R™ is methyl or —CDs.

[1034] In some embodiments of Formuda (1), (Ia), (Ib), (¢, (d). (Te), (05, (Ig), (1h), {11,

{(I1), or (Ik}, A is phenvl, unsubstituted or substituted with methyl. In some embodiments, A is
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pyridine, unsubstituted or substituted with one or two methyl In some embodiments, A is
pyrazine, unsubstituted or substituted with methyl. In some embodiments, A is pyvrimidine,
unsubstituted or substitited with methyl. In some embodiments, A 1s pyridazine,
unsubstituted or substituted with methy!. In some embodiments, A is pyrazole, unsubstituted
or substituted with methyl. In some embodiments, A is thiazole, unsubstituted or substituted
with methyl. In some embodiments, A is oxazole, unsubstituted or substituted with methyl. In
some embodiments, A 1s tetrazole, unsubstituted or substituted with methyl. In some
embodiments, A is tnazole, unsubstituted or substituted with methyl. In some embodiments,
A is isoxazole, substituted with methvl, ethvl, or CF,. In some embodiments, A is oxadiazole,
substituted with methyvl, ethyl, CF,, CDs, cvdlopropyl, isopropyl, eyclobutyl, oxetane, or
C{OYOCH; each of which is optionally further substituted. Tn some embodiments, A is
oxadiazole substituted with methyl, wherein the methy! is optionally further substituted with
methoxy, OH, or -GC{O)CH;. In some embodiments, A is oxadiazole substituted with ethyl,
wherein the ethy! is optionally further substituled with methoxy, OH or -OC(O)YCH;. In some
embodiments, A is oxadiazole substituted with isopropvl, wherein the isopropyl is optionally
further substituted with OH or- OC(OQ)CH;. In some embodiments, A 1s oxadiazole,
substituted with methyvl, ethyl, CDs, CF2, or cyclopropyl. In some embodiments, A is

oxadiazole, substituted with ethyl or CF;.

16105} In some embodiments of Formula (I), (Ta), (Ib), (I¢), (1d), (e}, (D), (dg), (dh), (Iv),
(&), or (1), B is selected from the group consisting of H, C1-Cs alkyl, cycloalkvi, aryl,

heterocycloalkyl, and heteroaryl, wherein the C1-Cq alkyl, cycloalkyl, arvl, heterocycloalkyl,
ot heteroaryl of B is unsubstituted or substituted with one or more R'! substituents; each R™

cvcloalkyl, aryl, Ci-Cs alkyl, €3-C¢ alkyi-0OH, halo, flucroalkyl ~ORY, ~C{O)R", ---C(O){}Rd,

is independently selected from the group consisting of heterocycloalkyl, heteroary!
oxo, and —NRR', wherein each heterocycloalkyl and heteroaryl of RM is unsubstituted or
substituted with one or more substituents selected from the group consisting of C;-Cs alkyl,
C3-Co alkyl-OH, ~C{O)R", ~C(OIORP, and ~C(OINRR", and each R®, R®, R%, R®, R'. R", R”,
RY and R' is independently H or C1-Ce alkyl.
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[6106] In some embodiments of Formula (1), (Ia), (Ib), (Ic), (Id), (e}, (iN), (g}, (h), (11
{Ij). or (1k}. B is selected from the group consisting of H, ;-Us alkyl, C3-Crovcloalkyl, Co-
Cparyl, 3- to 12-membered heterocycloalkyl, and 3- 1o 10-membered hetercaryl, wherein the
C;-Ce alkyl, C5-Cy evcloalkyl, Co-Cpp arvl, 3- 10 12-membered heterocvcloalkyl, and 5- 1o 10-
membered heteroaryl of B are each unsubstituted or substituted with one or more R’
substituents. In some embodiments, B is unsubstituted or substituted with one or more R
substituents; wherein each R'! is independently selecied from the group consisting of
substituted or unsubstituted 3- to 12-membered heterocycloalkyl, substituted or unsubstituted
5~ to 10-membered heteroarvi, substituted or unsubstituted C3-Cy evcloalkyl, substituted or
unsubstituted Ce-C i aryl, unsubstituted C-Cg alkyl, C1-Cs alkyi substituted with one or more
R'? substituents, substituted or unsubstituted C»-Cq alkenyl, substituted or unsubstituted C,-
Ce alkynvl, halo, ---ORb, ~C{OHR", —(( O)Oﬁd, oxo, and NRR' In some embodiments, B 1s
unsubstituted or substituted with one or more R} substituents; wherein each R'! is
mndependently selected from the group consisting of 3~ to 12-membered heterocycloalkyl, 5-
to 10-membered hetercaryl, C;-Cy cvcloalkyl, Co-Cpp arvl, C;-Cy atkyl, halo, fluorcalkyl, —
(}Rb, ~C{O)R", »--C({})()Rdj oxo, and I\RRf wherein each heterocycloalkyi and heteroaryl of
R is unsubstituted or substituted with one or more substituents selected from the group
consisting of C1-Cy alkyl, —C{OR", —C(OYOR?, and —C{OINRR"; and each R®, R, R*, R® R,
R™ RP RY and R is independently H or C1-C;, alkyl. In some embodiments. each
heterocycloatkyl or heteroaryl of R' comprises 1, 2, 3. 4, or § heteroatoms selected from the
group consisting of N, O, and 8. In some embodiments of Formula (I} or any variation
thereof, B is a phenyl, unsubstituted or substituted with one or more R'! substituents. In
some embodiments, B is a 5- to 6-membered heterocycloalky!, unsubstituted or substituted
with one or more R substituents. In other embodiments, B is a 5- 1o 6-membered

. . . 11 .
heteroaryl, unsubstituted or substituted with one or more R substituents.

16167} In some embodiments of Formula (1), (Iay, (Ib), (Ic), (d), (e, (ID. (g, (ih), (),
(&), or (1), B is selected from the group consisting of cycloalkyl, arvi, heterocycloatkyl, and
heteroarvi, each of which is substituted or unsubstituted. In some ernbodiments, the

cycloalkyl, arvl, heterocvcloalkyl, or heteroaryl is unsubstituted or substituted with one or
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more R'' substituents: each R* is independently selected from the group consisting of
heterocycloalkyl, heteroarvi, cvcloalkyl, aryl, C;-Cy alkyl, €T alkyl-OH, halo, fluoroalkyl

—Oij ~C{O)R", —C(O)ORd, oxo, and —NRaRf, wherein each heterocycloalkyl and heteroaryl

of R is unsubstituted or substituted with one or more substituents selected from the group
consisting of Cy-Cy atkyl, ~C{OIR”, ~C(OYOR?, and ~C(OINRR"; and each R®, R®, R®, R® R,

R" RP RY and R’ is independently H or C;-Cy alkyl

1081 In some embodiments of Formuda (1), (a), (Ib), (Ic), (Id), (e, (0D, (Ig), (h)y, (Iy),
(I3}, or (1k), B 1s selected from the group consisting of C,-Cy alkyl, C5-Cs cycloalkyl, 6~ to 10-
membered aryl {e.g, 6- 1o 9-membered aryl), 4- {o 6-membered heterocycloalkyl comprising
at least one annular N or O atom, 5- or 6-memberad monocychic heteroarvl compnsing at
least one annular N atom, and 8- or 9-membered bicyclic heteroaryl comprising at least one
annular N atom, each of which is substituted or unsubstituted. In some embodiments, the C;-
Cy alkyl, C3-Cs cvcloalkyl, 6- 1o 10-membered aryl {e.g., 6- 1o 9-membered aryl}, 4- 10 6~
membered heterocycloalkyvl, 5- or 6-membered monocyclic heteroaryl, or 8- or 9-membered
bicyclic heteroaryl is unsubstituted or substituted with one or rore R'! substituents; each R™

cvcloalkyl, aryl, Ci-Cs alkyl, €3-C¢ alkyi-0OH, halo, flucroalkyl ~ORY, ~C{O)R", ---C(O){}Rd,

B

is independently selected from the group consisting of heterocycloalkyl, heteroary!

oxo, and —NRR', wherein each heterocycloalkyl and heteroaryl of RM is unsubstituted or
substituted with one or more substituents selected from the group consisting of C;-Cg alkyl, -
CIOR", ~C(OHOR®, and ~C(OINRWR"; and each R®, R, RY R® R', R" R®, RY, and R'is
mdependently H or C;-Cq alkyl.

{61091 In some embodiments of Formuda (), (Ia), (Ib), {I¢), (Id), (e}, (ID), (Ig). (h), (1)
(I3}, or (1k), B is selected from the group consisting of methvl, ethyl, isopropvl, 1sobutyl, tert-
butvl, cvclopropyvl, cvclobutyl, cyvclopentvl, phenvl, indanyi, azetidinyl, oxetanvl,
pyrrolidinyl, tetrabydrofuranyl, piperidinyl, piperazinyl, morpholinyl, thiazolvl, triazolyl,
irmdazolvl, pyrazolyl, tetrazolyl, oxazolyl, isoxazolyl, oxadiazolyvl, pyrazinyl, pyridazioyl,
pyrimidinyl, pyridinyl, indanvl, pyirolopyrazolyi and benzoimidazolyl, each of which is
unsubstituted or substituted with one or more R substituents; each R is independently

selected from the group consisting of heterocycloalkyl, hetercarvl, cycloalkyl, arvl, C-Cs
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alkyl, C1-C, alkyl-OH, halo, flucroalkyl, ~OR”, -C(OIR®, —C{OIOR, oxo, and -NR°R’,
wherein each heterocycloalkyl and heteroaryl of R' is unsubstituted or substituted with one
or more substituents selected from the group consisting of C1-Ce alkyl, -C{O)R", -C(OIOR?,
and —C{OINRIR", and each R™, B°, RY, R R’ ", RP, RY and R’ is independently H or C;-Cs
alkyl. In some embodiments, each R'! is independently selected from the group consisting of
methyl, ethyl, isopropyl, cyclopropyl, diffuoromethyl, trifluoromethyl, oxo, -C{(O¥CH;, -
C{OYOtBu, ~OCH;, -OH, -NH,, -Cl, oxetanyl, oxadiazolyl, and azetidinyl, wherein each
oxadiazolyl and azetidiny] of R* is unsubstituted or substituted with one or more substituents
selected from the group consisting of ethyl, ~C(O¥CH;, ~-C(O0tBy, - C{OYOCH;, ~
C{ONHCH;, —-C(O3NH;, and —OCH;.

{6118} In some embodiments of Formula (I), (Ia), (Ib}, (Ig), {Id), (Ie), (D), (g}, (Thy, (T1),
{1j), or (1K), B is C-Cy alkyl substituted with ~OR”, wherein R” is H or C-Cs alkyl. In some
embodiments, B is C1-Cs alkyi optionally substituted with ~OR®, and Z is -0~ or -N(R")-. In
some embodiments, B 1s C-Cy alkyl substituted with ~OH. In some embodiments, B is -
Ce alkyl substituted with —OH, and Z s —0-. In some embodiments, B 1s C,-Cg alky]
substituted with ~OH, and Z is ~N(R®)-. In some embodiments, B is methyl, ethvl, n-propyl,
isopropvi, n-butvl, isobutvl, sechutyl, tert-buivl, each optionally substituted with -OH.
8111} In some embodiments of Formula (1), (Ia), (Ib), (I¢), {(Id), (e}, (0D, (Ig), (h), (T},
3. or (Ik), B 1s methyl, pyrazolyl, oxazolyl, tetrazolvl, isoxazolvl, thiazolvl, imidazolvl, or
pyridinyl, each of which is unsubstituted or substituted with one or more R’ substituents:
each R'! is independently selected from the group consisting of heterocycloalkyl, heteroaryl,
halo, alkyl, alkyl-OH, ¢y cloalkyl, fluoroalkyl, ~OR®, —C(OIRC, —C(OYORY, oxo, and -NRR';
and each R”, R®, R®, R®, and R is independently H or C,-C; alkyl.

6112} In some embodiments of Formula (1), (Ia), (Ib). (ic), {Id}, (ie), (if), (Ig), (h), (I1),
{Ij). or (k). B is pyrazolyl, oxazolyl, tetrazolyl, isoxazolyl, or pyridinyl, each of which is
unsubstituted or substituted with one or more C;-Cy alkyl substituents.

16113} In some embodiments of Formula (I), (Ta), (Ib), (I¢), (1d), (e}, (D), (dg), (dh), (Iv),
(I, or (Ik), B is selected from the group consisting of
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substituents: each R' is independently selected from the group consisting of
heterocycloalkyl, heteroaryl, halo, alkyi, alkyl substituted with -OH, cycloalkvi, fluoroaliyl,
~OR®, —C{OIR®, ~C(OIORE, oxo0. and -NR°R', and each R®, R, R® R®, and R'is
independently H or C;-Cy alkyl. In some ernbodirnents, B is substituted with one or rore R
substituents, wherein each R'! is independently selected from the group consisting of
heterocycloalkyl; hetercaryl; halo; unsubstituted Ci-Cs alkyl; unsubstituted Co-Cs alkenvl
Cy-Ce alkyl substituted with halo, —-OH, ~OC~-Cy alkyl, ~-C(OYOH, or ~-C{OYOC,-C;, alkyl; C5-
Cseyeloalkyl; ~OR®; ~C(OMRS; ~C(OYORY; oxo; and ~NR°R', wherein each R®, R®, R®, R®, and
Ris independently H or £;-Cs alkyl

6114} In some embodiments of Formula (1), (Ia), (Ib), (I¢), {(Id), (e}, (0D, (Ig), (h), (T},
(). or (Ik), B is selected from the group consisting of:

46



WO 2019/144041 PCT/US2019/014344

R’ an N N R4 > L
>4 E%%WN\ ______ /Nm% R R4 , N RM_N&E N‘RM

: HIN g
Zalie IR Sabe It othoad o

O R"“Qy R4 _R™ ? * R4 ? R

P 2akn 2l O sl es (O Q>
’ R’ﬂ./:: 3 R/“’ i R Qm 3 R‘“ R4 3
Rj 4 w14 Ny N
SarasRa TP tata ! m s
RM N = , RM RM

N
g RV‘G ,_{1 3 R14 RV‘@ R1‘i R14 N
R"fvl R14
== = NZ O
N= N= 14
ot A oy /;\a}% At Lo
R4 R4
R4 O R4 o R4
: ' N o N=N s
A # % j"\*‘N i \
r#  O-y R R14 R4 R4 ) Vi w14
N 1 R N R
- 4 .
ot YN T W 7 ek
: N~ N~ N
k14 , N\O gj Q\N}"Eﬁ RM/ N 3 RM/ N 7 RM/ N ? ﬂ\?\?—ij
R‘efi N y H ‘!4
/ R4 Tﬁx N RO N R N

(M T x
o S Wy Wy
TN TN R =/ " and =/ °_ wherein each R'" is

47



WO 2019/144041 PCT/US2019/014344

independently selected from the group consisting of hydrogen, heterocycloalkyl, heteroarvl,
cvcloalkyl, aryl, Ci-Ce alkyl, C;-Co alkyl substituted with -OH, halo, fluoroalkyl, ~OR”, -
CORS, ~C(OIORY, ox0, and —NRR’, wherein each heterocycloalky] and heteroaryl is
unsubstituted or substituted with one or more substituents selected from the group consisting
of C1-Cy alkyl, ~C(OIR®, ~C{OYORP, and ~C{OINRR"; and each R”, R®, RY, R®, R\, R”, R”,
RY and R’ is independently H or C - atkvl.

[8115] In some embodiments of Formuda (1), (Ia), (Ib), (Ic), (Id), (Ie), (ID), (Ig), (Ih), (1),
(I3}, or (Ik), Bis H. In some embodiments, B 1s methyl. In some embodiments, B 1s CD;. In
some embodiments, B is CF». In some embodiments, B is phenvl. In some embodiments, B
13 azetidine, unsubstituted or optionally substituted with methyl, ~-C(OYCH;, -C{OYOCH;, -
COYOC(CH3);, ~CO)NH,, ~-C(OINHCH;, or oxo. In some ernbodiments, B is
benzoimidazole substituted with oxo. In some embodiments, B is cyclobutyl. In some
embodiments, B is cyclopentyl. In some embodiments, B is cvclopropyl. In some
embodiments, B is ethyl, unsubstituted or optionally substituted with methoxy. In some
embodiments, B is imidazole, substituted with two methyl. In some embodiments, B is
indane, substituted with oxadiazole, further substituted with ethvl. In some embodiments, B is
isobutyl, unsubstituted or optionally substituted with methoxy. In some embodiments, B is
isopropyl, unsubstituted or optionally substituted with OH. In some embodiments, B is
1soxazole, substituted with one or two methyl, or isopropyl. In some embodiments, B is
isoxazole, substituted with methyl. In some embodiments, B is methyl, unsubsiituted or
optionally substituted with CF,, cyclopropyl, methoxy, oxetane, or azetidine, wherein the
azetidine 15 further substituted with ~C{O)YCH;, ~-C{OYOC(CH3); -C{O)NH,, ~-C{O)NHCH;, or
-C{OYOCH;. In some embodiments, B is methy! substituted with cyclopropyl, or cvclopropyl
substituted with methyl In some embodiments, B 1s morpholine, unsubstituied or optionally
substituted with ~-C{(OYCH; or -C{OYC(CHs ). In some embodiments, B is oxadiazole,
substituted with methyl In some embodiments, B is oxazole, substituted with one or two
methyl, or cyvclopropyl. In some embodiments, B s oxetane. In some embodiments, B 1s
piperazine, substituted with methyvl. In sorse embodiments, B is piperidine, unsubstituted or
optionally substituted with one or more groups selected from methyl, oxo, ~-C{(OYCH;, and -

C(OYOU{CH;3)5. In some embodiments, B is pyrazine, unsubstituted or optionally substituted
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with one or two methyl In some embodiments, B 1s pyrazole, unsubstituted or optionally
substituted with one or more groups selected from methyl, ethyl, and CFz. In some
embodiments, B is pyrazole, substituted with one or two methyl. In some embodiments, B is
pyridazine, unsubstituted or optionally substituted with methyl. In some embodiments, B 1s
pyridine, unsubstituted or optionally substituted with amino, hydroxyl, -NH,. -OH, or one or
more methyl In some embodiments, B is pyrnidine substituted with methvl. In some
embodiments, B is pyrimidine, unsubstituted or optionally substituted with methy!. In some
embodiments, B is pyrrolidine, unsubstituted or optionally substituted with methvi, oxo, ~
C{OYCH; or -C{OYOC(TH3)s. In some embodiments, B is pyrrolo pyrazole. In some
embodiments, B 15 tert-buiyl. In some embodiments, B is tetrahydrofuran. In some
embodiments, B is tetrazole, substituted with methvl In some embodiments, B is thiazole,
unsubstituted or optionally substitited with chloro or methy!. In some embodiments, B is

triazole, substituted with one or more groups selected from methyl and ethvl.

8116} In some embodiments of any of Formula (1), (Ia}, (Ib), (Ic), (Id), (e, 30, (g,
(Ih). (i), (4p). or (Ik), A is a S-membered heteroary] comprising at least one annular N atom,
wherein the 5-membered heteroaryl is unsubstituted or substituted with one or more R™
substituents as defined herein, and B is selected from the group consisting of H, €-Cq alkyl,
cycloalkyl, aryl, heterocycloalkyl, and heteroaryl, wherein the Ci-Cg alkyl, cycloalky], arvl,
heterocycloalkyl, or heteroaryl of B is unsubstituted or substituted with one or more R'!
substituents as defined herein. In some embodiments, A is unsubstituted or substituted
pyvrazole, thiazole, oxarole, tetrazole, triazole, isoxarzole, or oxadiazole; Z 15 a bond, ~“NR- -
O-, —R*O—, or -OR"—, wherein R” is H, C-C, alkyl, or cycloalkyl, and R* and RY are each
independently C-Cq alkyl and B is C-Cy alkyl, cycloalkyl, arvl, heterocycloalkyl, and
heteroarvi, wherein the C-Cy alkyi, cycloalkyvl, arvi, heterocycloalkyl, or heteroaryl of B is
ansubstituted or substituted with one or more R'! substituents as defined herein. Tn some
embodiments, A is unsubstituted or substituted pyrazole, thiazole, oxazole, tetrazole, tniazole,
isoxazole, or oxadiazole,Z is a bond, ~NR’-, or -0, ~R*0~, or ~-OR’~, wherein R" is H, ;-
Ce alkyl, or cvcloalkyl, and R and R” are each independently C1-Ce alkvl and B is

unsubstituted or substituted methvl, ethyl, isopropvl, isobutyl, tert-butyl, cyclopropyl,
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cvclobutyl, cyclopentvl, phenvl, indanyl, azetidinyl, oxetanyl, pyrrolidinyl, tetrahydrofuranyl,
piperidiny], piperazinvl, morpholinyl, thiazolvl, triazolyl, imidazolyl, pyrazolyl, tetrazolyl,
oxazolvl, isoxazolyl, oxadiazolyl, pvrazinvl, pyridazinyl, pyrimudinyl, pyridinyl, mdanyl,

pyrrolopyrazolyl and benzoimidazolyl

16117} In some embodiments of any of Formula (1), (Ia}, (ib), (). (Id). (de), {I0). (Ig),
(fh), (i, (), or (Ik), A is selecied from pyrazole, thiazole, oxazole, tetrazole, triazole,
isoxazole, and oxadiazole, each unsubstituted or substituted with one or more substituents
selected from the group consisting of substituted or unsubstituted C,-Cg alkyl, substituted or
unsubstituted C,-C, alkenyl, substituted or unsubstituted Co-C alkynyl, substitined or
unsubstituted cycloalkvl, substituted or unsubstituted heterocycloalkyl, and ~C{OYOR?,
wherein R*is H or C1-Cq alkyl; Z is a bond, ~-NH-, -NCH;-, or -0O-, ~CH;0—, or ~QCH;—,
and B i3 selected from methyl, ethyl, isopropvl, 1sobutyl, tert-butyl, cyclopropyl, cyvclobutyi,
cyclopentyl, phenvl, indanyl, azetidinyl, oxetanyl, pyrrolidinyi, tetrabydrofuranyl,
pipendinyl, piperazinyl, morpholinyl, thiazolyvl, triazolyl, imidazolvl, pyrazolyvl, tetrazolyl,
oxazolyl, 1soxazolyl, oxadiazolyl, pyrazinyl, pyridazinyl, pyrimidinyl, pynidinyl, indaoyl,
pyrrolopyrazolyl and benzoimidazolvi, each unsubstituted or substituted with one or more
groups selected from heterocycloalkyl, heteroaryl, cycloatkyl, arvi, {-Ce alkyl, halo,
fluoroalkyl, —~OR®, —C{OIR, ~C(OIORY, ox0, and -NRR!, wherein each R®, RS, R%. R®, and
R’ is independently H or C;-Cg alkyl. In some of these embodiments, the C;-Cg alkyl, C-Ce
alkenyl, C-Cy alkynyl, cycloalkyl, or heterocycloalkyl of A are substituted with one or more
groups selected from halo, -OR* —OC(ORY, cvdloalkyl, heterocycloatkyl, wherein R* is H or
Ci-Ce alkyl,

[6118] In some embodiments of any of Formula (1), (1a), (Ib), (Ic), (Id), (e), (df), (Ig),
{Ih}, (I}, {(I}), or {1k}, A is oxadiazole, optionally substituted with substituted or unsubstituted
C;-Co alkyl, substituied or unsubstituted Co-Cs alkenyl, substituted or unsubsiitated C-Cs
alkynyl, substituted or unsubstituted cvcloalkyl, substituted or unsubstituted heterocvcloalkyl,
or -C(OYOR®, wherein R is H or C-C alkyl: Z is a bond, -NR"-~0-, ~R*0~, or ~OR'~,
wherein R is H, C;-Cs alkyl, or evcloalkyl, and R* and RY are each independently €;-Cs

alkvl; and B 1s H, C;-Cg alkvl, eycloatkyl, arvl, heterocy cloalkyl, and heteroaryl, wherein the
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Cy-Ce alkyl, cycloalkyl, arvl, heterocycloalkyl, or heteroaryl of B is unsubstituted or
substituted with one or more R substituents as defined herein. In some embodiments of any
of Formula (1), (Ta), (Ib), (¢}, (Id), (e}, (10, gy, Fhy, (), (§j) or k), A is oxadiazole
substituted with C;-Cs alkyl, which is optionally further substituted with halo, -OR" or —
C{OYOR®, wherein R* is H or ;- alkyl; Z is a bond, ~NR’-, or -O-, wherein R” is H, C;-Cy
alkvl, or cycloalkyl; and B is cyclopropyl, cvclobutyl, cyclopentyl, phenvl, indanyl,
azetidinyl, oxetanyl, pyrrolidinyl, tetrabydrofuranyl, piperidinyl, piperazinyl, morpholinvi,
thiazolvl, triazolyl, imudazolvl, pyrazolyl, tetrazolyl, oxazolvl, isoxazolyl, oxadiazolyl,
pyrazinvl, pyridazinyl, pyrimidinyl, pyridinvi, imdanyl, pyrrolopyrazolyl or benzoimidazolvi,
each unsubstituted or substituted with one or more R'! substituents as defined herein. In
some embodiments, A is oxadiazole substituted with C1-Cy alkyl which is optionally further
substituted with halo, ~-OR® or ~C{OYOR®, wherein R is H or ;- alkyl; Z is a bond, ~-NH-
~0-, ~OCH,-, or ~CH>0-, wherein R” is H, C;-Cs alkyl, or cycloalkyl, and B is H, (¢
alkvi, cyclealkyl, arvl, heterocycloalkyl, and hetercaryl, wherein the C-Ce alkyl, cycloalkyl,
arvl, heterocycloatkyl, or heteroaryl of B is unsubstituted or substituted with one or more R
substituents as defined herein. In some embodiments, A is oxadiazole substituted with
methyl, -CDs, -CF,, ethyl, isopropyl, cyelopropyl, or evelobutyl; Z is a bond, -NR”--0-, —
OCH,-, or —CH,0-, whersin R is H. C-Cs alkyl, or cycloalkyl; and B is aryl or heteroaryl
optionally substituted with one or more groups selected from C-Cy alkyi, cycloalkyl, OR®
and ~NR°R', wherein R®, R®, and R' are each independently H or C-Cq alkvl. In some
embodiments, A 1s oxadiazole substituted with methyl, ~-CDs, ~CF,, ethyl, 1sopropyl,
cyclopropyl, or cyclobutyl; 2 is a bond, -NH-, -N{CH3)-, -0-, -OCH;-, or -CH,0-~; and B 15
C1-Cy alkyl or cvcloalkyl, each unsubstituted or substituted with halo. In some
embodiments, A i1s oxadiazole substituted with methyl, -CDs, -CFy, ethyL-CHL,OCH;,
isopropyl, cyclopropyl, or cyclobutyl; 7 1s —O-, —“OCH;-~, or —CH,0-; and B 15 C,-C¢ alkyl,
cvcloalkyl, or heterocvcloalkyl, wherein the C;-C¢ alkyl is unsubstitined or substituted with
halo. In some embodiments, A is oxadiazole substituted with methyl, -CDs, -CF,, ethyl,
isopropyl, cyvclopropyl, or eyclobutyl; Z s a bond, -NH-, -N(CH;3)~, -0-~, —-OCH,-, or -
CH»0-; and B 1s arvl or heteroary! optionally substituted with one or more groups selected

from C;-Cs alkyl, cycloalkyl, OR® and ~NRR’, wherein R, R®, and R are each
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independently H or C,-C; alkyl. In some embodiments, A s oxadiazole substituted with
methvi, -CDs, -CF,, ethyl, isopropyl, cyclopropyl, or cvclobutyl; Z is a bond, -NH-, -
MN{CH;3)~, —0~, —OCH,-, or —CH,0-; and B is arvl or hetercary] optlionally substituted with
one or more groups selected from Cy-Cy alkyl, C-Cg cycloalkyl, OH and -NH,. In some
embodiments, A is oxadiazole substituted with methvl, -CDs, -CF,, ethvl, isopropyl,
cyclopropyl, or cvclobutyl, Z is a bond, -NH-, ~-N{CH;)-, -0-, ~-OCH;-, or ~-CH,0-; and B is
aryl or heteroaryl optionally substituted with one or more groups selecied from Ci-Co alkyl,
cycloalkyl, OR? and -NR°R', wherein R”, R®, and R are each independently H or C-Cy alkyl.
In some embodiments, A is oxadiazole substituied with methyl, -CBs, -CF», ethyl, isopropyl,
cvclopropyl, or eyclobutyl; 7 s a bond, -NH-, -N{CH;)-, —0-, -OCH,-, or -CH,O- and B s
methyl; CD;; CFy; phenyl, azetidine, unsubstituted or optionally substituted with methyvl, -
C{O)CH;, -C(OYOCH;, -C(O)YOC(CH; )5 -C(ONH,, -C{OYNHCH;. or oxo; benzoimidazole
substituted with oxo; cyclobutyl, cyclopentvl, cyclopropyl; ethvl, unsubstituted or
optionally substituted with methoxy: mmidazole, substituied with two methyl; indane,
substituted with oxadiazole, further substituted with ethyl; isobutyl, unsubstituted or
optionally substituted with methoxy; isopropyl, unsubstituted or optionally substituted with
OH. isoxazole, substituted with one or two methyl, or isopropyl; isoxarzole, substituted with
methyl; methyl, unsubstituted or optionally substituted with CF,, cvclopropyl, methoxy,
oxetane, or azetidine, wherein the azetidine is further substituted with -C{OYCH;, -
C(O30C(CH;);, -C{OINH,, ~-C(OINHCH;, or -C(00OCH:; methy] substituted with
cyclopropyl, or cyclopropy! substituted with methyl, morpholine, unsubstituted or optionally
substituted with ~-C(OYCH; or ~-C(OYOC(CH;);; oxadiazole, substituted with methyl;

oxazole, substituted with one or two methyl, or cyclopropyl; oxetane; piperazine, substituted
with methyvl, piperidine, unsubstituted or optionally substituted with one or more groups
selected from methyl, oxo, ~C(OYCH;, and -C{(OYOC({CH;);, pvrazine, unsubstituted or
optionally substituted with one or two methvl; pyrazole, unsubstituted or optionally
substituted with one or more groups selected from methvl, ethvl, and CF;; pvrazole,
substituted with one or two methyl, pyridazine, unsubstituted or optionally substituted with
methyl; pyridine, unsubstituted or optionally substituted with anmino, hydroxyl, -NH,, -OH,

or one or more methyl, pyridine substituted with methyl; pyrimidine, unsubstituted or
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optionally substituted with methyvl; pvrrolidine, unsubstituted or optionally substituted with
methvi, oxo, -C{OY H; or -C{OYOT(TH; )3 pyrrolo pyvrazole; tert-buivl; tetrahydrofuran;
tetrazole, substituted with methyl, thiarole, unsubstituted or optionally substituted with
chloro or methyl; or triazole, substituted with one or more groups selected from methvl and

ethyl.

6119} In some embodiments A is oxadiazole substituted with methyl, wherein the
methyl is optionally further substituted with methoxy, OH, or -OC(O)CH;; Z 15 a bond, —
NRg-, or —O-~, wherein R’ is H, C-Cq alkyl, or evcloalkyl; and B is H, C;-Cq alkyl,
cvcloalkyl, arvl, heteroevcloalkyl, and heteroaryl, wherein the C;-Cg alkyl, cycloalkyl, aryl,
heterocyeloalkyl, or heteroarvl of B is unsubstituted or substituted with one or more R’
substituents as defined herein. In some embodiments A is oxadiazole substituted with methyl;
Z1s abond, -NH-, or —~0-; and B is C;-Cs alkvl, cycloalkyl, aryl, and hetercaryl, wherein the
Ci-Ce alkyl, cycloalkyl, arvi, heterocycloalkyl, each unsubstituted or substituted with one or
more groups selected from as defined herein. In some embodiments A is oxadiazole
substituted with ethyl, wherein the ethyl is optionally further substituted with methoxy, OH
or -OC(OYCH;; 7 is a bond, -NH-, or -0O-, and B 1s H, C;-C; alkvl, cycloalkyl, arvl,
heterocycloalkyl, and heteroaryl, wherein the C;-Cs alkyl, cyvcloalkyl, aryl, heterocycloalkyl,
or heteroarvl of B is unsubstituted or substituted with one or more R'! substituents as defined
herein. In some embodiments A 1s oxadiazole substituted with ethvl; Z is abond, and B is an
wnsubstituted 5- to 6-membered heteroaryl or 5- to 6-membered heteroary! substituted with
one or more R'' substituents as defined herein. In some embodiments A is oxadiazole
substituted with ~C¥F,, 7 1s a bond, -NH-, or —=O-, and B 1s H, C;-C; alkyl, cycloalkvl, arvl,
heterocycloalkyl, and heteroaryl, wherein the C,-C; alkyi, cycloalkvl, arvl, heterocvcloalkyl,
or heteroaryl of B is unsubstituted or substituted with one or more R' substituents as defined
hersin. In some embodiments A is oxadiarole substituted with -CF2, Z is a bond, and B is an
unsubstituied 5- to 6~-membered heteroarvl or 3- to 6-membered heteroary! substituted with
one or more R'' substituents as defined herein. In some embodiments A is oxadiazole
substituted with 1sopropyl, Z 1s a bond, -NH-, or —=0O-; and B s H, C-C alkyl, cvcloalkyl,

aryl, heterocycloaltkyl, and heteroaryl, wherein the C~-Cy alkyl, cycloalkyl, arvl,
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heterocycloatkyl, or heteroaryl of B is unsubstituted or substituted with one or more R*
substituents as defined herein. In some embodiments A is oxadiazole substituted with
isopropvl, 7 1s a bond, and B 1s an unsubstituted 5- to 6-membered hetevoaryl or 5- 1o 6-
membered heteroaryl substituted with one or more R substituents as defined herein. In some
embodiments, A is oxadiazole substituted with cyclopropyl, 7 1s a bond, -NH-, or -0-; and B
is H, C1-Cq alkyl, cvcloalkyl, aryl, heterocycloaliyl, and heteroaryl, wherein the C;-Cy alkyl,
cycloalkyl, arvl, heterocycloalkyl, or heteroaryl of B 1s unsubstituied or substituted with one
or more R substituents as defined herein. In some embodiments, A is oxadiazole substituted
with ~C(QYOR®, wherein R is H or C1-Cs alkvl; Z is a bond, -NH-, or -0-; and B is H, C;-Cs
alkyl, cveloalkyl, arvl, heterocvcloalkyl, and heteroarvl, wherein the C-Cq alkyl, cvcloalkyl,
arvl, heterocycloalkyl, or heteroary! of B is unsubstituted or substituted with one or more RY
substiiuenis as defined herein. In some embodiments, A is oxadiazole substituted with
oxetanyi; Z is a bond, -NH-, or ~O-; and B is H, ;-Cs alkyl, cvcloalkyl, aryl,
heterocycloalkyl, and heteroaryl, wherein the C1-Cq alkyl, cycloalkyl, arvl, heterocycloalkyl,
or heteroary! of B is unsubstituted or substituted with one or more R substituents as definec
herein. In some embodiments, A is oxadiazole substituted with cyclobuivl; Z is a bond, -NH-,
or —O-, and B is H, C1-Ce alkyl, cycloalkyl, arvl, heterocycloalkyl, and hetercaryl, wherein
the C-Ce alkyl, cycloalkyl, arvl, heterocycloalkyl, or heteroary! of B 1s unsubstituted or
substituted with one or more R'! substituents as defined herein. In some embodiments A is 5-
gthyi-1,2 4-oxadiazol-3-vi, 5-<{diftuoromethvi}-1,2.4-oxadiazol-3-vl, or 5-isopropyl-1,2,4-
oxadiazol-3-vl; 7 13 a bond, and B is an 5- to 6-membered heteroaryl substituied with one or

more C-Cg alkyl,

16126} In some embodiments of anv of Formula (1), (ia), (ib), (Ic), (Id), (e), {ID), (Ig),
{Ih}, (11}, (;), or {1k}, A is oxazole optionally substituted with substituied or unsubstituited C,-
Co alkyl, substituted or unsubstituted C;~-Cq alkenyl, substituted or unsubstituted Cr-Cs
alkynyl, substituted or unsubstituted cycloalkyl, substituted or unsubstituted heterocvcloalkyl,
or -C{OYOR?, wherein R® is H or C-Cy alkyl; Z is a bond, -NR’-, ~0O-, ~R*0-, or ~OR*-,
wherein R® is H, C;-Cs alkyl, or cycloalkyl, and R and RY are each independently €;-Cq

alkvl; and B 1s H, C1-Cs alkvl, cycloalkyl, arvl, heterocycloalkyl, and heteroaryl, wherein the
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Cy-Ce alkyl, cycloalkyl, arvl, heterocycloalkyl, or heteroaryl of B is unsubstituted or
substituted with one or more R substituents as defined herein. In some embodiments of any
of Formula (1), (Ta), (Ib), (¢}, (dd), (e}, (1D, gy, dhy, (), i) or k), A is oxazole
optionally substituted with substituted or unsubstituted C~Cy alkyl, substituted or
wnsubstituted ,-Cg alkeny!, substituted or unsubstitited C,-Cy alkynyl, substituted or
unsubstituted cycloalkyl, substituted or unsubstitited heterocycloatkvi, or ~C(OYORY,
wherein R is H or C1-Ce alkyl; Z is a bond, -O-, or -NH-; and B is cyclopropyl, cyclobuiyl,
cvclopentyl, phenyl, indanyl, azetidinyl, oxetanyl, pyrrolidinyl, tetrahy drofuranyl,
piperidiny], piperazinvl, morpholinyl, thiazolvl, triazolyl, imidazolyl, pyrazolyl, tetrazolyl,
oxazolvl, isoxazolyl, oxadiazolyl, pvrazinvl, pyridazinyl, pyrimudinyl, pyridinyl, mdanyl,
pyrrolopyrazolyl or benzoimidazolyl, each unsubstituted or substituted with one or more RY
substituents as defined herein. In some embodiments, A is oxazole substituted with methyl,
gthvi, CF, orisopropvl; Z is a bond, -NH-, or -0O-; and B is H, C;-Cs alkvl, cycloalkyl, aryl,
heterocycloalkyl, and heteroaryl, wherein the C1-Cq alkyl, cycloalkyl, arvl, heterocycloalkyl,
or heteroaryl of B is unsubstituted or substituted with one or more R substituents as defined
herein. In some embodiments of any of Fornmuila (1), (Ia), (Ib), {Ic), (id), (e}, (i), (g}, (dh),
(1), (1), or {3k}, A 15 isoxazole optionally substituted with substituted or unsubstituted C-Cq
alkvi, substituted or unsubstituned C,-Cy alkenyl, substituted or unsubstituted C,-Cs alkynyi,
substituted or unsubstituted cycloalkyl, substituted or unsubstituted heterocycloalkyl, or -
C{OHOR®, wherein R* is H or C;-Ce alkyl: Z is a bond, ~NR’-, or ~0O-, wherein R’ is H, C;-Cq
alkyvi, or cycloalkyl; and Bis H, C-Ce alkyl, cvcloalkyl, aryl, heterocycloalkyl, and
heteroaryl, wherein the C-Cy alkyl cycloalkyl, arvl, heterocycloalkyl, or heteroarvl of B 15
unsubstituted or substituted with one or more R'' substituents as defined herein. In some
embodiments of any of Formuida (1), (Ia), (Ib), (Ic), (1d), (fe), (Ify, (Ig), ({h), (i), (), or (Fk),
A 1s 1soxazole optionally substituted with substituted or unsubstituted C;-Cs alkyl, substituted
or unsubstituted C,-Cy alkenvi, substituted or unsubstitited C»-Cg alkvnyl, substitited or
unsubstituted cycloalkyl, substituted or unsubstituted heterocycloatkyvl, or —~C(OYOR?,
wherein R is H or C1-Ce alkyl; Z is a bond, -O-, or -NH-; and B is cyclopropyl, cyclobuiyl,
cvclopentyl, phenyl, indanyl, azetidinyl, oxetanyl, pyrrolidinyl, tetrahy drofuranyl,

piperidiny], piperazinvl, morpholinvl, thiazolyl, triazolvl, imidazolvl, pyrazolyl, tetrazolvi,
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oxazolyl, 1soxazolyl, oxadiazolvl, pyrazinyl, pyridazinyl, pyrimidinyl, pynidinyl, indaoyl,
pyrrolopyrazolyl or benzoimidazolyl, each unsubstituted or substituted with one or more Cy-
e alkyl In some embodiments, A 1s 1soxazole substituted with methvl, ethyl, CF,, or
isopropyl: 7 1s a bond, -NH~, —-N(CH;)-, —-0O-, -OCH»-, or -CH,0-; and B is H, C-C; alkyl,
cvcloalkyl, aryl, heterocycloalkyi, and heteroary!, wherein the C;-C; alkyl, cycloalkyl, arvl,
heterocycloalkyl, or heteroaryl of B is unsubstituted or substituted with one or more R
substituents as defined herein. In some embodiments, A is tetrazole substitated with methyl,
Zas abond, -NH-, —N{(CHj3)-, —0-, -OCH;-~, or -CH,0-; and B is H, C-C; alkyl, cycloalkyl,
arvl, heterocycloatkyl, and hetercaryl, wherein the C,-Cy alkyl, cvcloalkvl, arvl,

heterocy cloalkyl, or heteroaryl of B is unsubstituted or substituted with one or more R
substituents as defined herein. In some embodiments of any of Formula (1), ({a), (Ib), (I¢),
(Id), dey, (1), (g, (dhy, (), (43), or (1k), A 15 tetrazole substituted with methy!; Z is a bond, -
WH-, -N{CH;)-, ~0-, ~OCH»-, or ~-CH,0-; and B is cyclopropyi, cyclobutvi, cvclopeniyl,
phenyl, indanvl, azetidinyl, oxetanyl, pyrrolidinyl, tetrahydrofuranyl, piperidinyl, piperazinyl,
morpholinyl, thiazolvl, triazolyl, inudazolyl, pyvrazolvl, tetrazolyvl, oxazolyl, isoxazolyl
oxadiazolyl, pyrazinyl, pyridazinvi, pyrimudinyl, pyridinyl, indanyl, pyreolopyrazolyl or

benzoimidazolvl, each unsubstituted or substituted with one or more €;-Cs alkyl.

8121} In some embodiments of any of Formula (1), (a), (Ib), (Ic). (Id), {Ie), (), (Ig),
(), du, (dp, or (0K}, A is a 6-membered heteroarvl comprising at least one annular N atom,
wherein the 6-membered hetercaryl is unsubstituted or substituted with one or more R
substituents as defined herein, and B is selected from the group consisting of H, C-C alkyl,
cyvcloalkyl, arvl, heterocveloalkyl, and heteroarvl, wherein the C;-Cg alkvl, cvcloalkyl. arvl,
heterocycloatkvl, or heteroaryl of B is unsubstituted or substituted with one or more R
substituents as defined herein. In some embodiments, A is unsubstituted or substituted
pyridine, pyrazine, pyrimidine, or pyridazine; Z is a bond, -NR’- -0-, -R*0—, or —-OR’—,
wherein R” is H, €1-C alkyl. or cycloalkyl, and R™ and RY are each independently C;-Cs
alkvl; and B is Cy-Co alkyl, cyvcloalkyl, arvl, heterocycloalkyl, and heteroaryl, wherein the C;-
Ce alkyl, cycloalkyl, arvl, heterocycloalkyl, or heteroary! of B is unsubstituted or substituted

. g . . . . . .
with one or more R substituents as defined herein. In some embodiments, A 1s unsubstituted

56



WO 2019/144041 PCT/US2019/014344

or substituted pynidine, pyrazine, pyrimidine, or pyridazine; 7 is a bond, -NH-, —-N(CH;)-~, -
G-, ~OCH,-, or ~CHR0-; and B 1s C-Cs alkyi, cycloalkyl, aryl, heterocycloalkyl, and
heteroarvl, wherein the C;-Cy alkyl, cvcloalkyl, arvl, heterocycloalkyl, or heteroaryl of B is
unsubstituted or substituted methyl, ethyl, isopropyl, isobutvl, tert-butvl, cyclopropyl,
cvclobutvl, evclopentyl, phenvl, indanyl, azetidinyl, oxetanyl, pyrrolidinyl, tetrahvdroturanvi,
pipenidinvl, piperazinyl, morpholinyl, thiazolvl, triazolyl, imidazolyl, pyrazolyl, tetrazolyl,
oxazolyl, 1soxazolyl, oxadiazolvl, pyrazinyl, pyridazinyvl, pyrimidinyl, pyndinyvl, indanyl,
pvrrolopyrazolyl and benzoinudazolyl. In some embodiments, A is unsubstituted or
substituted pyridine, pyrazine, pyrimiding, or pyridazing; Z 18 a bond, -WNH-, -N{CH;s}-, ~0-,
—OCH;~, or -CHy0-and B is methyl; €D CFy; phenyl, azetidine, umsubstituted or
optionally substituted with methyl, -C(OYCH,;, -C(OYOCH,;, -C{OYOC(CH; ) -C{OINH,, -
C{OWNHCH;, or oxo; benzoinudazole substituted with oxo; cyclobutyvl; cyclopentyl;
cyclopropyl, ethvl, unsubstituied or optionally substituted with methoxy,; imidazole,
substituted with two methyl; indane, substituted with oxadiarzole, further substituled with
ethyl: 1sobutyl, unsubstituted or optionally substituted with methoxy; isopropyl,
unsubstituted or optionally substituted with OH; isoxazole, substituted with one or two
methyl, orisopropyl; isoxarzole, substituied with methvl, methyl, unsubstituted or optionally
substituted with CF,, cvclopropyl, methoxy, oxetane, or azetidine, wherein the azetidine is
further substituted with ~-C{OYCH;, -C{OYOC{CH;)s ~C(ONH,, -C{O)NHCH;, or -
C(OyOCH;; methyi substituted with cvclopropyl, or cyclopropyl substituted with methyl;
morpholine, unsubstituted or optionally substituted with ~-C{(OYCH; or ~-C{OYOC(CH;)::
oxadiazole, substituted with methvl; oxazole, substituted with one or two methyi, or
cvclopropyvl, oxetane; piperazine, substituted with methyl, piperidine, unsubstituted or
optionally substituted with one or more groups selected from methyl, oxo, -C{(G}CH;, and -
C{OYOC(CH;),, pyrazine, unsubstituted or optionally substituted with one or two methyl;
pyrazole. unsubstituted or optionally substituted with one or more groups selected from
methyl, ethyl, and CFs5; pyrazole, substituted with one or two methyl, pyvridazine,
unsubstituted or optionally substituled with methyvl pyndine, unsubstituted or optionally
substituted with amano, hydroxyl, ~NH», -OH, or one or more methyl; pyvridine substituted

with methyl;, pyvrimidine, unsubstituted or optionally substitited with methyl; pyrroliding,
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unsubstituted or optionally substituted with methvl, oxo, ~-C{OY H; or -C(OYOC(CH3);:
pyrrolo pyrazole; tert-butyl, tetrahvdrofuran; tetrazole, substituted with methyl, thiazole,
unsubstituted or optionally substituted with chloro or methyl; or inarzole, substituted with one

or more groups selected from roethyl and ethvl.

16122} In some embodiments, A is phenyl, optionally substitited with methyi; Z is a
bond, -NH-, -N{CH3}-, ~0-, ~-OCH,-, or -CH,0-; and B is C;-Cs alkvl, cycloalkyl, arvi,
heterocycloalkyl, and heteroaryl, wherein the C1-Cq alkyl, cycloalkyl, arvl, heterocycloalkyl,
ot heteroary! of B is unsubstituted or substituted with one or riore R'' substituents as definex
herein. In some embodiments, A is pyridinyl, optionally substituted with one or two methvl;
Z is a bond, -NH-, -N{CH3)-, —0-, -OCH,~, or ~CH,0-; and B is C-Cs alkyl, cvcloaikyi,
aryl, heterocycloalkyl, and heteroaryl, wherein the C;-Cq alkyl, cvcloalkyl, aryl,
heterocycloalkyl, or heteroaryl of B is unsubstituted or substituted with one or more R
substituents as defined herein. In some embodiments, A is pyrimidinyl, optionally
substituted with methyl; Z 15 a bond, -NH-, -N{CH3)~, -0~, -OCH;~, or —-CH,0-~; and B 15
Cy-Ce alkyl, cycloalkyl, arvl, heterocvcloalkyl, and heteroarvl, wherein the C;-Cy atky],
cvcloalkyl, arvl, heterocycloalkyl, or heteroaryl of B is unsubstituted or substituted with one
or more R' substituents as defined herein. In some embodiments, A is pyrimidinyl,
optionally substituted with methyl; Z is a bond, -NH-, —N{CHj3)-, -G-~, -OCH;~, or -CH,-;
and B is aryl or heteroaryl, optionally substituted with one or more R'' substituents as defined
herein. In some embodimenis, A 1s pyrimidinyi, optionally substituted with methvi. Zisa
bond, -NH-, —-N{CH;)-, -0, “OCH;-, or -CH;0; and B 1s arvl or heteroaryl, optionally
substituted with one or more substituents selected from the group consisting of C,-Cs alkvl,
halo, ~OR”, ~C{O)R. ~C{OIOR". oxo, and ~NR°R’, wherein R®, R, R%, R®, and R'is
mdependently H or C;-C; alkyl. In some embodiments, A is pyrimidiny], unsubstituted or
substituted with methyvl; Z 15 a bond, -NH-, -N{CH;)-, -0-, -OCH,-, or —CH;0, and B is
pyrazolvl substituted with methyl. In some embodiments, A 1s pyrazinyl, optionally
substituted with methyl; Z is a bond, -NH-, -N{CH3}-, -0-, ~OCH;-, or ~CH0; and B 15 €~
Ce alkyl, cycloalkyl, arvl, heterocycloalkyl, and hetercaryl, wherein the C;-Cq alkyl,

cycloalkyl, arvl, heterocvcloalkyl, or heteroary] of B 1s unsubstituted or substituted with one
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or more R'' substituents as defined herein. In some embodiments, A is pyridazinyl,
optionally substituted with methyl; Z is abond | -NH-, -N(CHz)-, ~O-, ~OCH;-, or -CH 3
and B is C-Cs alkyl, cycloalkyl, aryl, heterocycloalkyl, and heteroaryl, wherein the C1-Cq
alkvl, cycloalkvl, aryl, heterocycloalkyl, or heteroarvl of B 1s unsubstituted or substituted

with one or more R substituents as defined herein.

10123} In some embodiments of Formula (), (Ia}, (Ib), {Ic). (1d), (e}, (ID), {Ig), (dh), ({1},
(I1), or {1k}, A 1s phenvl, unsubstituied or substituted with methyl, pyridine, unsubstituted or
substituted with one or two methyl; pyrazine, unsubstituted or substituted with methyl;
pyrinudine, insubstifuted or substituted with methyl; pyridazine, unsubstituted or substituted
with methvl; pyrazole, unsubstituted or substituted with methyl; thiazole, unsubstituted or
substituted with methvl; oxazole, unsubstituted or substituied with methyl; tetrazole,
wunsubstituied or substituted with methyl; triazole, unsubstituted or substituted with methyl;
isoxazole, substituted with methyl, ethyl, or CF;; oxadiazole, substituted with methyl, ethyl,
CF,, CDs, cyclopropyl, 1sopropyl, cvelobutyl, oxetane, or C{OYOCH; each of which i3
optionally further substituted; oxadiazole substituted with methyl, wherein the methyl s
optionally further substituted with methoxy, OH, or -OC{0)} Hs; oxadiazole substituted with
ethyi, wherein the ethyl is optionally further substituted with methoxy, OH or -OC{G)CH;:
oxadiazole substituted with 1sopropyl, wherein the isopropy! is optionally further substituled
with OH or- OC(OYCH;; oxadiazole, substituted with methyl, ethyl, CD;, CF,, or
cyclopropyl, or oxadiazole, substituted with ethyl or CF;, Z is abond, -NH-, ~N(CH;}-, ~0-
,—OCH-, or —CH,0-, and B is H; methyl, CDy; CFy; phenyl; azetidine, unsubstituted or
optionally substituted with methyl, -C(O)CH;, ~-C(OYOCH;, -C(OYOC(CH;);, ~-CLOINH,, -
C{(OYNHCH;, or oxo; benzoimidazole substitited with oxo; cyclobutyl; cyclopentyl;
cvclopropvl, ethyl, unsubstituted or optionally substituted with methoxy: imidazole,
substituted with two methyl, indane, substituted with oxadiazole, {urther substituted with
ethvl; isobuiyl, unsubstituted or optionally substituted with methoxy; isopropvl,
unsubstituted or optionally substituied with OH. isoxazole, substituted with one or two
methyl, or isopropyl; isoxazole, substituted with methyl, methyl, unsubstituted or optionally

substituted with CF,, cyclopropyl, methoxy, oxetane, or azetidine, wherein the azetidine is
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further substituted with -C{O)CH,, -C{OYOC(CH ;)3 -C{O)NH,, ~-C{OINHCH;, or -
C{OYOCH;, methyi substituted with cyclopropyl, or cvclopropyl substituted with methyl;
morpholineg, unsubstituied or optionally substituted with ~-C(OYCH; or ~-C{OYOC(CH;3;;
oxadiazole, substituted with methyl; oxarole, substituted with one or two methyi, or
cvclopropyl, oxetane, piperazine, substifuted with methyl, piperidine, unsubstituted or
optionally substituted with one or more groups selected from methyl, oxo, -C(O3CH;, and -
C(OYOC(CH;)s: pyrazine, unsubstitited or optionally substituted with one or two methyl;
pvrazole, unsubstituted or optionally substituted with one or more groups selected from
methvl, ethvl, and CFs3; pyrazole, substituied with one or two methyl; pyridazine,
unsubstituied or optionally substituted with methyl;, pyridine, unsubstituted or optionally
substituted with amino, hyvdroxyl, -NH,, -OH, or one or more methyl; pvridine substituted
with methvl; pyrimidine, unsubstituted or optionally substituted with methvl; pyrrolidine,
unsubstituted or optionally substituied with methvi, oxo, -C{O)YCH; or -C{OYOT{TH:)3;
pyvrrolo pyrazole; terl-butyl; tetrahydrofuran; tetrazole, subsiituled with methyl; thiazole,
unsubstituted or optionally substituted with chloro or methvl; or triazole, substituted with one

or more groups selected from methyl and ethvl.

{6124} In some embodiments, provided herein are compounds and salts thereof described

in Table 1.

Table 1.

Cmpd Structure Xame

O 'N . MN-{5-{5-(difluoromethyi}-1,2.4-
i ‘l\r oxadiazol-3-yi)-2,3~dihydro-1H-

mnden-1-v1)-2,2~ diﬂm)roace‘iamide

yhbenzanude

\r N Q N-(5-(8-methyl-1,2 4-oxadiazol-3-
2 N /\] vi)-2,3-dihvdro-1H-inden-1-
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Cmpd Structure Mame
Na.
\4 >——€j\ 2-methy-N-(5-(5-methy1-1,2,4~
3 = oxadiazol-3-yi)-2,3~dihydro-1H-
N mnden-i-v 1)150?moimmrﬁde
!
F
= ’\(,N O N-(5-(5-(difluoromethyl}-1,2,4-
4 S & N oxadiazol-3-yi}-2 3-dihydro-1H-
N T Hoof AN inden-1-yDbenzamide
N
F/H{fN 7 N-(3-(5-(difluoromethyl}-1,2,4-
5 O~y / :\Ji/U\m oxadiazol-3-yi}-2,3-dthyvdro-1H-
’ S / inden-1-y1}-2-methylisonicotinamide
L**TN
o-N ] ) WN-(5-(5-(difluoromethvi}-1,2 4-
‘ R N ,K / oxadiazol-3-y1)-2,3-dihydro-1H-
' ’“\\/\N H er} inden-1-y1}-1-methyl-1H-inudazole-
E ~ l\j S-¢carboxamde
o-N O N-{5-{5-{diftuoromethvi}-1,2.4-
7 . ‘f} ------ { \ N / oxadiazol-3-vI}-2,3~-dihvdro- I H-
F\)\ N = H =N, inden-1-yi}-1-methvi-1H-pyrazole-4-
L %N'N' carboxaride
o-N 2-chlore-N-(8-(5-(diflucromethyl}-
g oy N / 1.2.4-oxadiazol-3-y1)-2.3-dihydro-
'*'\/\ N ] f—”&} EH inden-1-yhithiazole-5-
E 7l carboxamide
o-N O N-(3-(5-{diftuoromethvi}-1.2.4-
9 Ly O N ,lk/ oxadiazol-3-y1)-2,3-dihydro-1H-
’ ’“\(’\N HoJ O}ﬁ inden-1-y)-2-methyloxazole-5-
= \N‘/ - carboxamide
o-N 0 N-{(5-(5-(difluoromethyi}-1,2 4~
0 R N’)k[n oxadiazol-3-y1}-2,3-dihydro-1H-
Py TN A inden-1-y1)-2-methylthiazole-5-
- e carboxarnide
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Cmpd Structure Mame
Na.
o”‘“i> ______ 72 N-(5-(5-(difluoromethyl)-1.2,4-
11 = \)i\;\ — ﬁ“’a\,s oxadiazol-3-y1)-2,3-dithydro-1H-
L H‘N/;} inden-1-yljthiazole-3-carboxanmide
Q"N\ Q \f o) Nu(ij(ﬁ u(idigﬂugrgn;eg}gi)g 1 ,2,4;
- ~ Y -~ oxadiazol-3-v1}-2 3-dithvdro-1H-
12 9“\‘/)\ N ﬁ T O> mden-1-y-4-methyloxazole-5-
F P Nf carboxamide
H
Q"N\ == ﬁ No ™= 1-(5-(53-{diftuoromethy1)-1,2.4-
Y, Y, LW oxadiazol-3-y1)-2.3-dihydro-1H-
\(\’ inden-1-y1)-3-phenylurea
!‘:
H
o-N, NN~ 1-(5-(5-(diftuoromethy!)-1.2,4-
14 I,_.\/L\:N L \ oxadiazol-3-y1}-2,3-dihyvdro-1H-
‘ ‘F " imden-1-y1)-3-isopropylurea
o
YN o 1 o N-(6-(5~-methyi-1.2 4-oxadiarol-3-
15 O‘N/ Q N v1)-2 3-dihydrobenzofuran-3-
Ho N yhbenzamide
P
Q’N\ 7N iO teri-butvl (S-(5-(diflucromethyl}-
16 ’::-N — N/L(Q,% 1.2, 4~oxadiazol-3-y1)-2,3-dihvdro-
{ H 1H-inden-1-vijcarbamate
F
=N 7 N-(3-{3-ethyl-1,2,4-oxadiazol-3-y1)-
17 O = W N N 6,7-dihydro-5H-
o cyclopentalblpyndin-7-yDbenzamide
Pt
O
=N A Q 2-methyi-N-{6-(5-methyl-1,2 4-
18 Q“N) """ N oxadiazol-3-y1)-2, 3~
Ho \,, dihy drobenzofuran-3-
=N yinsonicotinamide
]
o-N /l\ o) N-(ST(S ~{difl um’mne‘iﬁyi){i ,2.4-
19 L ~ N { oxadiazol-3-vi}-2,3-dihvdro-1H-
. ?\‘/’L‘N B ] O}__ﬁ nden-1-v1}-2,4-dimethyloxazole-5-
F Nf carboxamide
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Cg;pd Structure Mame
o-N N-{5-{5-{diftuoromethvi}-1,2.4-
-0 A N oxadiazol-3-y1)-2 3-dikydro- 1 H-
F\(J\ N == H :;N\N inden-1-y1)-2-ethyl-5-methyi-2H-
£ /&N %\ 1,2 3-trigrole-d-carboxamide
o-N 0 d-¢yclopropyl-N-(5-(5-
‘> ------ . {(difluoromethvl}-1.2 4-oxadiazol-3-
SN Y N -2, 3-dihydro- | H-inden-
\{/‘\N H T \ y13-2,3-dihydro-1H-in gn—i-
£ Oz vljoxazole-5-carboxamide

N-{5-(5-{difluoromethvi)-1,2 4-
oxadiazol-3-yi}-2,3~dihvdro-1H-

22 [ N inden-1-y1}-2 5-dimethyloxazole-4-
F \\\{\/ carboxamide
o-N 0 MN-(5-{5~(difluoromethyl)-1,2.4-
- o N’j N oxadiazol-3-y1)-2,3-dihydro-1H-
3 F N Ho Jm nden-1-y)-6-methylpyrazine-2-
F = carboxamide
o AR 7 N-(5-(5-{(difluoromethy-1.2.4-
24 E \/L\\ — N "Q\IN/_ oxadiazol-3-y1}-2.3-dihydro-1H-
- 1 o inden-1-y1)-2,6-
%ﬁ N dimethylisonicotinanude
!
o-N VAR & - N-(5-{5-(diftuoromethvi)-1,2 4-
N j TP 2,
25 e = . oxadiazol-3-vi)-2,3~-dihvdro-1H-
' H N N nden-i-vi)-3-ethyl-1-methyi-1H-
F N pyrazole-d-carboxamide
\
o-N ¢ o N~(5T(5 n(diﬂuﬁmmeﬂ}yi)_ 1,2.4-
76 _ Y Q N N oxadiazol-3-y1)-2,3-dithydro-1H-
" “\X\N Ho N inden-1-y1)-2-methvipyrimidine-4-
E =N carboxanmude
o-N 7 0O NH(ST{ 5 ~(difluqrornetbyi)~ 1 ,2,47
27 o N /{ oxadiazol-3-v1)-2,3-dihyvdro- 1 H-
Ful” N S Ho TN, inden-1-y1)-1,5-dimethyi-1H-
E =y pyrazole-4-carboxamide
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Cmpd Structure Mame
Na.
o-N 7 o Nu(Sf{S~(difluqr01netbyi)~1,2,47
9 L P N oxadiazol-3-vi)-2,3-dihvdro-1H-
N N ¥ = Ho P, inden-1-y1)-1,3-dimethyl-1H-
L S pyrazole-4-carboxamide

N-(5-(5-(difluoromethyl}-1,2,4-
oxadiazol-3-yi}-2 3-dihydro-1H-
mden-1-y)-1-ethyl-1H-pyrazole-5-
carboxamide

N " o \>
O
29 | e Js /{N
i N T

N-{5-(5-{difluoromethvi)-1,2 4-
oxadiazol-3-yi}-2,3~dihvdro-1H-

30 inden-1-yl)-1 3-dimethyl-1H-
pyrazole-5-carboxamide
(R)}-2-methyl-N~(5-(5-methyl-1,2 4-

31 oxadiazol-3-yi}-2,3-dihydro-1H-
inden-1-ylisonicotinamide
(R}-N-{5-(5-{difluoromethyl)-1,2.4-

32 oxadiazol-3-y1)-2,3-dithydro-1H-
inden-1-y1)-2-methylisonicotinanude
2-amuno-MN-{ 5-{ 5~-methyi-1,2.4-

33 oxadiazol-3-yi}-2 3-dihydro-1H-
mden-1-yDisonicotinamide
3-methy-N~{5~(5-methyl-1,2.4-

34 oxadiazol-3-yi}-2,3-dthyvdro-1H-

imden-1-yhisoxazole-S-carboxanude

\
o-N O N-(ST(S ~{difl um’mne‘iﬁyi){i 324,4“
35 - Q J\ JL / oxadiazol-3-y1}-2,3-dihvdro-1H-
- FY)\N ?‘f N mnden-1-v)-1-methyi-1H-pyrazole-5-
carboxamide
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Cmpd Structure Mame
Na.
o N ] o N-{5-{5-{diftuoromethvi}-1,2.4-
N N oxadiazol-3-v1)-2,3-dihvdro- 1 H-
6 | PN N/ Y Y inden-1-y1)-5.6-dihy dro-4FH-
£ N"N pyrrolo]1.2-bjpyrazole-3-
| carboxamide

N-{5-(5-{difluoromethvi)-1,2 4-
oxadiazol-3-yi}-2,3~dihvdro-1H-
inden-1-yi}-6-methvipyridazine-4-
carboxarmde

38 |- s _ N
-“\_(/\"N ----- H ’I\N
F

N-{5-{5-{diftuoromethvi}-1,2.4-
oxadiazol-3-vi)-2,3-dihvdro-1H-
inden-1-yi}-3-methvipyrazine-2-
carboxarmde

- Q
| ICAL
3,.) F\}/\-N ﬁ AN

N-{5-{5-{diftuoromethvi}-1,2.4-
oxadiazol-3-vi)-2,3-dihvdro-1H-
inden-1-v)-2-methyinicotinamide

Q”N uwF
40| PN Q HE

W-(5-(5-(difluoromethyl}-1,2,4-
oxadiazol-3-y1)-2.3-dihvdro-1H-
mden-1-yl)-1-methyl-3-

£ J\ N,N (trifluoromethy 1}~ IH-pyrazole-4-
\ carboxamide
Q,«N\ 7 { O E'(Sf‘@'( diﬁu(}t’gﬂﬁ@fhyi)-1_,2,4-5
W fee L N ) oxadiazol-3-y1}-2,3-dihydro-1H-
A RN e b X : PN i
i ;TN imden-1-y1)-3.5-dimethvlpvrazine-2-
F N = carboxamide

42 \OF:N’;) """ [ QNJ}K/\

WN-(3-(5-methyl-1,2 4-oxadiazol-3-
v13-6,7-dihvdro-5H-
cvclopental bjpyridin-7-yl}benzamde

43

2-hydroxy-N-{5-(5-methvi-1,2,4-
oxadiazol-3-y1)-2,3-dithydro-1H-
inden-1-yljisonicotinamide

65
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Na.
\l"N A J\ : 2-methyl-N-(5-(S-methy1-1,2 4-
44 G N/ . N oxadiazol-3-v1}-2. 3-dihyvdro-1H-
H PN N mden-1-y13-2H-1,2, 3-triazole-4-
N~ i\{ carboxamide
,».-NW 0 1.2-dimethy1-N-(5-(5-methyl-1,2,4-
U e O NJS - oxadinzol-3-y1)-2.3-dihy dro-1H-
5 H yN inden-1-y1}-1H-imidarole-5-
- carboxamude
\4?‘3&@]\ @ 5-methy I-N-(5-(5-methy1-1,2 4~
46 0wyl g"kﬁ\\\ oxadiazol-3-y1)-2,3-dihydro-1H-
/’J\O’N mnden-1-vhisoxazole-4-carboxamide
\T:' N 0 1,3-dimethy-N-(5-(5-methyl-1.2 4-
47 St -~ oxadiazol-3-y1)-2,3-dithydro-1H-
TN =N inden-1-y1)-1H-pyrazole-5-
PLINY carboxamide

(R)-2-methyl-N-(5-(5-methvi-1,2 4-

48 oxadiazol-3-y1)-2,3-dithydro-1H-
,}~»~ inden-1-yljoxazole-5-carboxamide
N
______ MN-(5-(5-(difluoromethyi)-1,2 4-
N o} : V1,2,
o N VA oxadiazol-3-y1)-2,3-dihy dro-1H-
' ey N = ﬁ ~NH mnden-i-v)-1H-pyrazole-5-
;_- ‘L\yN carboxamide
o-N . O MN-(5-{5~(difluoromethyl)-1,2.4-
50 \ Q N ' oxadiazol-3-y1)-2,3-dihydro-1H-
- F\(J\ N : - —‘—'\NH mnden-1-vl)-1H-pyrazole-4-
= L‘rN’ carboxamide
ohe N 2 4-methy1-N-(5-(5-methyl-1,2,4-
510 sy ﬁ"%ﬂg oxadiazol-3-y1)-2,3-dihydro-1H-

inden-1-vhoxazole-3-carboxamide

66
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o N /N 4-cyclopropy-N-(3-(5-methyl-1,2,4-
i - P L N o oxadiazol-3-y1}-2.3-dihyvdro-1H-
873 N H

mden-1-yhoxazole-S-carboxamide

W
[U9]
S
z_ 2
>J‘<o
™

2. 4-dimethy-N-(5-(5-methyl-1.2,4-
oxadiazol-3-yi}-2,3-dihydro-1H-
inden-1-vhoxazole-3-carboxamide

/\ /
o | IO

1.5-dimethy}-N-{5-(5-methyl-1,2,4-
oxadiazol-3-y1)-2.3-dihvdro-1H-
mden-1-yl)-iH-pyrazole-4-
carboxamude

1,3-dimethv-N-(5-(5-methyi-1,2,4-
oxadiazol-3-yi)-2,3~dihydro-1H-

] mnden-i-v)-1H- pyiazc)ie—4~
P Yl carboxamide
o-N o 1-ethy}-N-(5-(S-methyl-1,2,4-
56 J\ 3 \ / Y oxadiazol-3~y1)-2,3-dihvdro- 1 H-
N H ! N mnden-i-v)-1H-pyrazole-5-
A carboxamide

W
~
N o
I/
Z__Z
l =y
_z
$TZ
f

N-{5-(5-methyi-1,2,4-oxadiazol-3-
vi)-2,3-dihvdro-1H-inden-1-v1)-5,6-
dibydro-4H-pyrrolof 1, 2-bipyrazole-
3-carboxamide

W-(5-(5-(difluoromethyl}-1,2,4-
oxadiazol-3-y1)-2.3-dihvdro-1H-

i N/ / mden-1-yD)-3-methvipicolinamide
r N
oM O 2 3 ~IT1€.FLhyE ~N-(5+( S-meﬁq«'} -1,2.4~
59 /li* N oxadiazol-3-v1)-2, 3-dihydro-1H-
N H N . T .y
P fen-1-vi Hnamide
N inden-1-vpicolinanude
N
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=

A N-(5-(5-(difluoromethy1)-1.2,4-

60 ‘ oxadiazol-3-y1)-2.3-dthydro-1H-

. imden-1-yl)-4-methylthiazole-2-

carboxamide

i

=N N MN-(5-{5~(difluoromethyl)-1,2.4-

61 oy oxadiazol-3-y1)-2, 3-dihydro-1H-

nden-1-vi)-1,2-dimethvl-1H-~
imidarole-5-carboxanude

62 \T//

1-{5-(5-methyl-1,2 4-oxadiazol-3-v1}-
2,3-dihydro-1H-inden-1-v1)-3-
{pyridin-3-yljurea

63 O\

4-methy-N-(5-(5-methy]-1,2.4~
oxadiazol-3-yi}-2,3-dihydro-1H-
inden-1-vhthazole-2Z-carboxanude

64 O-n

2-methy-N-(5-(S-methyl-1,2.4-
oxadiazol-3-yi}-2 3-dihydro-1H-
mden-1-yD)-2H-tetrazole-5-
carboxamide

o
Wh
]
/
z

i-methy-N-{5-(5-methyl-1,2.4-
oxadiazol-3-yi}-2,3~dihvdro-1H-
inden-1-yi}-iH-pyrazole-5-
carboxaride

66 O

(R)-1-methyl-N-(5-(5-methyl-1.2,4-
oxadiazol-3-y1)-2.3-dihvdro-1H-
mden-1-yl)-iH-pyrazole-4-
carboxamude

67 F\(,EN

W-(5-(5-(difluoromethyl}-1,2,4-
oxadiazol-3-y1)-2.3-dihvdro-1H-
imden-1-yl)-4-methyipicolinamide

68
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68

4-methy-N-{5-(5~-methy!-1,2 4~
oxadiazol-3-y1)-2,3-dithydro-1H-
inden-1-yhjpicolinanude

N-{(5-(5-(difluoromethyi}-1,2 4~
oxadiazol-3-yi}-2,3-dthyvdro-1H-
inden-1-y1)-3-methvi-1H-pyrazole-4-
carboxamide

70

3-methyi-N-(5-{5-methyl-1,2.4-
oxadiazol-3-yi}-2,3~dihvdro-1H-
inden-1-yi}-1H-pyrazole-4-
carboxaride

71

(R}-N-(5-(5~(ifluoromethyl}-1,2 4-
oxadiazol-3-yi)-2,3~dihydro-1H-
mnden-1-v)-3-methyi-1H-pyrazole-4-

carboxamide

72

{R}-N-{5-(5-(difluoromethyl}-1,2.4-
oxadiazol-3-vi)-2,3-dihvdro-1H-
inden-1-yi)-5-methviisoxazole-4-
carboxarmde

~3
G2

N-{5-(5-cyclopropyl-1.2,4~-oxadiazol-
3-y1)-2,3-dihydro-1H-inden-1-vi)-
1,3-dimethyl-1H-pyrazole-4-
carboxamide

74

(3-(1-(1,3-dimethvi-1H-~pyrazole-4-
carboxamido}-2,3-dihy dro~1H-inden-
5-yv13-1,2.4-oxadiazol-5-vymethyl
acetate

69
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N-(5-(5-isopropyl-1,2,4-oxadiazol-3-

75 vH-2,3-dihydro-1H-inden-~1-vi-1,3-
dimethyl-1H-pyrazole~-4-carboxamide
NN s O N-{5-(5-{methoxymethyl}-1,2 4~
e W O . ,( oxadiazol-3-y1)-2.3-dihydro-1H-
! Ho N inden-1-y1)-1.3-dimethyl-1H-
= N‘ pyrazole-4-carboxamide
7
AO#?N o (18)-1-3~(1-(1 3-dimethyl- | H-
77 p/ /N ,Li /( pyrazole-4-carboxamido}-2,3-
O-n == }\_jg R dihydro-1H-~nden-5-y1)-1.2 4~
! N'N oxadiazol-3-yijethyl acetate
\
\\4“\ .
H N methy! 3-(1-(1.3~dimethyl-1H-
73 Q“N\ \ N\#\/ pyrazole-4-carboxamido)-2,3-
O §)§N , o dihydro-1H-inden-5-y1}-1.2 4~
\ oxadiarole-5-carboxylaie
O~
OH
N . o N-(3-(5-(hydroxymethvi)-1.2,4-
74 O/ P Q " ,l’\ /{ oxadiazol-3-y1}-2,3-dihydro-1H-
- N Ho N inden-1-yI)-1.3-dimethyl-1H-
L\N,N pyrazole-4-carboxamide
!
OH
“N‘\FN o Ne(5-(5-((S)1-hydroxyethy 1} 1.2, 4-
20 O“’ ) Ny ,l(\/{ oxadiazol-3-yD-2.3-dihydro-1H-
) N Ho \N inden-1-y1)-1,3-dimethyi-1H-
W pyrazole-4-carboxamide
4
/
N Ny N-(3-(5-(difluoromethyi)-1,2.4-
Y o-N H \V(‘\N oxadiazol-3-y1)-2,3-dihydro- 1 H-
i \/L\\ ) \T/ \ inden-1-yi)-2-methvi-2H-tetrazole-5-
F ‘ N C carboxamide
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Na.
(R)-N-(5-(5-(difluoromethvi}-1,2 4-
87 oxadiazol-3-y1)-2,3-dithydro-1H-

inden-1-y1}-2-methyi-2H-tetrazole-5-
carboxamide

N-{3-(5-(difluoromethvi)-1,2 4~
oxadiazol-3-vI}-2,3~-dihvdro- I H-

83 ﬁ TN inden-1-vi)-2-methvi-2H-1,2.3-
N~ NfN triazole-4-carboxanude
4
F P
e /1\4 N o N-(5-(5-(difluoromethyl}-1,2,4-
%—‘ *:L oxadiazol-3-yi}-2,3-dthyvdro-1H-
84 O~ EJ%@N\ den-1-y1}-5-methyl-1,2,4-
N%{O oxadiazole-3-carboxamide
N O 1-(5-(5-methy]-1,2 4-oxadiazol-3-y1)-
85 \?; — \@NJ{ Y 2 3-dihydro-1H-inden-1-y1}-3-
N = H ﬁ = {pyridin-4-yl}urea
\‘/‘_ , . { N 1-(5-(5-methyl-1,2 4-oxadiazol-3-y1)-
&6 ,} ------ Q /’( /( / 2,3-dihydro-1H-inden-1-y1}-3-
O \ N N o 2
N H ﬁ - {pyrazin-2-vljurea
=N [ Q S-methyl-N-(5-(5-methy1-1,2 4-
&7 O\N/ N’H\,N oxadiazol-3~yi}-2,3-dihy dro-1H-
’ Ry inden-1-vi)-1,2.4-oxadiazole-3-
N ™ .
\ carboxarmde
=N 0 4-miethy1-N-(5-(S-methyl-1,2.4-
88 0.7 N o oxadiazol-3-y1)-2.3-dthydro-1H-
N H Elh . N ) o
[ N mden-1-yhisoxazole-S-carboxamide
=N O 3 3-methyEN-(5-(5-methy]-1,2,4~
89 Oupf NN oxadiazol-3-y1)-2,3-dihydro-1H-
H - O inden-1-yhisoxazole-4-carboxamide
N

~J
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Na.
]
!
r{N‘N (R)-N-(5-(5-(difluoromethyl)-1.2.4-
90 N, H ,< oxadiazol-3-y1}-2, 3-dihydro-1H-
e \“Y\ \ mden-1-yi)-1,3-dimethvi-1H-
r\x\/LRN o pyrazole-4-carboxamide
/
: N {(R)-N~{5-(5-(difluororethyl)-1,2.4-
01 o-N == m Y oxadiazol-3-y1)}-2, 3-dihydro-1H-
I O — Y nden-1-yH)-1,5-dimethvi-1H-
h\(\h“ o pyrazole-4-carboxamide
F
. M fl/%}\f {(R)-N-(5-(5-{difluoromethy1}-1,2,4-
92 0™\ O ‘\N\(L‘N\ oxadiazol-3-y1)-2.3-dihydro-1H-
o c\(’i‘\‘ 7 \}Q inden-1-y1)-1-methyl-1H-pyrazole-5-
L - carboxanude
’ \W}/%,N (R)-N-(5-(5-(difluoromethy1}-1,2.4-
. ' N oxadiazol-3-yi}-2, 3-gihyaro- 1 H-
0N -0 diazol-3-y1)-2,3-dihydro-1H
03 = \‘/’Q\l ‘ \}3 inden—l-yi)nfinmethyhséxazoieé~
;: carboxamide
r
,_/\‘(/N 7 0 N-(3-(5-(difluoromethy})-1,2,4-
94 i P N oxadiazol-3-y1)-6,7-dihydro-5H-
N =N H cvelopenta[blpyridin-7-yi}benzamide
F
F J‘\F, N 4 ? N-(5-(5-{diflucromethy1}-1.2,4-
95 O N/ O ' N p.xadiazoi—.’%—yi)-Zﬁ-dihydm— 1H-
Hoo g A inden-1-y1)-2-
== N hydroxvisonicotinanude
i
HO
\W(’N 0 =N 1-{5-(5-methyl-1,2 4-oxadiazol-3-v1}-
96 S N"j/\ /C/ 2,3-dihydro-1H-inden-1-v1)-3-
°N H ﬁ NN {pyrimidin-3-yljurea
N X o 1-{5-(S-methyl-1,2. 4-oxadiazol-3-y1)-
97 \2: P Q A A :’”\, 2,3-dihydro-1H-inden-1-v1)-3-
N H ﬁ/\‘NfN {(pyridazin-3-yDurea

~

el
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Na.
N O 1-{5-(5-methyi-1,2 4-oxadiazol-3-y1})-
98 \]/ / J’\ - N 2 3-dihydro-1H-inden-~1-y13-3-
Q\N N N:—’ \N '/lj L .”dh 4 'i " ;
H B N (pyrimidin-4-viurea
r
E N O
i /J\v;' @ /lj\ 2-amino-N-(5-(5-(difluoromethyli}-
99 O-n N f/\\ 1.2, 4-oxadiazol-3-y1)-2.3-dihy dro-
g%hlj 1H-inden-I-viyisonicotinamide
HaN
] { {5-(5-(afl hyl}
’ R}-N-(5-(5-(difluoromethyvi}-1,2.4-
160 F /J\“””N% 7 oxadiazol-3-y1)-2,3-dihvdro- 1 H-
' O~ N/ ' ﬁJK/Q mnden-1-v)-2-methyioxazole-5-
' ,& N,}-H- carboxamide
i
e /‘\; N o (R)-N-(5-(5-(difluoromethvi}-1,2 4-
101 4 P /&N ,lkr oxadiazol-3-yD-2.3-dihydro-1H-
N H i N, inden-1-y1)-1,3-dimethyi-1H-
L\/('N pyrazole-S-carboxamide
\
F
W/Lv/\, 0 N-(5-(5-(difluoromethyD)-1,2.4-
102 O /i N oxadiazol-3-y1)-2,3-dihydro-1H-
T "N H ;- Q nden-1-v1)-3-methviisoxazole-5-
LN carboxamide
F
| N-(5-(5-(difluoromethyl}-1,2,4-
103 "/\4’“ A f oxadiazol-3-y1)-2.3-dihydro-1H-
o O~ N/ N’KJQ mden-1-y)-4-methyhisoxazole-5-
Ho N carboxamide
] N-{(5-(5-(difluoromethyi}-1,2 4~
104 "/\4»5‘3 ______ Q. 2 oxadiazol-3-y1}-2,3-dibydro-1H-
" O~ N/ ' N N inden-1-yi)-4-methviisoxazole-3-

carboxamide

~

2
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Na.
=N o 4-methyl-N-{5-(5-methyl-1,2 4-
105 O- N”> """ N N oxadiazol-3-y1)-2,3-dihydro-1H-
H - bo inden-1-ylisoxazole-3-carboxamide

(R)-1,3-dimethyI-N~(5-(5-methyl-
1,2.4-oxadiazol-3-v1)-2,3-dihy dro-
iH-mnden-1-vh~1H-pyrazole-5-
carboxamide

N . 0
07 | o7 O N/L\,N/

(R)-1~methyl-N-(5-(5-methyl-1,2.4-
oxadiazol-3-yi}-2,3~dihvdro-1H-
inden-1-yi}-iH-pyrazole-5-
carboxamide

/\\l{fN/ AR G
o _ N
108 N N H&C
]

MN-(3~{5-ethyl-1,2 4-oxadiazol-3-y1}-
6,7-dihydro-SH-
cyclopentalblpyndin-7-y1)-2-
methylisonicotinamide

N =N L7 A\
109 \];NM::\g:\ﬁ s /é:x )

1-{5-(5-methyi-1,2 4-oxadiazol-3-v1}-
2,3-dihydro-1H-inden-1-v1)-3-
{(pyridin-2-ylyurea

\\]{,N ' 0 = 1-{5-(S-methyi-1,2. 4-oxadiazol-3-v1)-
110 A4 Q N,ﬁ\ o 2.3-dihvdro-1H~inden-~1-v1)-3-
N ' ¥ ﬁ N (pvrimidin-2-yhurea
YN . ' o (R)-1,3-dimethy1-N-(5-(5-methvl-
i O I\ Q J\}/( 1,2.4-oxadiazol-3-yv1)-2,3~dihy dro-
H fj\ 4 iH-inden-1-yI}-1H-pyvrazole-4-
P\‘i‘ carboxamide
_N ] O {(R)-2,4-dimethy I-N-(5-(5-methyl-
, p ! 1.2 4-oxadiazol-3-y1)-2.3-dihydro-
H2 O-N E T G}ﬁ 1H-inden-~1-vhoxazole-5-
P Nf i carboxamide
~N

H Q b

13 | o O \N\‘/:M
S v 3
N { O

{(R)-4-methyl-N-(5-(5-methyi-1,2.4-
oxadiazol-3-yi)-2,3~dihydro-1H-
mnden-1-vhisoxazole-5-carboxamide
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14

(R)-N-(5-(5-{methoxymethyi}-1,2.4-
oxadiazol-3-y1)-2.3-dihvdro-1H-
imden-1-y1)-4-methylisoxazole-5-
carboxamude

115

(R}-N-{5-(5-cvclopropyl-1,2.4-
oxadiazol-3-y1)-2,3-dithydro-1H-
inden-1-y1j-4-methvlisoxarole-5-
carboxamide

116

(R}-N-(5-(5-1s0propyl-1,2,4-
oxadiazol-3-y1}-2.3-dithyvdro-1H-
mden-1-y)-4-methyhisoxazole-5-
carboxamide

117

\\2
0

(R)-4-methyi-N-(5-(5-(oxetan-3-v1}-
1,2.4-oxadiazol-3-yv1)-2,3~dihy dro-
iH-inden-1-yljisoxarole-5-
carboxamide

118

MN-{5-{5-(difluoromethyi}-1,2.4-
oxadiazol-3-yi)-2,3~dihydro-1H-
mnden-i-vh-1-methyvi-1H-1,2,4-
triazole-3-carboxanmide

19

I-methv-N-(5-(5-methy]-1,2,4~

oxadiazol-3-yi}-2,3-dihydro-1H-
mnden-1-vi)-1H-1.2 4-tnazole-3-
carboxamide

120

1-methy -N-(5-(5-methyi-1,2,4-

oxadiazol-3-vi)-2,3-dihvdro-1H-
inden-1-yi)-1H-1,2 4-triazole-5-
carboxarmde

121

i-methy}-N-{6-(S-methyl-1,2.4-
oxadiazoi-3-y1}-2.3-

diby drobenzoturan-3-vi}-1H-
pyrazole-5-carboxamide

~J
¢
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(83-1-methyi-N-{G-(5-methyl-1,2.4-
122 \f:;N/ 7N :i\ ? / oxadiazol-3-y1)-2.3-
O~n - NT NN dihydrobenzofuran-3-vi)-1H-
d N pyrazole-3-carboxamide
F
G N-{(6-(5-(difluoromethvi}-1,2 4-
123 ’T/kn/»"l o / oxadiazol-3-y1)-2,3-
O~ .\! ' & ,l%/ N dihydrobenzofuran-3-vi)-1-methyi-
’ Lf\yN iH-pvrazole-S-carboxamide
!F o {S3-N-(6-(5-(difluoromethyl)-1,2,4-
P /1 o oxadiazol-3-y1)-23-
' O- N/ ' EJ&\,N\ diby drobenzoturan-3-vi)-1-methyl-
ol N 1H-pyrazole-5-carboxamide
o-N P O (R)nNn(in(f}methyini ,;,4@}@&@2@1—
o Q &’N 3-y1)-2,3-dihydro-1H-inden-1-y1}-2~
125 N ' HoJ Ny—NH ox0-2.3-dihydro-1H-
e N o benzofd|inmidazole-S-carboxamde
H
C\)” N N-{{R)-5-(5-((8)-1-methoxyethyl)-
126 oM <— H \(:Ei 1.2,4-oxadiazol-3-y1)-2.3-dihydro-
- o JQ_N> N\ ,b % 1H-inden-1-vi}-4-methvlisoxazole-5-
-~ carboxamide

N-{5-{5-{diftuoromethvi}-1,2.4-
oxadiazol-3-vi)-2,3-dihvdro-1H-
inden-1-yi)-3-methvi-1,2 4-
oxadiazole-S-carboxamide

\F—N \ o
128 | O-N N™ N
f

3-methy-N~{5~(5-methyl-1,2.4-
oxadiazol-3-yi}-2,3-dthyvdro-1H-

NN nden-~1-yi)-1,2 4-oxadiazole-5-
\"(‘/ carboxamide
i:l .
P N o N-(5-{5-{difluoromethy1)-1,2 4
120 /\F‘ NN : oxadiazol-3-y1)-2, 3-dihydro-1H-
o Oy — N/lw,,_:;\ nden-1-v1)-3-methviisoxazole-4-
H <
~ O carboxamide
AN

76
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Z2-methy-N-{5-(3-methy!-1,2 4~

130 N~ —_ % oxadiazol-5-y1)-2,3-dithydro-1H-
Ho inden-1-yljisonicotinamide
=N
\T I\ Q. o (R)-2-methyl-N-{5-(3-methvi-1,2 4-
131 N- oxadiazol-3-y1)-2,3-dihyvdro- 1 H-
] H N . AR . .
{0 inden-1-yisonicotinamide
=N
F
F /L\W/ N 0 N-(5-(3-(difluoromethyi}-1,2 4~
132 NE Y \N, oxadiazol-3-y1)-2 3-dihvdro-1H-
O Ho N mden-1-y)-2-methvlisonicotinamide
=N
[
e /\/ N7 0 (R)-N-(5-(3-(difluoromethyl)-1,2.4-
133 E\E S N oxadiazol-5-y1}-2.3-dihvdro-1H-
C __. H 7 ™S mden-1-yD)-2-methyhisonicotinamide
i
=N
\W’O Q [ P 2-methy-N-(5-(2-methyloxazol-3-
134 N-g/ NJ\K\’/ y13-2,3-dihydro-1H-inden-1-
H k{f\/ yvhisonicotinanude
=N
\T /} _____ 7N "}\» Q { R)~2~methyl-Nn(5—( Z-lmethyic»xazaﬂm
135 WA N“’i\/\/ 5-y1)-2,3-dihy dro-1H-inden-1-
H Q ] vhisonicotinamide
=N
/
SRR (R)-2~-methyl-N-(5-(5-methyl-1,2.4-
136 N H Lo oxadiazol-3-y1}-2,3-dihydro-1H-
) 07y O ~\N\,\(L\ N inden-1-y1}-2H-tetrazole-5-
=N i O carboxamide
\]4\> ______ RN ; 2-methyi-N-(5-(3-methylisoxazol-3-
137 O N\ N y13-2.3-dihydro~-1H-inden-1-

ylisonicotinamide

~J
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- 7 0 (R)_Z"—meihbe{S{ 3- .
138 e ‘\N methylisoxazol-3-y1}-2,3-dihv dro-
. "N = HoOos 1H-inden-1-yl)isonicotinamide
=N
TO j\’ ,O {R}-2-methvi-N-(5-{5-methvioxazol-
N 2-y1}-2,3~-dihvdro-1H-inden-1-
139 K "(\/\/ 2-y1}-2,3-dihydro-1H-inden-1
H (/ ] viisonicotinamide
=N
\EO O ! ? 2-methy -N-(5-(S-methvloxazol-2-
N~ vi)-2,3-dihydro-iH-inden-1-
140 W 1)-2,3-dihydro-1H-inden-1
H R e L
{ yhisonicotinamide
==N
/
N-—N\N {R}-N-(5-(5-cyclopropyl-1,2,4-
141 o-N H " N oxadiazol-3-vi)-2,3-dihvdro-1H-
\ By O N ‘ inden-1-yi)-2-methvi-2H-tetrazole-5-
V/\N 3 carboxaride
/
NEAAN {R)-N-{5-(5-isopropyl-1.2,4-
, N . H " oxadiazol-3-yi}-2,3~dihvdro-1H-
142 O\ S O ~‘NT(L\ inden-1-yi)-2-methvi-2H-tetrazole-5-
\E)\N ' O carboxamide
/
N’N‘N (R}-N-(5-(5-cyclobutyl-1,2,4-
143 o-N _— Ho Ly oxadiazol-3-y1)-2,3-dihvdro- 1 H-
; S \ :*«Nj{/\ inden-1-yi)-2-methvi-2H-tetrazole-5-
L\/\N ------ L 0 carboxarmde
]
\Q/\F’N> ______ 7 0 (R)-N-(3+(3-(methosy methyl)-1,2.4-
144 O‘N/ _ N N oxadiazol-3-y1)-2.3-dthyvdro-1H-
Hoogy inden-1-y1)-2-methyl-2H-tetrazole-5-
Ne, S -
N carboxanude
\
0 # _,k o 2-methvl-N-(5-(2-methyloxazol-4-
145 )%N A ﬁ’l&r.ﬂ\w/ yi)ﬁ,}dﬁhydm—. iH-inden-1-
Lf\/N vhisonicotinamide
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O/‘§> ______ RN 2 (R)-2-methyl-N-(5-(2-methvioxazol-
e | s N N 4-y1)-2.3-dihydro-1H-inden-1-
HON Tisonicotinamid
\;’ J yiisonicotinanmude
N ) {(R)-2-methyl-N-(5-(2-methy}-2H-
. Py } tetrazol-5-y13-2,3-dihy dro-1H-1nden-
147 Nay N (Ol Oy, 3+ G
H Z’i\/ - 1-yisonicotinamide
! i
=N
NN, O [ P 2-methyl-N-(5-(2-methy1-2H-
14¥ Nz N tetrazol-5-y13-2,3-dihy dro-1H-inden-
H S e
{ 1-yDisonicotinamide
=N
RGN O 9 (8)-2-methyl-N-(5-(2-methyl-2H-
149 Ny ’NJQK\}/ tetrazol-5-y1y-2,3-dihy dro-1H-inden-
H AN R
i-yvDisorucotinamide
=N
/
‘ N\N (R)-N-(5-{5-cyclobutyl-1,2.4-
150 oN H L oxadiazol-3-y1)-2,3-dihvdro-1H-
30 & O - inden-1-yD)-1 3-dimethyl-1H-
ka N O pyrazole-4-carboxamide
L
/
. N\N {R}-N-(5-(5-cyclobutyl-1,2.4-
151 o-N ¥ Ly oxadiazol-3-v1)-2,3~dibyvdro-1H-
- o S mden-1-yi)-1,5-dimethvi-1H-
C\ﬁ\ N S pyrazole-4-carboxamide
/
\ N\N (R)-N-(5-(S-isopropyl-1.2,4-
157 o-N H L oxadiazol-3~-y1)-2,3~dibvdro- 1 H-
o D N/ \‘-‘N“\ \< inden-1-y1)-1,3-dimethyi-1H-
\l)\ ------ IO pyrazole-4-carboxarmide
/
\\\TNF\, {R)-N-(5-(5-cyclopropyl-1,2 4~
153 ﬁ oxadiazol-3-vi)-2,3-dihvdro-1H-

inden-1-vi)-1,5-dimethyvi-1H-
pyrazole-4-carboxarnide
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7
« NKN (R)-N-(5-(S-cyclopropyi-1,2,4-
54 0N X \“/\L< oxadiazol-3-y1)-2,3-dihydro- 1 H-
. — - mden-1-vh-1,3-dimethvi-1H-
v»‘ "N O pyrazole-4-carboxamide
O
NN ¢ 1 o 1.3-dimethy l-N-(6-(S-methyl-1,2,4-
155 O“i\? """ NJ‘},N/ G?&ﬁdlazoi@—y}?@ﬁ-
Hoo dihy drobenzofuran-3-vi)}-1H-
\\"7 pvrazole-S-carhoxamide
O
N 7 0 (S)-1.3-dirnethy 1-N-(6-(5-methyl-
156 \J;N/ ’/m\ /‘\N J’\fr\ 1.2 4-oxadiazol-3-y13-2.3-
h Ho /‘N dihydrobenzofuran-3-vi-1H-

pyrazole-5-carboxamide

O
£ .
\\r_;;i\i an | O 1.3-dimethyl-N-{6-(S-methyl-1,2.4-
157 O‘N/ O N/ﬁ\/( oxadiazol-3-yi}-2,3-

Ho Y dibydrobenzofuran-3-vi)-1H-
LS , .
N pyrazole-4-carboxamide
\
O~
\\F,N VAR | O {8)-1,3-dimethvi-N-{(6-(5-methyl-
Y a \»NJ{\/( 1.2, 4-oxadiazol-3-y1)-2.3-
- N Hoo N dihydrobenzofuran-3-yi3-1H-
SN pyrazole-4-carboxamide
\
N O\] o 2 4-dimethy}-N-(6-(S-methyl-1,2,4-
159 TN N Jj\/ oxadiazol-3-y1)-2.3-
O- == ﬁ ! Q diby drobenzoturan-3-vloxazole-5-
! Nf - carboxamide
N OW 0 (R}-2 4-dimethy{-N-{(6-{5-methvi-
160 - *j-,, 1.2 4-oxadiazol-3-y1)-2 3-
- O~y N 0 dihy drobenzofuran-3-vijoxazole-5-
/LN/;}A ‘“‘ carboxamide

80
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(8)-2,4-dimethy1-N-(6-(5-methyl-
1,2.4-oxadiazol-3-v1)-2,3~

dihy drobenzofuran-3-vioxazole-5-
carboxamide

162

1.5-dimethy}-N-{6-(S-methyl-1,2, 4~
oxadiazoi-3-y1}-2.3-
dihydrobenzofuran-3-vi-1H-
pyrazole-4-carboxamide

(8)-1,5-dimethvil-N~{6~-{5~-methyl-
1.2, 4-oxadiazol-3-y13-2,3-
dihydrobenzofuran-3-yi}-1H-
pyrazole-4-carboxamide

(R)-4-methyl-N-(5-(5-methvyi-1,2 4-
oxadiazol-3-yi}-2,3~dihvdro-1H-
inden-1-yi)-4H-1,2 4-triazole-3-
carboxamide

(R)-N-(5-(5~(difluoromethy}-1,2 4~
oxadiazol-3-yi}-2,3-dthyvdro-1H-
imden-1-yl-4-methvi-4H-1,2,4-
triazole-3-carboxamide

166

2-methy-N~{6~(S-methyl-1,2.4-
oxadiazol-3-yi}-2,3-
dihydrobenzoturan-3-vljoxazole-5-~
carboxamide

167

{8)-2-methy i-N-{(6-(5-methy1-1,2 4~
oxadiazol-3-y1)-2.3-

dihy drobenzofuran-3-yljoxazole-5-
carboxarmde

1638

WN-(5-(5-(difluoromethylnsoxazol-3-
y1)-2,3-dihydro~-1H-inden~1-y13-2-
methylisonicotinamide

81
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169

(R}-N-(5-(5-
{difluoromethvi)isoxazol-3-v1}-2,3-
dihydro-1H-inden-1-y1}-2~
methylisonicotinanide

170

MN-{5-(3~(difluoromethysoxazol-5-
y1)-2,3-dihydro~-1H-inden~1-y13-2-
methylisonicotinamide

171

{R)-N-(5-(3-
(difluoromethyinsoxazol-5-yi}-2.3-
dihydro-1H-inden-1-y1}-2-
methylisonicotinamide

172

(R}-2-methyi-N-(5-{4-methvioxazol-
2-y1}-2,3-dihy dro-1H-nden-1-
vhisonicotinamide

173

2-methyl-N-{5-(4-methvioxazol-2-
yv1-2,3-dihydro-1H~inden-1~
ylisonicotinamide

174

1-methyI-N-{{1R}-5-(5-(oxetan-2-y1)-
1,2.4-oxadiazol-3-y13-2,3-dihydro-
1H-inden~1-y1)}-1H-pvrazole-5-
carboxamide

[
-~
W

(R}-N-(5-(5-(methoxymethy)-1,2 4~
oxadiazol-3-y1)-2,3-dithydro-1H-
inden-1-yi)-1-methyi-1H-pyrazole-5-
carboxamide

176

{(R)-N-(5-(5-{methoxymethyi}-1,2.4-
oxadiazol-3-yi}-2,3-dthyvdro-1H-
imden-1-yD)-2-methvlisonicotinamide
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177

{R}-N-{5-(5-(methoxymethyl}-1,2 4~
oxadiazol-3-vi)-2,3-dihvdro-1H-
inden-1-yi}-4-methvioxazole-5-
carboxarmde

178

(R}-N-(5-(5~(methoxymethvi)-1,2.4-
oxadiazol-3-yi}-2 3-dihydro-1H-
mden-1-y)- I-methyi-1H-pyrazole-4-
carboxamide

179

{(R3-N-{5-(5-(methoxymethvi}-1,2 4-
oxadiazol-3-yi}-2,3~dihvdro-1H-
inden-1-yi)-1.3-dimethyi-1H-
pyrazole-5-carboxamide

180

(R}-N-{5-(5-(methoxymethyl}-1,2,4-
oxadiazol-3-yi)-2,3~dihydro-1H-
mnden-1-v)-2,4-dimethyloxazole-5-

carboxamide

181

(R)-N-(5-(5-(methoxymethyl}-1,2 4-
oxadiazol-3-yi}-2,3-dthyvdro-1H-
mden-1-yh-1,5-dimethyl-1H-
pyrazole-4-carboxamide

{R}-N-{5-(5-(methoxymethyl}-1,2 4~
oxadiazol-3-vi)-2,3-dihvdro-1H-
inden-1-vi)-1,3-dimethyvi-1H-
pyrazole-4-carboxarnide

183

{R}-N-{5-(5-ethyi-1,2.4-oxadiazol-3-
yi3-2,3-dihydro-1H-inden-1-v1)-2-
methyi-ZH-tetrazole~-5-carboxamide

184

{(R)-N-(5-(5~ethyl-1,2.4-oxadiazol-3-
vi-2,3-dihydro-1H-inden-1-vi)-1-
methyi-1H-pyrazole-4-carboxamide
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(R}-N-(5-(5-cvclopropyvl-1,2,4-
oxadiazol-3-y1)-2.3-dihvdro-1H-
imden-1-y)-1-methyi-1H-pyrazole-4-
carboxamude

186

{(R)-N-(5-(5-{difluoromethy1}-1,2,4-
oxadiazol-3-y1}-2.3-dithyvdro-1H-
imden-1-y - 1-methvi-1H-pyrazole-4-
carboxamide

187

2-methy -N-(6-(5~-methy]-1,2,4~
oxadiazol-3-vi}-2 3-dihvdrofuro|3,2-
bipyvridin-3-vlysonicotinamide

183

(8)-2-methyi-N-{(6-(5-methyl-1,2 4-
oxadiazol-3-y1)-2,3-dithydrofuro]3,2-
bipyridin-3-yjisonicotinamide

189

{(R)-N-{5-(5-(difluoromethyi}-1.2 4-
oxadiazol-3-yi}-2,3~dihvdro-1H-
inden-1-yi)-1-methvi-1H-tetrazole-5-
carboxamide

190

N-{6-{5-{diftuoromethvi}-1,2.4-
oxadiazol-3-y}-2,3-
dihy drobenzofuran-3-y1)-1,3-

dimethyl-1H-pyrazole-S-carboxamide

191

(S)-N-{(6-(5-(difluoromethyl)-1,2.4-
oxadiazol-3-y1)-2, 3~
dihydrobenzofuran-3-v1}-1,3-
dimethyl-1H-pyrazole-3-carboxamide

192

MN-{6-{5-{difluoromethyi}-1,2.4-
oxadiazol-3-y}-2,3-
dihydrobenzofuran-3-y13-2,4-
dimethyloxazole-S-carboxamide

84
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193

{(8)-N-{6~-(5~{difluoromethyl}-1,2,4-
oxadiazol-3-y}-2,3-
dihy drobenzofuran-3-y1)-2,4-

dimethyloxazole-S-carboxamide

194

(R)-1,3-dimethyi-N-(5-(3-methvl-
1,2 4-oxadiazol-3-y1)-2,3~-dihy dro-
1H-inden-1-y1}-1H-pyvrazole-5-
carboxamude

N-{6-(5-(difluoromethyi}-1,2 4~
oxadiazol-3-y13-2,3-dihvdrofuro|3,2-
blpyndin-3-y1)}-2-
methylisonicotinamide

196

{S}-N-(6-(S-(difluoromethy]}-1,2,4-
oxadiazol-3-y1}-2 3-dihvdrofuro|3,2-
bipyrdin-3-yi}-2-
methylisonicotinamide

197

N-{(6-(5-(difluoromethvi}-1,2 4-
oxadiazol-3-vi}-2,3-

diby drobenzofuran-3-vi)-2-methyi-
2H-tetrazole-5-carboxamide

198

(8)-N-(6~(5-(difluoromethy1)-1,2 4~
oxadiazol-3-vi)-2,3-

dihy drobenzofuran-3-vl)-2Z-methyl-
ZH-tetrazole-5-carboxamide

199

2~methy E-N-(6-(5-methy]-1,2,4~
oxadiazol-3-vi)-2,3-

dihy drobenzofuran-3-vi}-2H-
tetrazole-S-carboxanude

200

(83-2-methyi-N-{G-(5-methyl-1,2.4-
oxadiazol-3-y1)-2.3-

diby drobenzofuran-3-vi)}-2H-
tetrazole-5-carboxamide

85
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\TN i O {R}-1,3-dimethy{-N-(5-(3-methyl-
o1 T3 7N\ W 1.2,4-oxadiazol-3-y1)-2 3-dihydro-
= e = H =\ 1H-inden-1-vi)-1H-pyrazole-4-
=y carboxamide

{R}-2-methvi-N-(5-(3-methvi-1,2,4-

202 Necy ﬁ O oxadiazol-5-vI}-2,3~-dihvdro- I H-
ij\ N,}-—m inden-1-vioxazole-3-carboxamide
\\I ./N\ Q o) (R}-2-methyl-N-(5-(3-methyl-1,2 4~
n ' oxadiazol-5-yi}-2,3-dihydro-1H-
203 N-g mi\ﬁ"\! inden-1-y)-2H-tetrazole-5-
Nz carboxamide
N o (R)-1-methyl-N~(5-(3-methyl-1,2 4-
204 \f Do [ oxadiazol-5-y1)-2,3-dihydro-1H-
N-g E?; N mden-1-vi}-1H-pyrazole-5-
J\J/;N carboxamide
F
/i\/ O N-{(6-{5-{diflyoromethvi}-1,2 4-
!E .fN O - v 31 s - 3
505 5 /%@/\L . Q}ddld@i&—yi)-z,_;-
SN ‘f‘: Q) dihydrobenzofuran-3-vi)-2-
' i{\ 4 methylioxazole-3-carboxamide
N
] 0
i e bt 2 4.
Y o {S)-N-(6 (3’ {difluoromethyi)-1,2.4
206 » / oxadiazol-3-yi)-2.3-
- O~y & -0 dihy drobenzofuran-3-y1}3-2-
ol //\»ﬂ methyloxazole-3-carboxamide
N
F ')\;,N> 0 N ~(2T(3 ~(id;ﬂu§r§n;ethy 1.2 4-
507 N . /< oxadiazol-3-y )-2.3-
© ﬁ’kﬁ‘; 3 dihvdrobenzofuran-3-vi)-1,3-
N,N dimethyl-1H-pyrazole-4-carbosanude
4
F"&\.&N I {S)-N-{6-(3-(diftuoromethyi)}-1,2.4-
208 O P {%N" oxadiazol-3-vi)-2,3-
- TN HoOTY dihy drobenzofuran-3-y13-1.3-
' N,N dimethyl-1H-pyrazole-4-carboxamide
y

86
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209

MN-{6-{5-{difluoromethyi}-1,2.4-
oxadiazol-3-y}-2,3-
dihy drobenzofuran-3-y1)-1,5-

dimethyl-1H-pyrazole-d-carboxamide

210

{8)-N-{6-(5-{difluoromethvl}-1,2 4-
oxadiazol-3-y1)-2.3-
dihydrobenzofuran-3-yij-1,5-
dimethyl-1H-pyrazole-4-carboxarmde

{8)-1-methy i-N-{(6-(5-methy1-1,2 4~
oxadiazol-3-y1)-2.3-
dihydrobenzofuran-3-yi-1H-
pyrazole-4-carboxarnide

B2
ot
b2

1-methv-N-(6-(5-methy]-1,2,4~
oxadiazol-3-vi)-2,3-

dihy drobenzofuran-3-vi-1H-
pyvrazole-4-carboxamide

213

(R)-N-(5-(3~(difluoromethy}-1,2 4~
oxadiazol-5-yi}-2,3-dthyvdro-1H-
imden-1-yh-1.3-dimethyl-1H-
pyrazole-5-carboxamide

{R}-N-{5-(3-(difluoromethyl}-1,2.4-
oxadiazol-53-vi)-2,3~-dihvdro-1H-
inden-1-vi)-1,3-dimethyvi-1H-
pyrazole-4-carboxarnide

[
hani
A

{(R)-N-{5-(3-(difluoromethyi}-1.2 4-
oxadiazol-5-yi}-2,3~dihvdro-1H-
inden-1-vi}-2-methvioxazole-5-
carboxamide

87
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| N {R}-N-{5-(3-(difluoromethy1}-1,2 4~
216 RN/ oxadiazol-5-yi)-2,3~dihydro-1H-
- Ny — & =N inden-1-y1)-2-methvi-2H-tetrazole-5-
L e N carboxamide

217

{(R)-N-(5-(3~(difluoromethy1}-1,2,4-
oxadiazol-5-y1}-2.3-dithyvdro-1H-
mden-1-y1)- I-methyi-1H-pyrazole-5-
carboxamide

{(8)-N-{6~-(5~{difluoromethyl}-1,2,4-
oxadiazol-3-y}-2,3-
dihydrobenzofuran-3-y1}-L-methyl-
1H-pvrazole-4-carboxamide

219

N-{6-{5-{diftuoromethvi}-1,2.4-
oxadiazol-3-y1)-2.3-
dihydrobenzofuran-3-y13-1-methyl-
1H-pyrazole-4-carboxamde

220

(R}-N-(6-(5-cvclopropyvl-1,2,4-
oxadiazol-3-y1}-2.3-

diby drobenzoturan-3-vi)-1-methyl-
iH-pyrazole-5-carboxamide

221

MN-{6-{5-cvclopropyl-1,2.4-oxadiazol-
3-y1)-2,3-dihydrobenzofuran-3-yi)-1-
methyi-1H-pyrazole-3-carboxarmde

{(8)-N-(6~(5~cvclopropyl-1,2.4-
oxadiazol-3-y}-2,3-
dihy drobenzofuran-3-y1)-1-methyi-

1H-pyrazole-5S-carboxamide

foe]
£2
ol

N-{6-{5-{methoxvmethyi}-1,2, 4~
oxadiazol-3-y1)-2.3-
dihydrobenzofuran-3-y13-1-methyl-
1H-pyrazole-5-carboxamde

88




WO 2019/144041

PCT/US2019/014344

Cg;pd Structure Mame
5 N O, o (83-N-(6-(5-{methoxymethyl}-1.2,4-
504 - p 7N /g Jl\/ G?;ad.tazoi—.’%—yi)~2ﬁ3-
O~ o ’j —N, diby drobenzofuran-3-vi)-1-methyi-
I N iH-pvrazole-5-carboxamide
. O~ . \
o N | O (R}-N-A{6-(S-(methoxymethyl}-1,2,4-
P O />‘“®/ “ / oxadiazol-3-y1}-2,3-
o N Hoo dihydrobenzofuran-3-yi)-1,3-
g dimethyl-1H-pyrazole-S-carboxamide
© N-(6-(5-(meth hyli-1.2,4
O =N l {-{6-(5-{methoxyvmethyl}-1.2 4-
276 A?;N) """ @ N——i N/ oxadiazol-3-y1)-2.3-
o oo dihydrobenzofuran-3-y13-1,3-
7 dirmethyl-1H-pyrazole-3-carboxamide
O
™o =N l 9] {8)-N-(6-(5-{methoxvmethyi}-1,2 4-
237 C"N)«@ N N/ oxa,dia,2(31—3~y1)—2,3~
- Hoo Ny dihydrobenzofuran-3-vi}-1,3-
\‘< dimethyl-1H-pyrazole-3-carboxamide
O,
/\,//N 7 O {8)-N-(6-(5-ethyl-1,2 4-oxadiazoi-3-
228 o L N ——N/ vh-2,3-dihvdrobenzofiran-3-y1)-1-
N Ho methyi-1H-pyrazole-5-carboxamide
L
/\f'N NS N-(6-(5-ethvi-1,2 4-oxadiazol-3-vi}-
229 "/ Q N N/ 2,3~-dihydrobenzofuran-3-y1-1-
N Hooh oy methyi-1H-pyrazole-S-carboxamide
~z
O,
N o) o o
/\‘/" @ / N-{6-(5-ethyl-1,2 4-oxadiazol-3-y})-
230 O~q N NN 2,3-dihydrobenzofuran-3-y1)-1,3-
[N dimethyl-1H-pyrazole-3-carbosanude
4
O,
/\W{”N)__@/& 7 / {S)-N-{6-(5-¢thyl-1,2 4-oxadiazol-3-
231 O~y NT NN y1}-2,3-dihydrobenzofuran-3-y1)-1.3-
I N dimethyl-1H-pyrazole-S-carboxamide
i
%

89
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O
Z\\FN 7% 7 o N-(6-{5-cyclopropyl-1,2,4-oxadiazol-
- Wl N’l@,/:\s 3-y1)-2,3-dihydrobenzofuran-3-y1)-
o N = Hoo 1,3-dimethyl-1H-pyrazole-5-
K’(”’ carboxamide
=N . . { O {S)-N-{6-(5-cyclopropyl-1,2.4-
7 L oxadiazol-3-y13-2.3-
2’3 3 O~ O N /i}/ . . v >
33 N H i N\N dihy drobenzofuran-3-v1}-1.3-
[\\”/ dimethyl-1H-pyrazole-3-carboxamide
\
O
=N VAR 0 N-{6-(5-cyclopropyl-1,2.4-oxadiarol-
234 W NJ{,,N 3-y1)-2.3-dihydrobenzofuran-3-y1)-2-
H i\'lf N methyl-2H-tetrazole-3-carboxamide
'\‘N’
é\ﬁ’N O\} 0 (S)N—( 6-{3-cvclopropyi-1,2.4-
235 - 7N oxadiazol-3-v1)-2 3~
o O-p == ﬁ =N dihy drobenzofuran-3-y13-2-methyl-
NQN,N‘“ 2H-tetrazole-5-carboxamide
/:\(’N O\; o (S)uN~(6~(5~cy‘ciopropyi~1,2,4~
26 - O w M oxadiazol-3-v1}-2,3-
<P N ~ ﬁ e dihydrobenzofuran-3-y1}-1-methyi-
=y - 1H-pyrazole-4-carboxamde
) O\]
=N A NAG-(5-cyclopropyl-1,2.4-oxadiazol-
237 4 3-y1)-2,3-dihydrobenzofuran-3-vi}-1-
- N Y : .
N H ;\N- methyi-1H-pyrazole-4-carboxarmde

{8)-N-(6-(5-ethyl-1,2 4-oxadiazoi-3-

238 vh-2,3-dihvdrobenzofiran-3-y1)-1-
methyl-1H-pyrazole-4-carboxamide
N-{6-{5-ethyl-1,2 4-oxadiazol-3-y1}-
239 2,3-dihydrobenzofuran-3-ylj-1-

methyi-1H-pyrazole-4-carboxamide

S0
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(R)-N-(5-(5-ethvyl-1,2.4-oxadiazol-3-
vi)-2,3-dihvdro-1H-inden-1-v)-1-
methyi-1H-pyrazole-S-carboxanude

{(R)-N-{5-(S-cvclopropvl-1,2,4-
oxadiazol-3-yi)-2,3~dihydro-1H-
mnden-1-v)-1-methyi-1H-pyrazole-5-

carboxamide

(R)-1-methyl-N-(5-(5-(methvi-d3}-
1,2.4-oxadiazol-3-yv1)-2,3~dihy dro-
iH-inden-1-yI}-1H-pyvrazole-5-
carboxamide

]
N
)

(R)-2-methyl-N-{5-(5-(methvi-d3)-
1.2, 4-oxadiarol-3-y1)-2 3-dihvdro-
1H-inden-1-vi}-2H-tetrazole-5-
carboxamide

244

(R)-i~methyl-N-(5-(5-{methyl-d3)-
1,2, 4-oxadiazol-3-y13-2,3-dihydro-
1H-inden-1-vl)-1H-pvrazole-4-
carboxamide

(R)-2-methy-N-(5-(5-{methyl-d3}-
1,2 4-oxadiazol-3-yv1)-2,3~-dihy dro-
1H-inden-1-ylisonicotinamide

[\
S
O\

(R)-1,3-dimethy I-N~(5-{5-(methvl-
d33}-1,2.4-oxadiazol-3-y1}-2,3-
dihydro-1H-~inden-1-y1)-1H-pvrazole-
4-carboxamide

(R)-1,3-dimethy I-N-{5-{5-(methyvi-
d3}-1.2 4-oxadiazol-3-vi}-2.3-

dihy dro-1H-~nden-1-y1)-1H-pyrazole-
S-carboxamide
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Na.
NN
G LN (R)-4-methyl-N-(5-(5-(methyl-d3)-
. oM, O N \(’“O 1,2,4-oxadiazol-3-v1)-2,3-dihydro-
24% ) N T i Ve v ’
DZ)QN o iH-inden-1-vl)isoxazole-5-
) carboxamide
D
L Uy (R)-2-methyl-N-(5-(5-(methyl-d3)-
549 “N\> ______ N \K(L O 1,2,4-oxadiazol-3-y1)-2,3-dihvdro-
“ D %N /2 i} iH-inden-1-vljoxazole-5-
5 ' carboxamide
D
/N\ - - + s
H N {R)-1,5-dimsethy-N-(5-{5-(methyi-
250 O’N\ J\W/L\:‘< d3}-1.2 4-oxadiazol-3-vi}-2.3-
- D >()<~N ‘ 5 dihy dro-1H-~nden-1-y1)-1H-pyrazole-
ot " 4-carboxamide
D

{R}-4-methvi-N-{5-(5-(methvi-d3)-
1.2, 4~oxadiazol-3-y1)-2,3-dihvdro-

251 . -
1H-inden-1-vi)oxazole-5-
carboxarmde
(R)-2~-methyl-N-(5-(5-

559 methylisoxazol-3-v1}-2,3-dihy dro-

- 1H-inden-~1-v1)-2H-tetrazole-~5-
carboxamide
(R)-N-(5-(5-ethylisoxazol-3-v1}-2,3-

253 dihvdro~ i H-mnden-1-v1}-2-methyl-
2H-tetrazole-5-carboxamide

N
, N\> < g % (R)-N-(5-(3-ethyl-1,2 4-oxadiazol-5-
254 N — N o yi3-2,3-dihydro-1H-inden-1-v1)-1-
H o N— methyi-1H-pyrazole-4-carboxamide
N
NN A7 (R)-N-(5-(3-ethyl-1,2 4-oxadiazol-5-
253 N-g3 NM y1)-2,3-dihydro-1H-inden-1-vi)-1,5-
H e N dimethyl-1H-pyrazole~-4-carboxamide
N

0
RS
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256

(R)}-N-(5-(3-ethyi-1 2 4-oxadiazol-5-
v13-2,3-dihydro~-1H-inden-1-y1)-2-
methyi-2H-tetrazole-5-carboxamide

(R)}-N-(5-(3-ethyi-1 2 4-oxadiazol-5-
y1)-2,3-dihydro~-1H-inden~1-y1}-1-
methyi-1H-pyrazole-5-carboxamide

(R}-N-{5-(3-cvclopropyl-1,2.4-
oxadiazol-5-y1)-2,3-dithydro-1H-
inden-1-yi)-1-methyi-1H-pyrazole-4-
carboxamide

259

{R}-N-{5-(3-cyclopropyi-1,2.4-
oxadiazol-53-vi)-2,3~-dihvdro-1H-
inden-1-vi)-1,5-dimethyvi-1H-
pyrazole-4-carboxarnide

260

{(R)-N-(5-3~¢cyclopropyl-1,2.4-
oxadiazol-5-yi}-2 3-dihydro-1H-
mden-1-y1)-2-methyi-2H-tetrazole-~5-
carboxamide

261

(R}-N-(5-(3-cvclopropyvl-1,2,4-
oxadiazol-5-y1}-2, 3-dihvdro-1H-
imden-1-y)-1-methyi-1H-pyrazole-5-
carboxamude

262

(8)-1-methvi-N~{6~{5-{methyl-d3)-
1.2.4-oxadiarol-3-y13-2.3-
dihydrobenzoturan-3-vi)-1H-
pyrazole-5-carboxamide

263

{(R)-1-methyl-N-(5-(3-methyvi-1,2.4-
oxadiazol-5-yi)-2,3~dihydro-1H-
mnden-i-v)-1H-pyrazole-4-
carboxamide

LD
ot
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\/ 7 0 {R}-1,5-dimethy{-N-(5-(3-methyl-
- e —&N ,IJ\/( 1.2,4-oxadiazol-3-y1)-2.3-dihy dro-
- e = Ho T - 1H-inden-1-vD-1H-pyrazole-4-
N carboxarmde
D
D N o o (S)-1-methyl-N~(6-(5-(methyl-d3)-
65 D7 N W ; 1.2.4-oxadiazol-3-y1)-2.3-
) O-pj - & = dihy drobenzofuran-3-vi)-1H-
' o N pyrazole-4-carboxamide
N
p.? 0 o o
r _N a4 7 o {8)-1,3-dimethy i-N-{(6-(5-{methyl-
266 & P O ! d3)-1.2 4-oxadiazol-3-y1)-2.3-
- "N Ho) N\N dihydrobenzofuran-3-yi-1H-
~ pyrazole-3-carboxarnide
4
D
D " O~ o {S)-2-methyl-N-(6-(5-(methyl-d3)-
2e7 D7 = »@/L\ 1,2.4-oxadiazol-3-v1)-2,3-
O~ i}\ii ! dihy drobenzofuran-3-vloxazole-5-
0 carboxamide
N 0 $)-2,4-dimethy 1-N-(6-(5-(met}
N ~ G (x 32, 4-dimethy I-N-(6-(5-{methyl-
vig D7 = p A d3)-1.2,4-oxadiazol-3-y1}-2.3-
~N ﬁJ&TQ dihy drobenzofuran-3-yloxazole-5-
Js\ ,}«—« carboxamide
N
D
D y O~ (S)-1,5-dimethyi-N-(6-(5-(methyl-
. D = / ; d3)-1.2 4-oxadiazol-3-y1}-2,3-
269 p) " hE > Yik4,
O~ pg ﬁ - dihydrobenzofuran-3-yi-1H-
g JN— pyrazole-4-carboxarnide
N
D
[[)? " O o (S)-1,3~dimethy 1-N~(6-{5-(methyl-
70 = O L d3)-1,2.4-oxadiazol-3-y1)-2,3-
- O~p — ﬁ’a\:;\ dihydrobenzofuran-3-yi}-1H-
/L\ N pyrazole-4-carboxamide
N
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D)
D N O~ (8)-2-methyl-N-(6-(5-(methy1-d3)-
171 D - / \\ ,/k, 1,2,4"0X3dj‘.3201"3"yi)“253-
“ ‘N/ — JK,_;N dihy drobenzofuran-3-y13-2H-
Ho ) azole-S-carboxamid
N“\N'NN tetrazole-5-carboxamide
D
D " o (R)-2-methyl-N-(5-(3-(methv!-d3)-
79 LA N —Jx j 1.2,4-oxadiazol-5-yD-2.3-dihy dro-
o N-gy ﬁ/b\»;g\{ 1H-inden-1-vi}-2H-tetrazole-5-
pﬁ\ JN— carboxaride
TN
Dy (R)-1-methyl-N-(5-(3-(methyi-d3}-
N O : o o , Ak
273 D - N j / 1,Zﬁ—madm;oi-&y1)~2,:>~d1hydm-
Neg — N N 1H-inden-1-y1}-1H-pyvrazole-5-
H | /‘N carboxamide
D
D . o (R)-1-methyl-N-(5-(3-(methyi-d3)-
R Q s 1 2,4-oxadiazol-5-y1)-2.3-dihy dro-
- N-gg . E&;\ 1H-inden-1-vi}-1H-pyrazole-4-
f, MN— carboxarmde
N
D
N {R)-4-methyl-N-(5-(3-(methyi-d3)-
75 D&?IN\ O 7 1,2, 4-oxadiazol-3-y1)-2,3-dihy dro-
- Negf N/K,O 1H-inden-1-vHisoxazole-5-
H ! N carboxarmde
| N o {R}-N-{5-(3-(difluoromethy1)-1,2 4~
276 RN/ oxadiazol-3~-y1)-2,3-dihvdro- 1 H-
- N~y — N /K,:;\ inden-1-yi}-1-methvi-1H-pyrazole-4-
0 v ;
(& M carboxamide
N
E
’ N ) 5 (R)-N-(5-(3-(difluoromethy1)-1.2.4-
277 - Q oxadiazol-5-y1)-2,3-dihydro-1H-
“ Negy ﬁ’kﬁ,{ inden-1-yD-1.5-dimethyf-1H-
o N pyrazole-4-carboxamide

278

ethyi (R)-{5-{5-(difluoromethyl)-
1.2, 4~oxadiazol-3-y1)-2,3-dihvdro-
1H-inden-1-vi}carbamate
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E
. N H o isopropyi (R)-(5-(5-(diftuoromethy!)-
279 | 7 = \.\N\‘( \( 1,2,4-oxadiazol-3-y1)-2,3-dihvdro-
O~y L5 iH-inden-1-yljcarbamate
F !
i . e g ‘s
. " isobutyl (R)-(5-{5-{difluoromethyi}-
280 FJ\Y'N/ Q\N\K(Q\/L\ 1.2,4-oxadiazol-3-y1)-2, 3-dihy dro-
O~y /A G 1H-inden-1-vhcarbamate
F cvclobutyl (R)-(5-(3-
- H i omethv - - 1a701-3-
591 F =N, N \X(Q\O (diilupiognélhy i) 1,2.4 gxadiagoi 3
Y, : y13-2,3-dihydro-1H-inden-1-
O~y O
vhcarbamate
F
~ N H o methyl (R)-(5-(5-(diflucromethy1)-
282 17 Ty O Ny 1,2.4-oxadiazol-3-v1)-2 3-dihydro-
O ’ 5 1H-inden-1-vicarbamate
______ H o e e e o ;
o“?“{)_ _____ <— %N\‘(\ {(R)-N-(5-{5-(difluoromethy1}-1,2 4~
233 F\(J*”N \_{ O oxadiazol-3-y1)-2,3-dithydro-1H-
L inden-1-yljpropionamide
o-N_ = 5 (R (R}-N-(5-(5-(diffuoromethyl)-1.2,4-
284 - SN N/ 5 oxadiazol-3~v1}-2 3-dihydro-1H-
inden-1-yhisobutyramide
F.'
N . H ~ e
O \> _____ N 0] (R)-N-(5-(5-(difluoromethvi}-1,2 4-
235 F\H{\N N/ ) oxadiazol-3-y1)-2,3-dithydro-1H-
L inden-1-vI)-2-methoxyacetamide
H
oM, O ‘\N\“/ (R)-N-(5-(5-(difluoromethyl)-1.2.4-
286 | r Ay N\ 2 b oxadiazol-3-y1)-2,3-dihy dro-1 H-

mnden-1-vhacetamide

287

(R}-N-(5-(5~(ifluoromethyl}-1,2 4-
oxadiazol-3-yi)-2,3~dihydro-1H-
mnden-1-vhevclopentanecarboxamide
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o-N H \\X—J (R)-N-(5-(5-(difluoromethy!)-1.2,4-
288 | o b O - oxadiazol-3-y1)-2,3-dihydro-1H-
\1{/»\ N ™, 0 imden-~1-yhoxetane-3-carboxamide
F
F
H ~i-ove v 1-3-{5-{5-
i ?/L\/'\J H o R (R) -y Lloprgpyi ?:(:) (.'? )
289 = pu—- _\N\‘( \Y] (diflucromethyi)-1,2 4-oxadiazol-3-
O~ O v13-2,3-dihydro~-1H-inden-1-ylurea
F (R)-N-(5-(5-(difluoromethyl}-1.2,4-
290 | F /}\fN \ ﬁ ~OH oxadiazol-3-yi}-2,3~dihvdro-1H-
- O O ~1~‘ ! inden-1-y-2-hydroxy-2-
N 0 methyipropanamide
3 azetidin-3-yl (R)-(5-(5-
591 SN == E O\C (difluoromethvl}-1,2 4-oxadiazol-3-
7\ NH y1}-2.3-dihydro-1H-inden-1-
O~y O ¢
yvlycarbamate
F
- N . . ﬁ (R)-1-(5-{5-(difluoromethvi)-1,2.4-
202 | ~ N ( oxadiazol-3-y1)-2.3-dthyvdro-1H-
O~y AR {‘3) inden-1-y1)-3-isopropylurea
y ) N-((R}-5-(5-{difluoromethy1)-1.2 4-
203 oM Ny 0 oxadiazol-3-y1)-2.3-dthvdro-1H-
E\/’Q}N o inden-1-yitetrahy drofuran-2-
i carboxamide

294

N-{{(R)}-5-(5-(difluoromethyi}-1,2,4-
oxadiazol-3-yi}-2,3-dthyvdro-1H-
inden-1-yDtetrahy drofuran-3-
carboxamide

295

(R)-1-(5-{5-(difluoromethvi)-1,2.4-
oxadiazol-3-y1)-2.3-dihvdro-1H-
mden-1-yD-3-methylurea

296

(R)-1-(5-(8-{diflucromethyl}-1,2,4~
oxadiazol-3-yi)-2,3~dihydro-1H-
mnden-1-v1)-3-ethylurea
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3:
H (R)-1-cvelobutyl-3-(5-(5-
= - = H . ~ " .
257 a /\’:‘N/ N N \Q {diftuoromethy)-1,2 4-oxadiazol-3-
O~y 4 (3 yi3-2,3-dihydro-1H-inden-1-vljurea
F
N H g\g {R}-1-cyclopentyl-3-{5-(5~
208 | F = ) TN N \Q (difluoromethyl)-1,2.4-oxadiazol-3-
of N4 i} v1)-2,3-dihy dro-1H-inden- 1 -vi)urea
}\E {(R)-3-(5-(5-(difluoromethyvi}-1,2.4-
299 - oxadiazol-3-y1}-2.3-dihydro-1H-
O inden-1-y-1, T -dimethylurea
)\/ O (R)-N-(5-(5-(difluoromethy!)-1.2 4~
R = N H o N- oxadiazol-3-y1)-2,3-divdro-1H-
3 ! = N~ . N . M
300 O /> """ : ~\( inden-1-yDpyrrolidine-1-
N O carboxamide
F 9 (R)-N-(5-(5-(diffuoromethyl)-1,2.4-
101 = /K(/ N ﬁ N oxadiazol-3-y1}-2.3-dihyvdro-1H-
St " *Yf inden-1-yhymorpholine-4-
N O carboxamude
/s
F 7N (R)-N-(5-(5-{difluoromethy}-1.2,4-
. w/k/,\, Ho N oxadiazol-3-y1)-2.3-dihydro-1H-
302 r I/’ \N . . S
i /> ------ Y inden-1-y-4-methvipiperazine-1-
YN 0 carboxamide
o-N == N o methyl (R)-(5-(5-methyi-1,2.4-
03 ) s P U i oxadiazol-3-y1)-2.3-dihydro-1H-
N © inden-1-yljcarbamate
o-Ny /N 0o~ methyl (R)-(5-(5-ethyl-1,2.4-
304 ~ 7 O S oxadiazol-3-yi}-2,3-dihydro-1H-
\\/L\ N ! }1 O inden-1-yljcarbamate
O’N\ j\-,j O~ methyl (R)-{5-{5-cyclopropyi-1,2,4-
305 o, ) \ oxadiazol-3-y1}-2.3-dihydro-1H-
N e} . , D
inden-1-yljcarbamate
methvl (R)-(3-(5-(methoxymethyl)-
306 1,2, 4-oxadiazol-3-y13-2,3-dihydro-

1H-inden-~ 1 -vhcarbamate
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Q“N\ _____ == H\ Y(O"" methy! (R}-(5-(5-1sopropyl-1,2.4-
307 \.,)*” > N2 oxadiazol-3-y1)-2,3-dihvdro-1H-
N e O . - ’
k inden-1-yljcarbamate
H
oM \ ~,‘N\\{O\ methy] (R)-(3-(5-(rmethyl-d3)-1,2.4-
308 D>(L§N 7 O oxadiazol-3-yi}-2 3-dihydro-1H-
o’} mden-~1-yljcarbamate
0 L]
o~ N\ \w/ N \“/‘ (R}{\T-(Si(5—(?ﬁf1uorzr;e§1y&)~i ,2.4-
309 . y oxadiazol-3-vi}-2,3-dihvdro-1H-
el N N . yi)-2,3-diby .
\(\N © mnden-1-vhevclobutanecarboxamide
F
0N Ry W‘}S (R)-N-(5-(5-(difluoromethyl)-1,2.4-
310 “ F% x oxadiazol-3-y1)-2,3-dikydro- 1 H-
F N O . ’ y .
{ mnden-1-vhevclopropanecarboxamide
F
o b , .
A o (S)-1-methyl-N-(6-(3-(methyl-d3)-
s LT N\> ______ /J% 1,2 4-oxadiazol-5-v1)-2,3-
~g }I‘:lgﬁ\ diby drobenzofuran-3-vi}-1H-
Ll N pvrazole-4-carbosamide
N
D
D O {S)-1-methyl-N-(6-(3-(methyl-d3)-
312 >>Kﬁf\i> _____ <! """ \§ l 7 1.2,4-oxadiazol-5-y})-2.3-
- — N dihydrobenzofuran-3-yi-1H-
Ho N pyrazole-S-carboxarmide
. N, ($)-1-methyl-N-(6-(3-methyl-1,2 4-
313 P O ~ oxadiazol-5-y1}-2,3-
o N~df ﬁ = dihvdrobenzofuran-3-vi-1H-
&\N'N — pyrazole-4-carboxamide
O, (S)-1-methy-N-(6-(3-methyl-1.2,4-
N O A
314 \T })—-@/L, / oxadiazol-5-y1}-2.3-
) N~y N NN dihy drobenzofuran-3-y1}-1H-
[N pyrazole-3-carboxamide
G
I—«f” (R)-N-((R)-3-(5-cyclopropyl-1,2.4-
315 oxadiazol-3-y1)-2.3-dihvdro-1H-

iden-1-ylj-4-oxoazetidine-2-
carboxanude
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G : : .
r (S}-N-({R}-5-(S-¢cyclopropyl-1,2,.4~
216 o-N == H o NH oxadiazol-3-y1}-2.3-dithyvdro-1H-
Y = > N T \ mden-1-yl-4~-oxoaretidine-2-
N © carboxamide
o-N == ¥ {R}-N-(5-{5-ethyl-1.2,4-oxadiazol-3-
317 \\)% ) N - \‘X/\ y1)-2,3-dihydro-1H-inden-1-
N O yvhpropionanide
o-N e o Y,/B (R)-N-(3-(3-cvclopropyi-1,2.4-
318 - N AT oxadiazol-3-y1)-2,3-dihydro-1H-
N O inden-1-yhcvclopropanecarboxamide
o-N Tz E O\Q cyclobutyl {R3-(5-(5-methyi-1,2.4-
319 P Y/ an oxadiazol-3-y1)-2,3-dihydro-1H-

inden-1-yljcarbamate

320

isobutyl (R}(5«(5~methyi-1,2,4-
oxadiazol-3-yi)-2,3~dihydro-1H-
nden-1-vljcarbamate

321

cvclobutyl (R)-{5-(5-ethyl-1,2 4-
oxadiazol-3-yi}-2,3~dihvdro-1H-
inden-1-yljcarbamate

isobuty! {R}-(5-(S-ethyi-1,2 4-
oxadiazol-3-yi}-2 3-dihydro-1H-
mden-~1-yljcarbamate

cyclopropyhmethyvl (R)}-(5~(5-ethyl-
1,2.4-oxadiazol-3-y13-2,3-dihydro-
1H-inden-~1-yDcarbamate

324

Z2-methoxyethyl (R)-{5-(5-ethyl-
1,2 4-oxadiazol-3-yv1)-2,3~-dihy dro-
1H-inden-1-yljcarbamate

(43
[\
(v

cvclopenty] {(R}-(5-(S-ethvi-1,2,4-
oxadiazol-3-yi)-2,3~dihydro-1H-
nden-1-vljcarbamate
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cyclopropylmethyl (R)-(5-(3-

N ~
326 O\ O S cyclopropyi-1,2,4-oxadiazol-3-y1}-
Y/\ N . O 2,3-dihydro- 1H-inden-1-vljcarbamate
H -~ )
O’N\ N 0./ 0 2-methoxyethyl (R)-{5-(5-
327 = e ™ \T\\/ cvclopropyi-1,2 4-oxadiazol-3-v1}-
N © 2,3-dihydro-1H-inden-1-vl)carbamate
o N\ ﬁ \‘(O\Q cyclopentyl (R}-(5-(5-cyclopropyl-
328 SN v iy 1,2.4-oxadiazol-3-y13-2,3-dihydro-
1H-inden-~1-yDcarbamate
Y i H {R}-N-{5-(5-ethyi-1,2.4-oxadiazol-3-
329 Dy N y1)-2,3-dihy dro-1 H-inden-1-vI)-1-
~TN B O methylicyclopropane-1-carboxamide
N H (R)~N~( S+ 5~cyclop;‘gxpyi~1 2,4~
330 07N O N oxadiazol-3-y1)-2,3-dihydro-1H-
7 R & O imden-1-y)-1-methvlcyclopropane- -
N carboxamide
7 (R)-1-acety]-N-{{(R)-5-(5-
331 =N i;é ~N cyciopropyiul ,Z,4~oxadiazglu3uyi)h~
O- ,\\/ ) iy ?7/ 2 3-dihydro~-1H-inden-1-vDazetidine-
’ O 2-carboxamide
L‘“:“g {8)-1-acetvl-N-{({R})-5-{5-
339 =N \ﬁ ~ N . cyclopropyi-1,2.4-oxadiazol-3-v1)-
o e % ! \7] 2.3-dihydro-1H-inden-1-yl)azetidine-
2~carboxamide
E
| 2.2-difluoroethyl (R)-(5-(5-ethyl-
______ H - 2-diftuoroethyl {R}-(5-(5-ethy
333 o N\>_ _____ T N \\(’O\“/\ F 1,2.4-oxadiazol-3-v1)-2,3-dihy dro-
‘\)*N \_4 O 1H-inden-1-yljcarbamate
i
N H o /™F 2. 2-diftaoroethyl {(R}-(5 —(55
334 Q N cyclopropyi-1.2 4-oxadiazol-3-y1}-

2,3-dihydro-1H-inden-1-vlcarbamate
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335

(R)-N~-({R)-5-(5-ethyi-1.2,4-
oxadiazol-3-y1)-2,3-dithydro-1H-
inden-1-y)-S-oxopyrrolidine-2-
carboxamide

336

(R}-N-{{R}-5-(S-cyclopropyl-1,2,4~
oxadiazol-3-yi)-2,3~dihydro-1H-
mnden-1-v)-5-oxopvrrolidine-2-

carboxamide

337

{S)-N-({R)-3-(5-ethyl-1,2.4-
oxadiazol-3-vi)-2,3-dihvdro-1H-
inden-1-yi)-5-oxopvrrolidine-2-
carboxaride

(43
43
[e7e}

(S)-N-{(R)}-3-(S-cyclopropyl-1,2.4~
oxadiazol-3-yi}-2,3-dthyvdro-1H-
inden-~1-y1)-5-oxopyrrolidine-2-
carboxamide

339

(8)-N-(6-(5-ethyl-1,2 4-oxadiarol-3-
vh-2,3-dihvdrobenzofiran-3-y1)-3-
methylisoxazole-3-carboxanude

340

{(8)-N-(6~(5~ethyl-1,2 4-oxadiazol-3-
y13-2.3-dihydrobenzofuran-3-y1)-3-
methylisoxazole-4-carboxamide

341

(8)-1,5-dimethyi-N-{6-(3-(methyl-
d3)-1,2 4-oxadiazol-5-v1}-2,3-
dihy drobenzofuran-3-vi)}-1H-
pyrazole-4-carboxamide

(8)-2-methvi-N~{6-(3-(methyl-d3)-
1.2, 4-oxadiazol-5-y13-2,3-
dihydrobenzofuran-3-v1}-2H-
tetrazole-3~carboxamide
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Na.
N o~ (8)-1.5-dimethy 1-N-(6-(3-methyl-
343 \M/ Yoo/ N 1,2 4~oxadiazol-5-v1}-2,3-
N~g — N m'( diby drobenzofuran-3-vi}-1H-

%NyN\ pvrazole~-4-carhoxamide
\}g/ N\ 0\;3 o { S>"§~mm€;h§i"§“§6;(3 -methyl-1,2 4~
, }—‘ Q N oxadiazol-53-y1)-2,3-
344 N-g ' N lg:nN dihydrobenzofuran-3-y1-2H-
tetrazole-3~-carboxaride
145 methyl (R)-{5-{5-ethylisoxazol-3-y1i)-
o 2,3-dihydro- 1H-inden-1-vljcarbamate
\\]_/, {83-3-methyI-N-«(6-(5-methyl-1,2 4~
346 (:‘;_~ N/ — N O OX&dlﬁZOi"}yi?_Zﬁ— ) )
Hoob N diby drobenzoturan-3-vijisoxazole-5-
7 carboxamide
N Q\ﬁ! o {8)-3-methy -N-(6-{5-methy1-1,2 4~
347 - »»\, / ogadiazoh;?s_yi)nz,:%_ 5
) O-n ﬁ % dihy drobenzofuran-3-yinsoxazole-4-
LN carboxamide
O
N O\! o methvi (8)-(6-(5-cyclopropvi-1.2.4-
348 = > ______ —— oxadiazol-3-v13-2 3-
~K HE dihydrobenzofuran-3-yljcarbamate
o - ;
_ / methyl (8)-(6-(S-ethyl-1,2.4-
i O 7 2oy
349 /\W;J\; O 7 oxadiazol-3-yi}-2,3-
O~p; ﬁ o dihy drobenzofuran-3-ylcarbamate
N o methyl (R)-(5-(3-cyclopropyl-1.2.4-
350 ; ~i:> ______ A /[( oxadiazol-5-y1)-2,3-dithydro-1H-
~cf ﬁ o~ inden-1-yljcarbamate
(\ NH (R)}-N-({R}-S-(5-ethyl-1,2 4-
- o-N 4 S0 oxadiazol-3-y1)-2,3-dihvdro-1H-
o \\)Q P MR inden-1-y1)-2-oxopiperidine-4-
N O carboxamide
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O e e L
/\( W-{(R}-5-(5-ethyi-1,2, 4-oxadiazol-3-
357 N H N, yvh-2,3-dihydro-1H~nden-1~vl)-1-
07 % N methyl-6-oxopiperidine-3-
\)i“ N LB carboxamide
______ H ) N-{{R)-5-(5-ethyi-1,2 4-oxadiazol-3-
353 - \> ______ TN N N y1-2, 3-dihydro-1H-inden-t1)-1-
\/L\ \_/ : ! methyipiperidine-2-carboxamide
. (\L o W-{(R}-5-(5-ethyi-1,2, 4-oxadiazol-3-
354 0N NN y1}-2.3-dihydro-1H-inden- 1 -y1)-6-
\\/IQN : oxopiperidine-2-carboxamide
NH (S)-N-({R)}-5-(5-ethyl-1,2.4-
152 o-N ;} \%O oxadiazol-3-y1}-2,3-dihydro-1H-
o \)Q b O ~~1~‘! \ inden-1-y1)-2-oxopiperidine-4-
N 0 carboxamide
O‘) (R}-N-({R)-5-(5-gthyl-1,2.4-
156 N H N oxadiazol-3-yi}-2,3-dthyvdro-1H-
- Q\ O N f =H imden-1-yDmorpholine-3-
\)\N ' ‘ O carboxamide
o-N, H O\C oxetan-3-yl (R)-(5-(5-ethyl-1,2,4-
357 \ﬁ ) O SN 0 oxadiazol-3-yi)-2,3-dihydro-1H-
N O nden-1-vljcarbamate
~ (3
N . O\/LJ oxetan-3-yimethyl (R)}-(5-(5-ethyi-
358 O\ O N 1.2,4-oxadiazol-3-y1}-2 3-dihydro-
\/E‘;\ a8 ‘Q 1H-~inden-1-vicarbamate
N . H o \/BQ\ Z-methoxy-2-methvipropyl (R}-(5-(5~
359 97N N \ ethyl-1,2,4-oxadiazol-3-v1)-2,3-
~ N \_ /7 O dihvdro-1H-inden-1-yljcarbamate
o]
F-N)X\ (1-acetylazetidin-3-vmethyl (R)-{5-
360 H qf-i {(5-ethyl-1.2,4-oxadiazol-3-y1)-2.3-
~N G - . ) Y
\j}\ B N ~ dihydro-1H-inden-1-yl)carbamate
=N o
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Na.
% methy] (R3-3-((((5-(5-ethyl-1,2,4-
—n O oxadiazol-3-y1}-2,3-dihvdro- 1 H-
361 o-N . H o \/'“_i inden-1-
\/L\ Py y \\\ X vhcarbamoyioxy imethylazetidine-
N 40 i-carboxylate
o
. o
NN {1-carbamoylazetidin-3-ylymethyl
362 N . Ho o/ (R)-(5~(5-ethyl-1,2 4-oxadiazoi-3-v1}-
\a\\ W Ny 2.3-dihydro-1H-inden-1-v1)carbamate
-~ (R 0
}'\\Nf (1-(methylcarbamoyazetidin-3-
263 y \/[j* H yDmethy! (R)-(5-(5-ethyl-1,2 4~
o oN Nert® oxadiazol-3-y1)-2.3-dihvdro-1H-
\/L\N /T Y inden-1-yl)carbamate
O . o
\F:_ o (\S)~2~n,]€ﬁ]yi~N-(t)~(5~
364 &g . JL} methyi1soxaml~3_yi)~2,3~
N o =N dihy drobenzofuran-3-vi}-2H-
N“\N'N\ tetrazole-S-carboxamide
O
/\4\) ______ VAR o {8)-N-(6-( 5-ethylisoxazol-3-v1)-2,3-
365 O‘N/ _ N N diby drobenzofuran-3-vi)-2-methyi-
H o - N- 2H-tetrazole-5-carboxamide
QNy -~
N H @N (R)- L-methy]-N-(5-(pyrimidin-2-yi)-
366 <’: - O N N 2 3-dihydro-1H-inden-1-y1)-1H-
3N ‘e pyrazole-3-carboxamide
{R}-1-methy-N-{5-{pyridin-2-y1)-
367 2.3~dihydro~1H-~inden-1-vI}-1H-
pyrazole-S-carboxamide
(R)-1-methyl-N-(5-(pyrazin-2-y1}-
368 2,3-dihydro-1H-nden-1-vi)}-1H-

pyrazole-5-carboxamide
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R
N , H ri/\,N (R)-1-methyl-N-(5-(pyridazin-4-v1)-
369 | W N O N N 2 3-dihydro-1H-inden-1-y1)-1H-
= . O pyrazole-3-carboxarnide
N
N oo BN (R)-1-methyl-N-(3-{thiazol-2-y1}-2,3-
37011 O AN N dihydro-1H-inden-1-y1}-1H-pyrazole-
~g .4 O S-carboxamde
Y . o :
| N (R})-1-methyl-N-(5-(5-methvithiazol-
371 2-y1)-2.3~dthydro~1H-inden-1-y1)-

iH-pyrazole-5-carboxamide

(R)-I-methyl-N-{5-phenyl-2,3-
dihydro-1H-inden-1-y1)-1H-pvrazole-
S-carboxamide

(R)-1-methyl-N-{5~{m-toly1}-2,3-
dihydro-1H-inden-1-y1)-1H-pyrazole-
S-carboxamide

374

(R)-1-methyl-N-(5-(p-tolvi}-2,3-
diby dro-1H-inden- 1-y1}-1H-pyrazole-
5-carboxamide

(R}~ I-methyl-N-(5-(6-methvipyridin-
3-y1)-2,3-dihydro-1H-inden-1-vi)-
1H-pyrazole-5-carboxamde

(R}~ I-methyl-N-(5-(5-methvipyridin-
3-y1)-2,3-dihydro-1H-inden-1-vi)-
1H-pyrazole-5-carboxamde

377

(R)-1-methyi-N-(5-(6-methylpyridin-
2-y13-2.3-dihydro-1H-inden-1-y1}-
iH-pyrazole-5-carboxamide
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Na.
_____ N o (R)-1-methyl-N-{5-(4-
373 %7 Yo N /k / / methylpyrimidin-2-y1)-2,3-dihvdro-
o =N — ﬁ N 1H-inden-1-vi}-1H-pyrazole-5-
Lf\yN carboxamide
>‘N o (R)-1-methy]-N-(5-(2-
379 7NN J\, / methyipyrimidin-4-vi}-2, 3-dihydro-
o N == ﬁ N 1H-inden-1-y1)-1H-pvrazole-5-
! N carboxamide

380

{R}-1-methyl-N-{5-{(4-methvipyridin-
2-y1}-2,3~dihydro- 1 H-inden-1-v1}-
1H-pvrazole-5-carboxamide

331

{R}-1-methvi-N-(5-{6-
methylpyrimidin-4-y1)-2,3-dihvdro-
1H-inden-1-vi}-1H-pyrazole-5-
carboxarmde

{(R)-1-methy l-N-(S-(6-methylpyrazin-
2-y1)-2.3~dihydro-1H-inden-1-vi)-
1H-pyrazole-5-carboxamde

{(R)-1-methyl-N-(5-(5-
methylpyridazin-3-y1)-2,3~-dihydro-
1H-inden~1-y1)}-1H-pvrazole-5-
carboxamide

384

{R}-1-methvi-N-(5-{6-
methyipyridazin-4-y1)-2.3-dihydro-
1H-inden-1-vi}-1H-pyrazole-5-
carboxarmde

385

(R}-N-(5-(5-ethyl-1,2 4~oxadiazol-3-
v13-2,3-dihydro~-1H-inden-1-y1)-2-
methyloxazole-5-carboxamide

386

{(R}-N-{5-(5-ethyl-1,2 4-oxadiazol-3-
v-2,3-dihvdro-1H-inden-1-v1)-4-
methyloxazole-3-carboxamide
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Na.
# "N e
______ . - \ (R)-N-(5-(5-ethyl-1.2,4-oxadiazol-3-
387 o-N NN 91)-2,3-dihydro-1H-inden-1-y1)-2-
\.)QN N/ | P methvlisonicotinamide
ff Y (R}-N-(5-(5-cvclopropyi-1,2.4-
o-N ﬁ ~¢3} oxadiazol-3-y1}-2,3-dihydro-T1H-
388 X N ‘ v v
=y inden-1-y1)-2-methyloxazole-5-
© carboxamude
AN
N H — ! (R}-N-(5-(5-cyclopropyl-1,2,4-
389 97R M oxadiazol-3-y1)-2.3-dihydro-1H-
wal&’N 0 mden-1-y)-2-methvlisonicotinamide
N o wp s ,
’ | ‘> (R)—N—(:)—(S—cyc} Opropyi—l 2.4
390 o~ N\ == N0 oxadiazol-3-vi}-2,3-dihydro-1H-
’ =y N /T \ inden-1-y)-4-methyloxazole-5-
""" © carboxamide
N oy e e
N (R)-N~(5-(5-isopropvl-1,2.4-
391 oN (T N /0 oxadiazol-3-y1)-2.3-dihydro-1H-
\N> """ N /7 imden-1-y1)-2-methyloxazole-5-
carboxamude
Z \f‘:‘i
N H . (R)-N-(5-(5-isopropyl-1.2,4-
392 07N O Ny oxadiazol-3-y1)-2,3-dihvdro-1H-
\H{\N ' i 0O imden-1-yD)-2-methvlisonicotinamide
PN (R}-N-(5~(5-1sopropyl-1,2.4-
303 oM N0 oxadiazol-3-y})-2,3-dihydro- 1H-
/ \/JQ N ' é) inden-1-v}-4-methvloxarole-5-
1 , carboxamide
N o
’ = {(R)-N-(5-(5-isopropyl-1.2.4-
1304 o~ N\ e N/ = oxadiazol-3-y1)-2.3-dihvdro-1H-
\)QN)' """ N AT \O inden-1-y)-1-methyl-1H-pyrazole-4-
i carboxamude
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{(R)}-N-{5-(5-isopropyl-1.2,4-
oxadiazol-3-yi}-2,3~dihvdro-1H-
inden-1-vhacetamide

396

(R}-N-(5-(5-1s0propyl-1,2,4-
oxadiazol-3-vi}-2.3-dthydro-1H-
inden-1-y1)-3-methyl-1H-pyrazole-4-
carboxamide

397

{R}-N-{5-(5-(methoxymethyl}-1,2 4~
oxadiazol-3-vi)-2,3-dihvdro-1H-
inden-1-yi}-3-methvi-1H-pyrazole-4-
carboxarmde

398

{R}-N-{5-(5-ethyi-1,2.4-oxadiazol-3-
yi3-2,3-dihydro-1H-inden-1-v1)-3-
methyi-1H-pyrazole-4-carboxamide

399

O
\
Z
J
I

{R}-N-{5-(S-cyclobuiyl-1,2,4-
oxadiazol-3-vi)-2,3-dihvdro-1H-
inden-1-yi}-3-methvi-1H-pyrazole-4-
carboxarmde

400

(R)-3-methyl-N-(5-(5-methyl-1.2,4-
oxadiazol-3-y1)-2.3-dihvdro-1H-
mden-1-yl)-iH-pyrazole-4-
carboxamude

401

(R)-3-methyl-N~(5-(5-(methyl-d3)-
1,2.4-oxadiazol-3-v1)-2,3-dihy dro-
iH-mnden-1-vh~1H-pyrazole-4-
carboxamide

402

{(R)-1-methy!-N-(5-(5-
methylisoxazol-3-y1}-2,3-dihvdro-
1H-inden-1-vi}-1H-pyrazole-4-
carboxarmde

403

{(R)-1-methy!-N-(5-(5-
methylisoxazol-3-y1}-2,3-dihvdro-
1H-inden-1-vi}-1H-pyrazole-5-
carboxarmde
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Na.

oN L ] (R)-N-(5-(5-ethylisoxazol-3-y1)-2,3-
404 \)%) —_ N N dibydro-1H-inden-1-v1)-2-

Hog / methylisonicotinamide
=N
s o-N O \g;j \“/ (%}fé(zfi(fifﬁly;;?h2,§~0xladiaxol~3~
)5 S ~~ '13-2,3-dihydro-1H-inden-1-
\/LN 1 o O

vhacetanude

406

{R}-N-{5-(S-cyclobuiyl-1,2,4-
oxadiazol-3-vi)-2,3-dihvdro-1H-
inden-1-vhacetamide

407

{(R}-N-{5-(5-methyl-1,2 4-oxadiazol-
3-v1)-2,3-dihydro-1H-inden-1-
viacetamide

408

(R)-N-(5-(5-(methv1-d3)-1,2.4-
oxadiazol-3-yi}-2,3-dihydro-1H-
inden-1-yhacetanude

409

{R}-N-{5-(S-cyclobuiyl-1,2,4-
oxadiazol-3-vi)-2,3-dihvdro-1H-
inden-1-yi}-4-methvioxazole-5-
carboxarmde

410

(R}-N-(5-(5-cvelobutyl-1,2,4~
oxadiazol-3-yi}-2,3-dihydro-1H-
inden-1-y)-2-methyloxazole-5-
carboxamide

411

(R}-N-(5-(5-cvclobutyl-1,2,4-
oxadiazol-3-y1)-2.3-dihvdro-1H-
imden-1-y)-1-methyi-1H-pyrazole-4-
carboxamude

412

(R}-N-{5-(S-cvelobutyl-1,2.4~
oxadiazol-3-yi)-2,3~dihydro-1H-
mnden- 1-vh-2-methylisonicotinamide
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(R)-N-(5-(5-ethylisoxazol-3-y1}-2,3-
diby dro-1H-inden- 1-y1)-1-methyl-
iH-pyrazole-4-carboxamide

414

(R)-N-(5-(5-ethylisoxazol-3-y1}-2,3-
diby dro-1H-inden- 1-y1)-1-methyl-
iH-pyrazole-5-carboxamide

415

(R)-N-(5-(5-ethylisoxazol-3-y1}-2,3-
dibydro-1H-inden-1-v1)-2-
methyloxazole-5-carboxamide

416

(R)-2-methyl-N-(5-(5-
methylisoxazol-3-yi}-2.3-dthvdro-
1H-inden-~1-vhoxazole-5-
carboxamide

417

{(R)}-N-{5-(5-ethvlisoxazol-3-y1}-2,3-
dihydro-1H-~inden-1-yi)-4-

methyloxazole-3-carboxamide

418

{(R)-4d-methyi-N-{5-(5-
methylisoxazol-3-y1}-2,3-dihvdro-
1H-inden-1-vljoxazole-5-
carboxamide

419

(R}-N-(5-(5~cyclopropyl-1.2,4-
oxadiazol-3-yi}-2,3-dthyvdro-1H-
inden-1-ylacetamide

420

(R}-N-{5-(5-cvclopropyl-1,2.4-
oxadiazol-3-y1)-2,3-dithydro-1H-
inden-1-y1)-3-methyi-1H-pyrazole-4-
carboxamide

421

(83-N-(6-(S-ethvlisoxazol-3-yi}-2,3-
dihydrobenzoturan-3-vi)-1-methyl-
1H-pyrazole-5-carboxamide
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o
0N
422 Q j"

{8)}-N-(6-(S-ethylisoxazol-3-y1)-2,3-
dihydrobenzofuran-3-y1}-2-
methyloxazole-S-carboxanude

423

{8)-N-(6-(5-ethylisoxazol-3-yi}-2.3-
dihy drobenzofuran-3-y1)-1-methyi-
1H-pvrazole-4-carboxamide

424

{8)-N-(6-(5-ethylisoxazol-3-yi}-2.3-
dihydrobenzofuran-3-v1)-4-
methyloxazole-3-carboxanide

(8)-N-(6-(S-ethylisoxazol-3-y1)-2,3-
dihydrobenzofuran-3-y1}-2-
methylisonicotinanide

426

{S)-t-methyl-N~{G-{5-
methylisoxazol-3-y1}-2.3-
diby drobenzoturan-3-vi}-1H-
pyrazole-4-carboxamide

427

{8)-1-methyl-N-(6-(5-
methviisoxazol-3~-vi}-2,3-
dihydrobenzofuran-3-yi-1H-
pyrazole-3-carboxarnide

(8)-2-methyl-N-{6-(5-
methvlisoxazol-3-vi)-2,3-

dihy drobenzofuran-3-vloxazole-5-
carboxamide

429 s *”\»N,Lij /{
H —

(83-4-methyi-N-{6-{5-
methylisoxazol-3-y1}2.3-

diby drobenzofuran-3-vioxazole-5-
carboxamude
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Na.
(8)-2-methyl-N-{6-(5-
430 M methylisoxazol-3-v1)-2,3-
dihydrobenzofuran-3-

vhisonicotinamude

431

w

{(R)-N-(5-(5-ethylisoxazol-3-v1}-2,3~
dihydro-1H-inden- 1-y1)-5-methyl-
1H-pyrazole-4~carboxamde

432

O’N

{(R}-5-methyi-N-{5-(5-
methylisoxazol-3-y1}-2,3-dihvdro-
1H-inden-1-vi}-1H-pyrazole-4-
carboxamide

B
43
43

{8)-N-{6~(5~ethvlisoxazol-3-vi}-2,3~
dihy drobenzofuran-3-vi)-3-methyl-
iH-pvrazole-4-carboxamide

434

{8)-5-methyl-N-(6-(5~
methylisoxazol-3-v1)-2.3-
dihy drobenzofuran-3-y1)-1H-
pyrazole-4-carboxamide

{R}-2,2-difluoro-N-{5-{5-methyl-
1.2, 4~oxadiazol-3-y1)-2,3-dihvdro-
1H-inden-1-vl}acetamide

{R}-N-{5-(5-ethyi-1,2.4-oxadiazol-3-
yi3-2,3-dihydro-1H-inden-1-y1}-2,2-
difluoroacetamide

437

{(R)-2,2-difluoro-N~(5-(8-
(methoxymethyi}-1,2 4-oxadiazol-3-
y13-2,3-dihydro~1H-inden-1-
yhacetamide

438

(R)-2,2-difluoro-N-~(5-(S-isopropyl-
1,2, 4-oxadiazol-3-y13-2,3-dihydro-
1H-inden-~1-vacetarmde
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o-N N W(LF {(R)-N-(5-{3-cyclopropyi-1,2.4-
439 I \* jf‘ oxadiazol-3-y1)}-2,3-dihydro-1H-
Y:/\ N o inden-1-y1)-2,2-difluoroacetamide
E
o-N ¥ \(\\F (R)-N-(5-(5-cyclobutyl-1,2,4-
440 o > ------ N SR oxadiazol-3-y1)-2,3-dithydro-1H-
IL """ O inden-1-y13-2,2-difluorcacetamide
]
N oo (S)-N-(6-(5~(diflucromethyl)-1.2.4-
441 O Yoo j\\N\s\/\ F oxadiazol-3-y1}-2,3-
F \,)QN /l 0 dihy drobenzofuran-3-vi)-2,2-
3 o} difluorocacetamide
o-N ¥ T«LF (R)-2.2-difluoro-N-(5-(5~(methyl-
a2 | %).Q ) 0 d3)-1,2.4-oxadiazol-3-y1)}-2,3-
o1 N o dihydro-1H-inden-1-yl)acetamide
D
0N, it 7{ (S)N-{6+(S-ethyl-1,2.4-oxadiazol-3-
443 - /}‘\:N ‘\ & yvH-2,3-dihydrobenzofuran-3-
o yhacetamide
o N O ‘ﬁ (S)-N~{6-(5-(difluoromethyl}-1,2.4-
444 ;:\{)%N s oxadiazol-3-51)-2.3-
L o) dihvdrobenzoturan-3-vhacetanmide
B b - .
o . E\,{KD { S)nNniﬁf(S—ethyiJ .2, 4-oxadiazol-3-
445 n N/ N v-2,3-dihvdrobenzofiran-3-
N S O’j O vhacetamide-2.2,2-d3
Do o g o , : ;
N e g (R}-N-(5-(5-ethyl-1,2 4~oxadiazol-3-
446 ¢ \> ...... W JN\KD y13-2,3-dihydro-1H-inden-1-
\\/L\\ ----- \ vhacetanude-2,2,2-d3
N bop ($1-N-(6-(5-(di fluoromethy1)-1.2.4-
a7 SN O N\N#D oxadiazol-3-y1)-2.3-
:\1/&‘5\; J O dihy drobenzofuran-3-vhacetanude-
\ o 2.2.2-43
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Structure Mame
Na.

(R}-N-(5-(5~(ifluoromethyl}-1,2 4-
oxadiazol-3-yi)-2,3~dihydro-1H-
mnden-1-v)-4-methyioxazole-5-

carboxamide

448

(R)-4-methyl-N~(5-(5-methyl-1,2 4-
oxadiazol-3-yi}-2,3-dihydro-1H-
inden-1-vhoxazole-3-carboxamide

449

{8)-N-(6-(5-methyi-1,2 4-oxadiazol-
3-v1)-2,3~dihy drobenzoturan-3-
viacetamide

450

{(R)-N-(5~{cyclopropylethynyi)-2,3-
dihydro-1H-inden- 1-y1)-1-methyl-
1H-pyrazole-5-carboxamde

(R}-1-methy-N-(5-(prop-1-yn- -y 1}
2,3-dihydro-1H-inden-1-vi)}-1H-
pyrazole-S-carboxamide

{S}-N-(6-(S-(difluoromethy]}-1,2,4-
oxadiazol-3-y1}-2.3-

diby drobenzofuran-3-vi)-4-
methyloxazole-5-carboxamide

(8)-4-methvil-N-{6-(S-methyi-1,2 4-
oxadiazol-3-y1}-2.3-

diby drobenzoturan-3-vloxazole-5-
carboxamide

(8)-N-(6~(5-ethvl-1,2, 4-oxadiazol-3-
y13-2,3-dihydrobenzofuran-3-yi)-4-
methyloxazole-3-carboxarmde
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Mame

456

(83-N-(6-(S-cyclopropyl-1,2,4-
oxadiazol-3-y1}-2.3-

diby drobenzofuran-3-vi)-4-
methyloxazole-3-carboxarmde

0

S
- @
\/Q\\:J‘ﬁ

{S)-N-{6-{5-cyclopropyi-1,2.4-
oxadiazol-3-y1)-2.3-
dihydrobenzofuran-3-yljacetamide

{8)}-N-(6-(S-¢cyclobulyl-1.2,4-
oxadiazoi-3-y1}-2.3-
diby drobenzoturan-3-vhacetamide

(R)-I-methyl-N-(5-(5-(1-
methylcyclopropyl)-1,2,4-oxadiazol-
3-y13-2.3-dihydro-1H-inden-1-y1}-
iH-pyrazole-5-carboxamide

460

N-((1R)-5-(5-(2,2-
dimethyleyclopropyviy-1,2.4-
oxadiazol-3-yi}-2,3-dihydro-1H-
nden-1-v)-1-methyi-1H-pyrazole-5-
carboxamide

461

(8)-N~-{6-(5-(1-methylcyclopropyl)-
1,2 4-oxadiazol-3-y13-2,3-
diby drobenzoturan-3-vhacetamide

462

{S§)-4-methyl-N-(6-(5-(1-~
methvicyclopropvl}-1,2 4-oxadiazol-
3-v1)-2,3-dihydrobenzofuran-3-
vhoxazole-5-carboxamide

463

(8)-N-(6-(5~cyclopropyl-1,2.4-
oxadiazol-3-vi}-2,3-

diby drobenzofuran-3-vi)-2-
methyloxazole-3-carboxarmde
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O,
o N, % o (8)-N-(6-(5-ethyl-1,2 4-oxadiazol-3-
464 \)QN N O v1)-2,3-dihvdrobenzofiran-3-y13-2-
Ho /}.__ methyloxazole-S-carboxanude
N
N , .
\‘ \>_,_, (R)-2~-methyl-N-(5-(5-(i-
465 o N\ \H O methyicyclopropyl)-1,2.4-oxadiazol-
: \N> """ N/ 3-y1)-2.3-dihydro-1H-inden-1-
""" © yloxazole-S-carboxamide
N ST (S)-2-methy1-N=(6-(5-( 1 -
466 7N Q N methvicyclopropvl}-1,2 4-oxadiazol-
" 7<JQN N Q 3-y1)-2,3-dihy drobenzofuran-3-
N}M - vhoxazole-5-carboxamide
r‘f@!}ﬁ\ (R)-N-(5-(5-ethyl-1,2 4-oxadiazol-3-
46T o-N =N ﬁ S O yi3-2,3-dihydro-1H-inden-1-v1}-2-
’ \\)Q > O & / {methoxymethyoxazole-4-
N © carboxamide
O VRN cathulot 2 Alawe S s 2.
fg’ )ﬂﬂ_\ 0 (R} N (3.(5 athyl L)/_,i oxadiazol-3
468 o-N S n N Sgo y13-2,3-dihydro-1H-inden-1-y1}-2-
N % = / {({methyisulfonyDmethyloxazole-4-
) N 5= O carboxamide
§
r-( "N {R)-N-(5-(5-ethyl-1,2 4-oxadiazol-3-
469 oM, N y13-2.3-dihy dro-1H-inden-1-y1)-1H-
\/L\NN> """ Cb (‘3 pvrazole-4-carbosamide
&
] (R)-N-(5-(5-ethvyl-1,2.4-oxadiazol-3-
470 W’N‘N vi)-2,3-dihydro-1H-inden-1-vi)-1-

{oxetan-3-vl)-1H-pyrazole-4-
carboxamide
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Na.
e)
0
N
<\) tert-buty] (R)-3-(4-((5-(5-ethyl-1,2 4
, { oxadiazol-3-v1}-2,3-dihvdro-1H-
471 N : )

imden-1-yhcarbamovl}-1H-pyvrazol-1-
yhazetidine-1-carboxviate

{(R)-N-(5-(5~ethyl-1,2.4-oxadiazol-3-

, « vi)-2,3-dihvdro-1H-inden-1-v1)-1-(2-
472 TN methosy ethy - 1H-py 12
N H N/ methosyethy)-1H-pyvrazole-4-
273 ‘.\N\( carboxamide
\)*N s}
O/
,/i\\g methyl (R)-2-(4-((5-(5-ethyl-12.4-
- N oxadiazol-3-y1)-2.3-dihydro-1H-
473 | N : senrbamov - Ty 1a;
N . H A mden-1-yhecarbamovi)-1H-pyrazol-1-
o ‘>- ----- O N~ ylacetate
\\/JK\N ) . \ O
OH
,// (R)-N-(5-(5-ethyl-1,2 4-oxadiazol-3-
. N vi)-2,3-dihvdro-1H-inden-1-vi)-1-(2-
474 0N . T Hoo rs oo
N H 4 hydroxyethyD-1H-pyrazole-4-
07 O AN \ carboxamide
NP W
NH,
/ O {(R)-1-(2-amino-2-oxoethy H-N-(5-(5-
- N, ethvl-1,2.4-oxadiazol-3-v1)-2.3-
475 Y ; ;

dihvdro-1H-inden-1-yi}-1H-pyrazole-
4-carboxanmude

118




WO 2019/144041

PCT/US2019/014344

Cg;pd Structure Mame
/XOH (R)-N-(5-(5-ethyl-1,2, 4-oxadiazol-3-
76 My y1}-2,3-dihy dro-1H-inden-1-y1}-1-(2-
a-N Q \W)‘\'j/ hydroxy-2-methyipropyl)-1H-
\\/]Q N S pyrazole-4-carboxamide
N O
O§ >
N - ., . -
3/5 {R)-1-(1-acetylazetidin-3-y1)-N-(5-(5-
477 ethyl-1,2,4-oxadiazol-3-y1}-2,3-
” ?—' N\N dihydro-1H-~inden-1-y1)-1H-pvrazole-
o~ i\i\ — ﬁ \?(L_f? 4-carboxamide
“ > \
WY, S
O
N
q°
g) {R)-N-{5~(5-ethy1-1,2.4-oxadiazol-3-
4758 ) yi3-2,3-dihydro-1H-inden-1-y1}-1-(1-
N, (methylsulfonyDazetidin-3-vD-1H-
) |
o-N K \T()\// pyrazole-4-carboxamide
- E AN
o. H
\\T/ N\
N . .
{(R)-N-(5-(5~ethyl-1,2.4-oxadiazol-3-
479 vi-2,3-dihydro-1H~-inden-1-vi)-1-(1-
' (N\ {methylcarbamovbazetidin-3-vD-1H-
o-N ﬁ LN pyrazole-4-carboxamide
. “\\
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O
YO\
N
<r) methyl (R)-3-(4-((5-(5-ethyl-1,2,4-
430 oxadiazol-3-y1)-2.3-dihvdro-1H-
i 1 N\N imden-1-ylcarbamovi)-1H-pyrazol-1-
o-N — ﬁ W/L{f vhazetidine-1-carboxylate
A\ N {
\){” N \_4 O
OY N H2
N .- ., . .
S) {R}-1-(1-carbamoylazetidin-3-y1}-N-
491 {5-(S-ethyl-1.2 4-oxadiazol-3-y1)-2,3-
1/ N\N dihydro-1H-~inden-1-y1)-1H-pvrazole-
o-N S H \(ﬁ\y 4-carboxamide
A\ B
. ) \
AN A
N
o T "N 5-(5-ethyl-1,2,4-oxadiazol-3-y}-N-
482 o-N == ! J {(1-methyl-1H-pyrazol-4-y1)-2,3-

dihydro-1H-indene-1-carboxanude

3-(5~ethyl-1,2, 4-oxadiazol-3-v1)-N-

483 oM O i} T/\LN/*‘ (2-methyipy ridin-d-y1)-2,3-dihy dro-
\){“N H 1H-indene-1-carboxamide
H
N
S) (R)-1-(azetidin-3-y)-N-(5-(5-ethyl-
434 - N, i ,‘ZA—Qxadiazol-3~yl)~2,3~dﬂfaydm-
H | N 1H-inden-1-y1}-1H-pyvrazole-4-
o~ N\> ______ N carboxamide
\%N (:}
OH
HO
\/S 1-(2,3-dihy droxy propyD)-N-((R)-5-(5-
485 N, ethvl-1,2,4-oxadiazol-3-v1)-2,3~
- PN dihydro-1H-inden-1-yi}-1H-pyrazole-

4-carboxamude

120




WO 2019/144041

PCT/US2019/014344

Cgifd Structure Mame
| H
O N v e , .
TN (R)-N-(5-(5-ethyi-1,2 4-oxadiazol-3-
486 o-N == H o~ yh-2.3-dihydro-1H-inden-1-y1)-5-
\/JQN\ N/ ‘ : \O methoxy-1H-pyrazole-4-carboxamide
H
g’ N‘N {(R)-N-(5-(5-methyl-1,2 4-oxadiazol-
487 0N, N 4 3-y1)-2.3-dihydro-1H-inden-1-y1)-
)QN>' """ O 1‘ 1H-pyrazole-4~carboxamde
H
My (R)-N-(5-(5-isopropyl-1,2.4-
498 o-N — m W’Lé/ QxadlamE_B—yi)~2,3~dlhy dro-1H-
\\r);% N s nden-1 ~yl.)—1 H-pyrazole-4-
! N O carboxamide
H
t’{ N\N (R}-N-(5-(5-cyclopropyl-1,2,4-
489 o-N H \#\/’/ oxadiazol-3-y1)-2.3-dihydro-1H-
' o ~ N den-1-y)-1H-pyrazole-4-
\/\ N . I O carboxamide
‘ ;\e (R)-N-(5-(5-{methoxymethyi)-1,2 4-
490 o-N ﬁ i é,N pxadlazoi—&yi)-293wd1}1§rd;'(>~ IH-
{ %\ ( mden-1-yl)-iH-pyrazole-4-
O =0 [ carboxamide
H
i’{N‘N (R)-N-(5-(5-(methyl-d3)-1,2.4-
491 O“N\ m ﬁ 7 ‘oxadlazoif}yi)-233wd1hydm~ 1H-
) o Y/ inden-1-vi)-1H-pyrarzole-4-
'Jz)\N il o o
carboxanmude
D B
4 N
oN_ /N N L ethyl 2-(3-((R)-1-(1-methyl-1H-
497 \T/IQ?N \ / \ pyrazole-S-carboxamido)-2,3-

dihydro-1H-mnden-5-y1)-1,2.4-
oxadiazol-5-yhipropanoate
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Na.
I N\
Q \> ...... O N ‘ ethyl 2-(3-(1 (2-methyloxarole-5-
493 \/Q N O carboxamido)-2,3-dihy dro-1H-inden-~
)\ 5-y13-1,2 4-oxadiazol-5-ylypropanoate
o9
e
O
o
# (R)-2-(4-{{5-(5-ethyl-1,2, 4-oxadiazol-
494 N 3-y1)-2.3~dihydro-1H-inden-1-

yhcarbamoyD-1H-pyrazol-1-yDethyvl
acetate

N-((18,28)-5-(5-ethyl-1,2.4-
oxadiazol-3-yi}-2-hvdroxy-2,3-

195 o ; ;
492 dihydro-1H-inden- 1-y1)-1-methyl-
1H-pyrazole-4-carboxamde
H ! N-((1R}-5-(5-(1-hydroxvpropan-2-
1496 Ny y1)-1.2,4-oxadiazol-3-y1)-2,3-

1H-pyrazole-5-carboxamde

o) dihy dro-1H-inden-1-y1)-1-methyl-
L 1H-pyrazole-5-carboxamide
OH
Yy ‘
o-N ; Q ! N N 4(R)~5~(5~((R)~1nhydroxypropannzn
497 L ‘f} ------ » \ yvi-1 Q,&oxadmzol-.% uyl)~2,3—
*\C\ N O dihydro-1H-inden-1-y1}-1-methyl-

N-({R)-5-(5-{(8)-1-hydroxypropan-2-
y1)-1,2 4-oxadiarol-3-y1)-2.3-

o~ N, \
ws | S ) D12 4ovadiazol 3123
iz /\N O dihydro-1H-inden-1-y)-1-methyl-
g " iH-pvrazole-S-carboxamide
OH )
H
N’N\ {(R)}-N-{5-(5-isopropyl-1.2,4-
499 o-N = HoN ,\T’N oxadiazol-3-y1)-2,3-ditydro-1H-
\/Q S N\ ﬁ\‘ inden-1-yi)-2H-tetrazole-5-
N O carboxarnide
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Na.
Nﬁ&/fl’,’ {R}-2-benzyl-N-(5-(5-1sopropyl-
R 1.2.4-oxadiazol-3-y1}-2.3-dihydro-
500 N Ho LN . - "
S N N 1H-inden-1-vi)}-2H-tetrazoie-5-
N ) é) carboxamide
I (R)-2-benzyl-N-(5-(5-ethyl-1,2,4-
. NN oxadiazol-3-y1)-2,3-dihydro- 1 H-
501 g N .
o~ N\ A \(«L N mnden-1-vl)-2H-tetrazole-5-
\)Q FQA carboxamide
N } Q
N
F\g’ N {R}-N-(5-(5-ethyl-1,2 4-oxadiazol-3-
502 o-N /= K N y1)-2.3-dihydro-1H-inden-1-y1}-2H-
\\/L\\N /2 Y tetrazole-S-carbosanude
T
. NF NS (R)-2-benzyl-N-{5-(5-cyclobutyl-
503 ’ N 1.2 4-oxadiazol-3-y1)-2.3-dihydro-
o oM, ~\NX(”L N 1H-inden-{-y1}-2H-tetrazole-5-
\2%;\5 7 O carboxamide
L]
‘\ij‘;N\N'—‘
QJN A {’QNI ethyl 2-(3-((R)-1-(2-methy1-2H-
b, / \ tetrazole-5-carboxamido)-2,3-
"‘5)1 % bl
04 SN © dihydro-1H-inden-3-y1)-1,2,4-
02’\{3 oxadiazol-S-ylipropanoate
i
z
H
NN (R)-N-(5-(5-cyclobutyl-1,2,4-
505 N oM oxadiazol-3-y1)-2.3-dthydro-1H-

imden-1-yl)-2H-tetrazole-5-
carboxamude
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Na.
O
s ’C (R)-N-(5-(5-ethyl-1,2 4-oxadiazol-3-
s0c E " y1)-2,3-dihydro-1H-inden-1-y1)-1-
o Qwi\g\> \3\3 4 {oxetan-3-ylmethy!}-1H-pyrazole-4-
Y 1 5 carboxamide
A0 |
(R}-N-(5-(5-ethyl-1,2 4~oxadiazol-3-
<07 EﬂN‘w y13-2.3-dihydro-1H-inden-1-y1}- 1-((3-
’ Q"F“‘; j;j 74 methyloxetan-3-vDmethyi)-1H-
N & pyrazole-4-carboxamide

(R)}-N-(5-(5-ethyi-1 2 4-oxadiazol-3-
v13-2,3-dihydro-1H-inden-1-y1-1-((3~

N
SU8 o-N E X/Ef/\j fluorooxetan-3-yhmethyl}-1H-
L \/ﬁ:fQj \(\) pyrazole~-4-carboxamide
' J
o=
f/ (R)-1-(Z-methoxyethyi}-N-{5-(5-
509 N, methyi-1,2.4-oxadiazol-3-y1}-2,3-
) o-N :\} LN dihydro-1H-~inden-1-y1)-1H-pyrazole-
- % 1 4-carboxamide
N O
o=
/
Nf (R)-N-(5-(3-cyclopropyl-1,2.4-
510 ﬁ’ N oxadiazol-3-y1}-2,3-dihydro-1H-
O”N\ o ii\i{\// inden-1-y1)-1-(2-methoxyethyl)-1H-
V/EQN N/ 5 pyrazole-4-carboxamide
0—"“
N/J (R)-N-(5-(3-isopropyl-1,2,4-
S11 . oxadiazol-3-y1}-2,3-dihvdro- 1 H-

mnden-1-v)-1-(2-methoxyethyl}-1H-
pyrazole-4-carboxamide
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Na.
5=
/’"/ {(R)-1-(2-methoxyethyi}-N-{(5-(5-
519 =N, (methoxvmethyl}-1,2.4-oxadiazol-3-
o-N e 3:3 \Y}&N y13-2,.3-dihydro-1H-inden-1-yi3-1H-
\ N p .
= A rrazole-4-carboxamide
/O\)\N N/ O pyraz B
O.—-
M/// (R)-N-(5-(5-cvclobutyl-1,2.4-
313 Y oxadiazol-3-y1)-2.3-dihvdro-1H-
oM, == \ﬂ & inden-1-y1)}-1-(2-methoxyethyl)-1H-
=N N 4T 5 pyrazole-4-carboxamide
P
i
o
¥
a (R)-1-(2-methoxyethy}-N-(5-(5-
, Y (methvl-d33-1,2 4-oxadiazol-3-y1)-
514 N e oM ; e v
07N N~ 2,3-dihydro-1H-inden-1-v1}-1H-
D =N N/ \O pyrazole-4-carboxamide
)

N-{6-{5-ethyl-1,2 4-oxadiazol-3-y1}-
1,2,3,4-tetrahydronaphthalen-1-y1}-1-
methyi-1H-pyrazole-4-carboxamide

516

{(8)-N-(6~(5~ethyl-1,2 4-oxadiazol-3-
yi3-1,2,3,4-tetrahydronaphthalen-1-
vh-1-methyi-1H-pyrazole-4-
carboxamide

517

(R)-N-(6-(5-ethyi-1,2 4-oxadiazol-3-
vh-1,2,3,4-tetrahy dronaphthalen-1-
vii-1-methyl-1H-pyrazole-4-
carboxamide
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Cmpd Structure Mame
Na.
NQ’N\

N _ SR N,N"" N( (1R})-5-(5-(1-hy droxypropan-2-

. 0775 N 1y-1.2,4-oxadiazol-3-y1)-2,3-

518 N vl @ y

\(l*‘;\; ..... G dihydro-1H-~inden-1-y1)-2~-methyl-

2H-tetrazole-S-carboxamide

OH

{(R)-1-(2-hvdroxyethy}-N-{5-{5-

519 N o H ==/ (methyl-d3)-1,2 4-oxadiazol-3-v1)-
‘ L5 4 \1.\‘“ 2 3-dihydro-1H-inden-1-y1)-1H-
;>1/L N ;0 pyrazole-4-carboxamide
D
~—~OH
N (R)-1-(2-hydroxyvethyl}-N-{5-(5-
520 H L ,N methyi-1,2 4-oxadiazol-3-v1)-2,3-
oN_/~\ N dihy dro-1H-inden-1-y1)- 1 H-pyrazole-
=N W/ 3 4-carboxamide
//OH o o '
"’N‘N“‘ (R}nBn(bnpncyciopro?yinl,2,4—7
501 N e Mo e/ oxadiazol-3-y1)-2.3-dihvdro-1H-
7R N/ N mden-1-y1)-1-(2-hydroxyethyl}-1H-
i]/)Q N o] pvrazole~-4-carhoxamide
- OH
Moy, i (R)-1-(2-hydroxyethy)-N-(5-(5-
599 N , N tsopropyl-1,2,4-oxadiazot-3-y13-2.3-
- 7N O ij ‘ dihydro-1H-inden-1-yl)-1 H-pyrazole-
~ N O 4-carboxamide
-OH
N /[ {R}-1-(2-hydroxyethy)-N-{5-(5-
93 | e H ':_ ; {methoxymethy!)-1,.2 4-oxadiazol-3-
o o~ “&ﬂ N y1)-2,3-dihy dro-1H-inden- 1 -vi)-1H-
/OJ‘}N N7 s pyrazole-4-carboxamide
OH
i,,,N\N,// (R)-N-(5-(5~cyclobutyl~1,2.4-
/ . Mo e/ oxadiazol-3-y1}-2,3-dihydro-1H-
524 o8, Ny

imden-1-y-1-(2-hvdroxyethy - 1H-
pyrazole-4-carboxamide
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525 \);\N \/HN{

N-{6-(5-ethyl-1,2 4-oxadiazol-3-vi)-
1,2,3,4-tetrahydronaphthalen-1-vi}-1-
methyi-1H-pyrazole-S-carboxanude

{(R}-N-{6-(5-ethyl-1,2 4-oxadiazol-3-
v1)-1,2,3,4-tetrabydronaphthalen-1-
vh-1-methyi-1H-pyrazole-5-
carboxamide

527 o-No /A R
Siaten

{(R}-N-{5-(5-ethyl-1,2 4-oxadiazol-3-
v-2,3-dihvdro-1H-inden-1-v1)-1-
vinyl-1H-pvrazole-4-carboxamide

(R)-N-(5-(5~(difluoromethy}-1,2 4~

~ H —
329 ?,_N\ \T‘N \“)__/

578 N H oxadiazol-3-yi}-2,3-dthyvdro-1H-
Q D N inde /] droxvethvD-1H
N ST mnden-~1-y)-i~-(2-hydroxyethy)-1H-
F\#\N . pyrazole-4-carboxamide
/
V(:} - - - . . .
/N‘N (R)-N-(5-(5-(difluoromethvi}-1,2 4-

oxadiazol-3-y1)-2,3-dithydro-1H-
imden-1-y1)-1-(2-methoxyethyl}-1H-
pvrazole~-4-carhoxamide

(R)-1-(2,2-dimethoxyethyl }-N-{5-(5-
ethyl-1,2,4-oxadazol-3-y1)-2,3-

53
330 '\ dihydro-1H-inden-1-yl)-1 H-pyrazole-
\)QN 4-carboxamide
© OH
N \}f 2 4-{{{R)~5-(5-ethyl-1,2, 4~oxadiarol-
531 N 3-y1}-2.3-dihydro-1H-inden-1-

yhcarbamoy}-1H-pyrazol-1-
ylypropanoic acid
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§,QH e , o
(R)-2-{4-{{5-(5-ethyl-1,2 4-oxadiazol-
539 3-y1)-2.3~dihydro-1H-inden-1-

yvhcarbamoyvi)-1H-pyrazol-1-yDacetic
acid

533

MN-{{R}-5-(5-ethyl-1,2 4-oxadiarol-3-
yi3-2,3-dihydro-1H-inden-1-y1}-1-(1-
hydroxypropan-2-v1}-1H-pyrazole-4-
carboxamide

534 =
N

N-{7-(5-ethyl-1,2 4-oxadiazol-3-
yvhchroman-4-y1)-1-methyi-1H-
pyrazole-4-carboxamide

W

G2

W
prid

{(R)-N-(7-(5~ethyl-1,2.4-oxadiazol-3-
yvhchroman-4-y1)-1-methyi-1H-
pyrazole-4-carboxarnide

] ?

N-(7-(5-ethyl-1,2 4-oxadigzol-3-
vhchroman-4-yi)-1-methyi-1H-
pyrazole-3-carboxarnide

N
A
-%Z
o :; 7
f ’

(R)-N-(7-(5-ethyl-1,2.4-oxadiazol-3-
vhchroman-4-yi)-1-methyi-1H-
pyrazole-3-carboxarnide

0N
N-({R}-5-{5-ethyl-1,2.4-oxadiazol-3-
538 vh-2,3-dihvdro-1H-inden-1-v1)-1-(2-
. oM, hydroxypropyl)-1H-pyrazole-4-

carboxamide
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539

N-{(1R)-5-(5-ethyl(1,2,4-oxadiazol-
3-yindanyl}[1-((ZR)-2.3-
dihvdroxypropylipyvrazol-4-
yljcarboxamide

540

MN-[(1R}-5-(5-ethyl{1,2,4~0xadiazol-
3-yIpindanvijf 1-((25)-2.3-

dihy droxypropyhpyrazol-4-
vijcarboxamide

541

N-{{1R)-5-(5-ethyl(1,2 4-oxadiazol-
3-vDyindany [ 1-((28)-2-
hydroxypropylpyrazol-4-
vlcarboxanude

N-[(1R)}-5-(5~ethyl{1,2,4-oxadiazol-
3vymdanyl [ 1-((2R)-2-
hydroxypropyvlpyrazol-4-
vlcarboxamide

543

1-(3-{(1R)-1-[(1-methvipyrazol-4-
vhcarbonylaminojindan-5-v1}(1,2,4-
oxadiazol-5-yIN(1S)ethyl acetate

methyi 2-(3-{(1R)-1-[(1-
methyipyrazol-4-
vhcarbonviaminofindan-5-y1}-1.2.4-
oxadiazoi-5-yljacetate

545

WN-[(IR-5-(5-acetvi{1,2 4-oxadiazol-
3-yhindanyi{(1-methvipyrazol-4-
ylicarboxamide

546

N-{(1R)-5-[5-(2-
methoxyethy(1,2,4-oxadiazol-3-
vhindanvi{1-methvipyrazol-4-
yhcarboxamide
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N-JAR)-5-(5~vinvl{(1,2 4~oxadiazol-
347 3vindany}(1-methylpyrazol-4-
vhcarboxanude
2-(3-{(1R)-1-{{1-methvipyrazol-4-
548 ylicarbonylaminolindan-5-v1}-1,2 4~

oxadiazol-S-yhethyl acetate

MN-{(1R}-5-{5-(hydroxvyethyi}1,2 4-

549 /KJ‘N N oxadiazol-3-yjindanyD} (1-
Opd A methylpyrazol-4-yljcarboxamide

OH A N-{(1R)-5-[5-((1R}-1~

)\,‘,;N — E& ==/ hydroxyethyi}(1,2,4-oxadiazol-3-
! ?\%X vhindanvi{1-methvipyrazol-4-

vhcarboxamide

U
W
<

N-{{1R}-5-|5-(methoxyethvi}{(1,2.4-
oxadiazol-3~yDjindanyi}(1-
methylpyrazol-d-ycarboxamide

351

N ]
e N-{(1R)-5-{5-(2-hydroxyethvi)(1,2.4-

> Ho e , “
5582 ¢ =N N we =/ oxadiazol-3-yDindanyi}{1-
G‘N/ A methylpyrazol-d-yljcarboxamide

HO,  f o Lo , .
N j« N-j(1R)}-5-(5-ethyl{1,2 4-oxadiazol-

553 Y 3-yIindanvi}f1-(2.3-
/\T:;N — QW‘S::/ dihydroxy propypyrazol-4-
yljcarboxamide

554 7 {R)-N-(5-(5-ethyl-1,2 4-oxadiazol-3-
yiy-7-fluoro-2,3-dihvdro-1H-inden-1-
vi-1-methyl-1H-pyrazole-4-
carboxarmde
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555 2 Ethyl (R)-4-((5-(5-ethyl-1.2,4-
g”{k 2 oxadiazol-3-y1)-2,3-dithydro-1H-
X '* /(’/“»)(O/ inden-1-yljcarbamovi)picolinate
o @ N ™
S
Q]
556 7 {R)}-N-(5-(5-ethyl-1,2 4-oxadiazol-3-

v-2,3-dihvdro-1H-inden-1-v1)-5-
fluoro-2-methylisonicotinamide

557

(R}-N-{5-(5-gthyl-1,2,4-oxadiarol-3-
yi3-2,3-dihydro-1H-inden-1-v1}-2-
methoxyisonicotinamide

558

(R}-N-(5-(5-ethyl-1,2 4~oxadiazol-3-
y13-2,.3-dihydro-1H-inden-1-y1}-1-
methyi-2-ox0-1,2-dihydropyridine-4-
carboxamide

U
Wh
o

(R)-N-(5-(5-ethyi-1,2 4-oxadiazol-3-
v1-2,3-dihydro-1H~nden-1-v1)-1-(2-
hydroxvethyi)-2-oxo-1,2-
dihydropyridine-4-carboxanude

v
O\
<

WN-((R}-5-(5-ethyi-1.2 4-oxadiazol-3-
y1)-2,3-dihydro~-1H-inden~1-y1}-1-
({(R}-2-hydroxypropyli-2-oxo0-1,2-
dihy dropyridine-4-carboxamide
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361 (R)}-N-(5-(5-ethyi-1 2 4-oxadiazol-3-
v13-2,3-dihydro~-1H-inden-1-y1)-2-
methyloxazole-4-carboxamide
362 (R)-N-(5-(5-ethyi-1 2 4-oxadiazol-3-
vi-4-fluoro-2,3~dihvdro- I H-inden- 1 -
yii-1-methyl-1H-pyrazole-4-
carboxamide
363 (R)-N-(5-(5-ethyi-1 2 4-oxadiazol-3-
132, 3-dihydro~-1H-inden~1-y1}-1,3-
dimethyl-1H-pyrazole-4-carboxanude
564 /? {R)-N-(5-{3-ethyl-1,2 4-oxadiazol-3-
e v13-2,3-dihydro~-1H-inden-1-y1}-5-
3 = methylisoxazole-4-carboxamide
&
N
N
f{Qh
365 7 {R}-N-{5-(5-ethyl-1,2 4-oxadiarol-3-
I yi3-2,3-dihydro-1H-inden-1-y1}-3-
£ methylisoxazole-5-carboxamide
366 /.? {R)-N-(5-(5-ethyl-1,2 4-oxadiazol-3-
. yi3-2,3-dihydro-1H-inden-1-v1)-3-
O methylisoxazole-4-carboxamide
\ N
5 ©
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367 (R)}-N-(5-(5-ethyi-1 2 4-oxadiazol-3-

132, 3-dihydro~-1H-inden~1-y1}-1,3-
dimethyl-1H-pyrazole-3-carboxanide

568 i (R)-N-(5-(5-ethyl-1,2 4-oxadiazol-3-
" / yh-2.3-dihydro-1H-inden-1-y1)-1,2-
: H — dimethyl-1H-imidazole-5-
’ 2 carboxamide
I
Van(®)
=M
3569 j,f {R}-N-{5-(5-ethyl-1,2 4-oxadiarol-3-
b= v13-2,3-dihydro-1H-inden-1-v1}-5-
y O methylisoxazole-3-carboxamide
!’\'l\‘\ -
N |8
/O]
570 7 {(R)-N-(5-(5~ethvl-1,2. 4-oxadiazol-3-
e vi)-2,3-dihvdro-1H-inden-1-v1)-1,5-
H ~ dimethyl-1H-pyrazole-4-carboxarmde
P /> ! O e
~
N et -
/O]
N
371 7 {R}-N-{5-(5-ethyl-1,2 4-oxadiarol-3-
N yi3-2,3-dihydro-1H-inden-1-yi}-1,5-
3 e dimethyl-1H-pyrazole-4-carbosanude
@/“"“ ’
N
N
/-
f’<\) i
O”"—N
572 7 (R)-N-(5-(5-ethyl-1,2 4-oxadiazol-3-

vi)-2.3-dihydro-1H-inden~1-v)}-1-(2-
hydroxyethyl}-5-methyl-1H-
pvrazole~-4-carhoxamide
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573 (R}-1-(2-ethoxvethyl}-N-{5-(5-ethyl-

1,2,4-oxadiazol-3-y1)-2,3-dihvdro-
iH-inden-1-yI}-1H-pyvrazole-4-
carboxamide

574 (R)-N-(5-(5-ethyi-1,2 4-oxadiazol-3-
v1-2,3-dihydro-1H~nden-1-v1)-1-(2-
methoxyethyi)-5-methyl-1H-
pvrazole~-4-carhoxamide

575 1 {(R)-N-(5-{3-ethyl-1,2,4-oxadiazol-3-

H < J v13-2,3-dihydro~-1H-inden-1-y1}-1-(2-
O/ ™ | methoxyethyl)-5-methyl-1H-
\/©3 l\“'/ pyrazole~-4-carboxamide
N
Yan(®)
O”’l\
576 7 N-{(R)-5-{5-cvclopropyvi-1,2.4-
@4/@ " oxadiazol-3-yi}-2,3-dthydro-1H-
N e | inden-i-yD-1-((R)-2-hydroxypropy)-
L\Q’/N‘\/\ iH-pvrazole-4-carboxamide
M #
[>- ““<Q 1
o:"N
577 7 {R}-N-{5-(5-ethyl-1.2 4-oxadiazol-3-
H ,\/ v13-2,3-dihydro-1H-inden-1-v1}-2-
A N {(hydroxymethyl}isonicotinamide
oo o
N
Q)
O__,,—N
578 1 {R}-2-(difluoromethy}-N-{5-{5-ethyl-

1.2, 4~oxadiazol-3-y1)-2,3-dihvdro-
1H-inden-I-viyisonicotinamide
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379 (R)}-N-(5-(5-ethyi-1 2 4-oxadiazol-3-

y1)-2,3-dihydro~-1H-inden~1-y1}-1-
methyi-1H-imidazole-2-carboxamide

580

(R}-N-(5-(5-ethyl-1,2 4~oxadiazol-3-
y13-2,.3-dihydro-1H-inden-1-y13-1,5-
dimethyl-1H-pyrazole-3-carbosanude

581

o]

(R}-N-(5-(5-ethyl-1,2 4~oxadiazol-3-
y13-2,3-dihydro-1H-inden-1-
ylisoxazole-S-carboxamide

582

{(R)-N-(5-(5~ethyl-1,2.4-oxadiazol-3-
vi-2,3-dihydro-1H-inden-1~
vinsoxazole-S-carboxamide

583

(R)-N-(5-(5-ethyi-1,2 4-oxadiazol-3-
yv1-2,3-dihydro-1H~inden-1~
yvhoxazole-S-carboxamide
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344 (R)-N-(5-(5-ethyi-1 2 4-oxadiazol-3-

y13-2,3-dihydro~1H-inden-1-
yljoxazole-S-carboxamide

385 (R)-N-(5-(5-ethyi-1 2 4-oxadiazol-3-
yv1-2,3-dihydro-1H~inden-1~
yinsoxazole-3-carboxamide

386 (R}-N-{5-(5-gthyl-1,2 4-oxadiarol-3-

i yi3-2,3-dihydro-1H-inden-1-
H vhisoxazole-3-carboxamide
N@

587 {R}-N-{5-(5-ethyi-1,2.4-oxadiazol-3-
y13-2,3-dihydro-1H-inden-1-
vhoxazole-4-carboxamide

588 7 {R)-N-(7-chloro-5-{5-ethvl-1,2.4-

oxadiazol-3-yi}-2,3-dthyvdro-1H-
imden-1-y - 1-methvi-1H-pyrazole-4-
carboxamide
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389 (R)-N-(5-(5-ethyi-1 2 4-oxadiazol-3-

y1)-2,3-dihydro~-1H-inden~1-y1}-1-
methyi-6-ox0-1 6-dihydropyridine-3-
carboxanude

590

(R)}-N-(5-(5-ethyi-1 2 4-oxadiazol-3-
v13-2,3-dihydro~-1H-inden-1-y1)-2-
methyithiazole-4-carboxamide

{(R}-N-{5-(5-ethyl-1,2 4-oxadiazol-3-
v-2,3-dihvdro-1H-inden-1-v1)-2-
phenylacetanmide

392

(R)-N-(5-(5~ethvyl-1,2.4-oxadiazol-3-
vi)-2,3-dihvdro-1H-inden-1-v)-1-
methyi-1H-pyrazole-3-carboxanude

{R}-N-{5-(5-ethyi-1,2.4-oxadiazol-3-
y13-2,3-dihydro-1H-inden-1-
vhoxazole-2-carboxamide

594

(R}-N-{5-(5-gthyl-1,2 4-oxadiarol-3-
yi3-2,3-dihydro-1H-inden-1-y1}-6-
methyipicohnamide
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395 (R)-N-(5-(5-ethyi-1 2 4-oxadiazol-3-

y1)-2,3-dihydro~-1H-inden~1-y13-2-
methyithiazole-5-carboxamide

396 7 (R)-N-(5-(5-ethyl-1,2 4-oxadiazol-3-
. vi)-2,3-dihvdro-1H-inden-1-v1)-1-(2-
H methoxvethyl)-3-methyl-1H-
@N pyrazole-4-carboxamide
N
/O
597 7 {R}-N-{5-(5-ethyl-1,2 4-oxadiarol-3-
o yi3-2,3-dihydro-1H-inden-1-v1}-1-(2-
H hydroxyethyl)-3-methyl-1H-
@ v | pyrazole-4-carboxamide
v
OH
598 7 {(R)-N-(5-{3-ethyl-1,2,4-oxadiazol-3-
' P 132, 3-dihydro~-1H-inden~1-y13-1-(3-
- : (C /N.m/\ methoxypropyl)-5-methyl-1H-
- j/Q o pyrazole-4-carboxamide
/ "”<Q..s
399 7 (R}-N-(5-(5-ethyl-1,2.4-oxadiazol-3-
iy vi-2,3-dihydro-1H~-inden-1-vi)-1-(3-
§ methosypropy}-5-methyl-1H-~

pyrazole-4-carboxamide
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600 7 (R)-N-{5-{5-cyclopropvi-1,2.4-
Q”& o | Oxadiazol-3-y1)-2,3-dihydro-1H-
TN L@““ o~ inden-1-y1)-1-(3-methoxypropyi)-1H-

N %V/\Qf S pyrazole-4-carboxamide
-\

601 7 (R}-N-(5-(5-cyclopropyi-1.2,4-

oxadiazol-3-yi}-2,3-dthyvdro-1H-
imden-1-yD-1-(3-hyvdroxypropvl)-1H-
pyrazole-4-carboxamide

o-"‘('
602 1 (R)-N-(5-(5-ethyl-1,2 4-oxadiazol-3-
Hy , v1-2,3-dihydro-1H~nden-1-vI)-1-(2-
U VAN~ | methoxyethyl-1H le-
- ~¢ | methoxyethvi}-1H-pyrazole-3-
() L\O/[ carboxamude
M
/~Q
O.—"
603 /,:? {R)-N-(5-(5-ethyl-1,2 4-oxadiazol-3-
e v13-2,3-dihydro~-1H-inden-1-y1)-6-
. H =N oxo-1.6-dihvdropyridine-3-
K / carboxamide
N \\/Nﬂ
Va “{Q !
N
604 7 (R)-N-(5-(5-ethyl-1,2 4-oxadiazol-3-
H vi)-2,3-dihyvdro-1H-inden-1-v}-6-
H N oxo-1,6~dihvdropyridine-3-
’ N L carboxamide
N x@
Yan(@)
S
6053 7 {R)-N-{5-(5-ethyl-1,2 4-oxadiazol-3-
ig*’jk//f\ v13-2,3-dihydro-1H-inden-1-vi}-1-(2-
v\ _on | By droxyethyl)-6-0x0-1.6-
( \\ /> K/& dihydropyridine-3-carboxamide
N\T/ ~. o
/N
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606 (R)}-N-(5-(5-ethyi-1 2 4-oxadiazol-3-

132, 3-dihydro~-1H-inden~1-y13-1-(2-
methoxyethyi}-6-ox0-1.6-
dihydropyridine-3-carboxamide

607

(R)-N-(5-(5-ethvyl-1,2.4-oxadiazol-3-
vi)-2,3-dihvdro-1H-inden-1-v1)-1-(2-
hydroxyethy)-1H-pyrazole-5-
carboxamide

508

(R}-N-(5-(5-ethyl-1,2 4~oxadiazol-3-
y13-2,3-dihydro-1H-inden-1-y13-1-(2-
hydroxvethyl}-1H-pyrazole-3-
carboxamide

609

o
'll

oon?

(R}-N-{5-(5-gthyl-1,2 4-oxadiarol-3-
yi3-7-hydroxy-2,3-dihydro-1H-inden-
i-v)-1-methvi-1H-pyrazole-4-
carboxamide

610

{(R}-N-{5-(5-ethyl-1,2 4-oxadiazol-3-
y1-2,3-dihydro-1H-inden-1-v1}-2-¢2-
hydroxypropan-2-yl}isonicotinanide

611

(R)-N-(5-(5-ethvyl-1,2.4-oxadiazol-3-
vi)-2,3-dihvdro-1H-inden-1-v1)-1-(3-
hydroxypropyl)-5~-methvi-1H-
pyrazole-4-carboxamide
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612 (R)}-N-(5-(5-ethyi-1 2 4-oxadiazol-3-

v13-2,3-dihydro~-1H-inden-1-y1}-1-(3-
hydroxypropy!)-3-methyi-1H-
pyrazole-4-carboxamide

{R}-N-{5-(5-ethyi-1,2.4-oxadiazol-3-
yi3-2,3-dihydro-1H-inden-1-v1)-2-
(hydroxymethy1)-1-methyl-1H-
irmidazole-5-carboxamide

614

(R)-2-(5-{{5-(5-ethyl-1,2 4-oxadiazol-
3-y1)-2.3-dihvdro~-1H-imden-~1-
ylicarbamoyl}-2-oxopyridin-1{2H)-
vhacetic acid

6515

(R}-N-(5-(5-ethyl-1,2 4~oxadiazol-3-
y1)-2,3-dihydro-1H-inden-1-y13-1,2,5-
oxadiazole-3-carboxamide

616

{R}-N-{5-(5-ethyi-1,2.4-oxadiazol-3-
yi3-2,3-dihydro-1H-inden-1-v1)-1-
methyi-1H-1,2,3-triazole-4-
carboxamide
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617 (R)}-N-(5-(5-ethyi-1 2 4-oxadiazol-3-

v13-2,3-dihydro~-1H-inden-1-y1}-5-
methvi-1,3 4-oxadiazole-2-
carboxamide

618 (R)-N-(5-(5~ethvyl-1,2 4-oxadiazol-3-
v-2,3-dihvdro-1H-inden-1-v1)-5-
methyi-1, 3 4-oxadiazole-2-

carboxamide

619 (R}-N~{5-(5-athyl-1.2,4~oxadiazol-3-
y13-2,3-dihydro-1H-inden-1-y1}-5-
methvi-1,3 4-thiadiazole-2-

carboxamide

620 {R}-3-chioro-N-(5-(S-ethyi-1,2,4-
oxadiazol-3-vi)-2,3-dihvdro-1H-

inden-1-vhisoxazole-5-carboxamide

621 (R)-N-(5-(5~ethvyl-1,2.4-oxadiazol-3-
vi)-2,3-dihvdro-1H-inden-1-v1)-1,5-
dimethyl-1H-~1,2 3-triazole-4-

carboxamide
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622

(R)}-N-(5-(5-ethyi-1 2 4-oxadiazol-3-
v13-2,3-dihydro~-1H-inden-1-y1}-5-
methyloxazole-4-carboxamide

623

(R)-N-(5-(5~ethvyl-1,2.4-oxadiazol-3-
v)-2,3-dihvdro-1H-inden-1-
vhpicolinamide

6524

(R}-N~{5-(5-athyl-1.2,4~oxadiazol-3-
y1)-2,3-dihydro-1H-inden-1-
yhmicotinamide

625

(R)-N-(5-(5~ethvyl-1,2.4-oxadiazol-3-
v-2,3-dihvdro-1H-inden- 1 -v1)-6-
methyinicotinanude

526

(R}-N-(5-(5-ethyl-1,2 4~oxadiazol-3-
y1)-2,3-dihydro-1H-inden-1-y1}-5-
methvinicotmamide

143
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627 (R)-N-(5-(5-ethyi-1 2 4-oxadiazol-3-

y13-2,3-dihydro~-1H-inden~1-y13-4-
methyinicotinamide

628

(R)-N-(5-(5~ethvyl-1,2.4-oxadiazol-3-
vi)-2,3-dihvdro-1H-inden-1-
yvinsonicotinamide

629

{R}-N-{5-(5-ethyl-1.2 4-oxadiazol-3-
yi3-2,3-dihydro-1H-inden-1-v1)-3-
methylisonicotinamide

{R}-N-{5-(5-ethyi-1,2.4-oxadiazol-3-
y13-2,3-dihydro-1H-inden-1-
vhpyrimidine-4-carboxamide

6531

(R}-N-(5-(5-ethyl-1,2 4~oxadiazol-3-
y13-2,3-dihydro-1H-inden-1-y1}-6-
methyipyrimidine-4-carboxanude

144
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632 (R)-N-(5-(5-ethyi-1 2 4-oxadiazol-3-

y13-2,3-dihydro~1H-inden-1-
yhpyridazine-4-carboxamide

633 7 (R)-N-(5-(5~ethvyl-1,2.4-oxadiazol-3-
v-2,3-dihvdro-1H-inden-1-v1)-4-
methyi-1,.2,5-oxadiazole-3-
carboxamide

{(R}-N-{5-(5-ethyl-1,2 4-oxadiazol-3-
v-2,3-dihvdro-1H-inden-1-v1)-3-
hydroxyisoxazole-5-carboxamide

635 (R)-N-(5-(5-ethyi-1,2 4-oxadiazol-3-
yvh-2,3-dihydro-1H~inden-1-v1)-3-

methoxyisoxazole-S-carboxamide

xZ
=z

rigy

{(R}-N-{5-(5-ethyl-1,2 4-oxadiazol-3-
v-2,3-dihvdro-1H-inden-1-v1)-5-
methyloxazole-2-carboxanide
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637 7 {R)-N-(5-{3-ethyl-1,2 4-oxadiazol-3-

o1ty %

y1)-2,3-dihydro~-1H-inden~1-y1}-3-
methyipyridazine-4-carboxanude

638 // {R)-N-(5-(5-ethyl-1,2 4-oxadiazol-3-
Q,/L v1)-2,3-dihydro-1H-inden-1-v1)-2-
. H 3 hvdroxyoxazole-5-carboxamide
O
N . - /
an(®)
e
639 o NS {R)-N-(5-(5-ethyl-1.2 4-oxadiazol-3-
» F yi3-2,3-dihydro-1H-inden-1-v1)-4-
H o (triffuoromethyDoxazole-5-
' ~ o@ : carboxamide
. _
/0]
640 7 (R)-N-(5-(5-ethyl-1,2 4-oxadiazol-3-
™ Jk vi)-2,3-dihvdro-1H-inden-1-v1)-5-
E sy methyithiazole-2-carboxamide
641 (R)-1-ethyl-N-(5-(5-ethvl-1,2 4-

oxadiazol-3-yi}-2,3~dihvdro-1H-
inden-1-yi)-6-0x0-1,6-
dihvdropyridine-3-carboxamide
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642 (R)-N-(5-(5-ethyi-1 2 4-oxadiazol-3-

y13-2,3-dihydro~-1H-inden~1-y1}3-3-
methylipicolinamide

643 (R)-N-(5-(5-ethyi-1,2 4-oxadiazol-3-
yvh-2,3-dihydro-1H~inden-1-v1)-3-

methyipyrimidine-4-carboxamide

644 (R}-N-(5-(5-(dhifluoromethyl}-1,2 4-
oxadiazol-3-yi}-2,3-dihydro-1H-
inden-1-yIj-1-methyi-6-oxo-1,6-

dihydropyridine-3-carboxamide

(R}-N-(5-(5-cvclobutyl-1,2,4-
oxadiazol-3-y1)-2.3-dihvdro-1H-
mden-1-y)-I-methyi-6-ox0-1,6-
dihydropyridine-3-carboxanude

646 (R)-t-methyl-N-{5-(5-(methyl-d3)-
1,2, 4-oxadiazol-3-y1)-2,3-dihvdro-
iH-inden-t-yi)~6-0x0-1,6~

dihydropyridine-3-carboxamide

147
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647 (R})-2-chloro-N-{5-{5-ethyi-1.2 4-

oxadiazol-3-y1)-2,3-dithydro-1H-
inden-1-yljisonicotinamide

648

Methyl (R}-3-((5-(5-ethy}i-1,2.4-
oxadiazol-3-y1)-2,3-dithydro-1H-
inden-1-yhcarbamovibenzoate

6549

Q

(R}-N-(5-(5-ethyl-1,2 4~oxadiazol-3-
y13-2,3-dihydro-1H-inden-1-y1}-2-
fluoro-5-thy droxymethyDbenzamide

650

(R}-N-{5-(5-gthyl-1,2 4-oxadiarol-3-
y13-2,3-dihydro-1H-inden-1-y1}-6-
methylipyridazine-4-carbosanude

6531

(R}-N-(5-(5-ethyl-1,2 4~oxadiazol-3-
y13-2,3-dihydro-1H-inden-1-y1}-5-
(hydroxymethy1}-2-methylbenzamide

652

(R)-N-(5-(5-ethvyl-1,2.4-oxadiazol-3-
vi)-2,3-dihvdro-1H-inden-1-v1)-4-
(hydroxymethyljpicolinamide

148
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653 i (R)-N-(5-(5-ethyl-1.2 4-oxadiazol-3-

y1)-2,3-dihydro~-1H-inden~1-y1}-3-
{(hydroxymethy!l}benzanude

654

(R}-N-{5-(5-gthyl-1,2 4-oxadiarol-3-
yi3-2,3-dihydro-1H-inden-1-v1}-2-
fluoro-3-(hydroxymethyDbenzamide

{R}-N-{5-(5-ethyi-1,2.4-oxadiazol-3-
yi3-2,3-dihydro-1H-inden-1-v1)-2-
vinylisonicotinamide

656

e OH

(R}-N-(5-(5~(ifluoromethyl}-1,2 4-
oxadiazol-3-yi)-2,3~dihydro-1H-
mden-1-vh-1-2-hydroxyethyl}-6-
oxo-1,6-dihvdropyridine-3-
carboxamide

657

{R}-N-{5-(5-ethyi-1,2.4-oxadiazol-3-
yi3-2,3-dihydro-1H-inden-1-v1)-3-
vinylbenzamide

6538

+

JFW,\
o

Q

gl >

(R}-N-(5-(5-ethyl-1,2 4~oxadiazol-3-
y13-2,3-dihydro-1H-inden-1-y1}-3-
formylbenzanude

149
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=0

659 (R)-N-(5-(5-ethyi-1 2 4-oxadiazol-3-

Hy- v13-2,3-dihydro~-1H-inden-1-y1}-3-(2-

A C "N | hydroxyethylybenzamide
O Nt

660 {(R)-2-ethyl-N-(5-(5-ethyl-1,2.4-
oxadiazol-3-yi}-2,3-dihydro-1H-

inden-1-ylisonicotinamide

661 (R)-N-(5-(5~{difluoromethyl}-1,2.4-
oxadiazol-3-y1)-2.3-dihvdro-1H-
imden-1-y1)-3-

{(hydroxymethy!l}benzanude

662 (R}-N-(5-(5~(ifluoromethyl}-1,2 4-

oxadiazol-3-yi)-2,3~dihydro-1H-
mnden-1-v)-2-fluoro-3-

(hydroxymethylibenzamide

663 (R)-N-(5-(5~{difluoromethyl}-1,2.4-
oxadiazol-3-y1)-2.3-dihvdro-1H-
imden-1-y1)-2-fluoro-5-

{(hydroxymethybenzanude

664 (R)-N-(5-(5-(difluoromethvi}-1,2 4-
oxadiazol-3-y1)-2,3-dithydro-1H-
imden-1-y1)-2-

{(hydroxymethylhsonicotinanude
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663 7 {(R)-N-(5-(5-(difluoromethyl}-1,2 4-

oxadiazol-3-y1)-2,3-dithydro-1H-
inden-1-y1)-2-
{(hydroxymethyl}isonicotinamide

666 7 (R)-N-(5-(5-(difluoromethy1)-1,2 4~
Hy- oxadiazol-3-y1}-2.3-dithyvdro-1H-
L/ <‘\‘ inden-1-y1)-4-
] M’ ov | (hydroxymethylpicolinamide
=0
667 7 (R)-N-(5-(5-(difluoromethy1)-1,2 4~
i oxadiazol-3-vI}-2,3~-dihvdro- I H-
£ = inden-1-y1)-4-
NQ on | (hydroxsymethypicolinamide
F -
N -
/O
668 7 (R)-3-(hydroxymethy D-N-(5-(5-
Hy (methoxymethy1)-1,2 4-oxadiazol-3-
/f;‘\jY/\ v1)-2 3-dihy dro-1Heinden-1-
Q % /4 " L yDbenzamide
0
669 7 (R}-3-(hy droxy methy [)-N-(5-(5-
Hy (methoxymethyl}-1,2 4-oxadiazol-3-
/ O yH-2.3-dihydro~1H-inden-1-
Nt/ o ylibenzamide
N\\\’/ -
“*-«rvf Qi\{
670 7 . {(R)-2-fluoro-3-(hydroxymethy)-N-
@/‘[\// (5-(5-(methoxymethyi)-1,2.4-
o~ / ) -~ oxadiazol-3-y1)-2,3-dithydro-1H-
Q % A1 * | inden-1-yD)benzamide
/L
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671 7 (R)-2-fluoro-5-(hydroxyvmethyi)-N-

iy
\/L\”

{5-(5-(methoxymethy1}-1,2,4~
oxadiazol-3-yi)-2,3~dihydro-1H-
nden-1-vhbenzamide

672 (R}-4-(hydroxymethyl)-N-(5-{5-
e » (methoxvmethyl}-1,2.4-oxadiazol-3-
- S, -\, | Y1}-2.3-dihydro-1H-inden-1 -
Q N\ “ | yDpicolinamide
"‘“'--Q/‘ﬁ Qr{
s
673 7 (R)-4-(hy droxy methy [)-N-{5-(5-
g/é\?/x (methoxvmethyl}-1,2.4-oxadiazol-3-
YN | yh2,3-dihydro-1H-inden-1-
N / OH T
et ypicolimamde
"'NO/M @—-Pf
674 7 {(R)-N-{5-(5-(difluoromethyl}-1,2.4-
e oxadiazol-3-y1)-2,3-dithydro-1H-
g — inden-1-y1)-3-hydroxyisoxazole-5-
' /> odt/on | carboxamide
R N . ~ N
»~Q]
F N
675 7/ {R)}-N-(5-{5-(difluoromethyl}-1,2.4~
g"&g( oxadiazol-3-yi}-2,3-dthyvdro-1H-
. } —os | inden-1-yD}-1-(2-hydroxyethyl}-5-
. (N @‘"%\f methyl-1H-pyrazole-4-carboxamide
o
K-} ~Qr
676 7 (R)-N-(5-(5-(difluoromethy1)-1,2 4~

oxadiazol-3-yi}-2 3-dihydro-1H-
mden-~1-y1)-2-methylthiazole-5-
carboxanude
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677 (R)-N-(5-(5~{(difluoromethvi}-1,2 4-

oxadiazol-3-y1)-2,3-dithydro-1H-
inden-1-y1}-3-methvlisoxarole-4-
carboxamide

678 (R)-N-(5-(5~{difluoromethyl}-1,2.4-
oxadiazol-3-y1)-2.3-dihvdro-1H-
inden-1-y1)-1,2-dimethyi-1H-
imidazole-S-carboxanude

679 7 (R)-N-(5-(5-(difluoromethy!}-1,2 4~

Hy oxadiazol-3-yi}-2,3-dthyvdro-1H-
H inden-1-y1)-3-methvlisoxazole-5-
ﬁ\@\~ carboxamide
R N N / :
O]
¥
£ O'“"N
680 (R)-N-(5-(5~{difluoromethyl}-1,2.4-
i oxadiazol-3-y1}-2.3-dihydro-1H-
§ Q y mden-1-y1)-3-methoxyisoxazole-5-
N carboxamide
A N 4 N
O
I3 I
681 7 {R)-N-{5-(5-(difluoromethy1)-1,2.4-

oxadiazol-3-vi)-2,3-dihvdro-1H-
inden-1-yi}-S-methvioxazole-2-
carboxarmde
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682 (R)-N-(5-(5-(difluoromethvi}-1,2 4-

oxadiazol-3-y1)-2,3-dithydro-1H-
inden-1-y1)-4-
(triffuoromethyloxazole-5-
carboxamide

683

(R)-N-(5-(5~{difluoromethyl}-1,2.4-
oxadiazol-3-y1)-2.3-dihvdro-1H-
mden-1-yD-6-methyipvrimidine-4-
carboxamide

684

iy
Ng
1
}

(R-N-(5-(5-(difluoromethy}-1,2 4~
oxadiazol-3-yi}-2,3-dthyvdro-1H-
inden-1-y1)-2-
methoxyisonicotinamide

685

{(R)-2-{difluoromethy}-N-(5-(5-
(difluoromethyi}-1,2 4-oxadiazol-3-
y13-2,3-dihydro~1H-inden-1-
ylisonicotinamide

686

{(R)-N-(5-(5-{difluoromethy1}-1,2,4-
oxadiazol-3-y1}-2.3-dithyvdro-1H-
imden-1-yh-1-(2-hyvdroxyethyl)-3-
methyi-TH-pyrazole-4-carboxamide

154
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687

iy L

=

(R)-N-(5-(5-(difluoromethvi}-1,2 4-
oxadiazol-3-y1)-2,3-dithydro-1H-
inden-1-y)-6-methvlpyridazine-4-
carboxamide

688

(R)-N-(5-(5-{methoxymethyi)-1,2 4-
oxadiazol-3-y1)-2,3-dithydro-1H-
inden-1-y1}-3-methvlisoxarole-5-
carboxamide

639

{(R3-N-{5-(5-(methoxymethyl}-1,2 4-
oxadiazol-3-yi}-2,3~dihvdro-1H-
inden-1-yi)-3-methviisoxazole-4-
carboxamide

690

~C

{R}-N-{5-(5-(methoxymethyl}-1,2 4~
oxadiazol-3-vi)-2,3-dihvdro-1H-
inden-1-yi)-5-methviisoxazole-3-
carboxarmde

691

(R)-N-(5-(5-{methoxymethyi}-1,2.4-
oxadiazol-3-yi}-2 3-dihydro-1H-
mden-1-yD-1,2-dimethyl-1H-
imidazole-5-carboxamide

692

- et

(R}-N-{5-(5-(methoxymethyl}-1,2,4-
oxadiazol-3-yi)-2,3~dihydro-1H-
mnden-i-v)-4-methyi-1,2.5-
oxadiazole-3-carboxamide

j o

[
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693 (R})-3-methoxy-N-{5-(5~

{methoxvmethyl}-1,2,4-oxadiazol-3-
yi3-2,3-dihydro-1H-inden-1-
vhisoxazole-5-carboxamide

694

N~

(R)-1-(2-hydroxyethy [ }-N-{5-(5-
{(methoxymethyl)-1,2 4-oxadiazol-3-
vi)-2,3-dihvdro-1H-inden-1-v1)-5-
methyi-1H-pyrazole-4-carboxanude

695

(R)-1-(2-hydroxyethy[}-N-{5-(5-
{methoxymethyl)}-1,2 4-oxadiarol-3-
vi-2,3-dihydro-1H-inden-1-vi)-3-
methyi-1H-pyrazole-4-carboxamide

596

(R}-N-(5-(5-(methoxymethy)-1,2 4~
oxadiazol-3-yi}-2,3-dihydro-1H-
inden-1-vl)-2-methylithiazole-5-
carboxamide

697

(R)-N-(5-(5-{methoxymethyi}-1,2.4-
oxadiazol-3-y1)-2.3-dihvdro-1H-
inden-1-y1)-5-methyl-1.3.4-
oxadiazole-2-carboxamide

698

(R}-N-{5-(5-(methoxymethyl}-1,2,4-
oxadiazol-3-yi)-2,3~dihydro-1H-
mnden-1-v1)-5-methvi-1,3.4-

oxadiarole-2-carboxamide

156
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699 (R)-N-(5-(5-ethyi-1 2 4-oxadiazol-3-

vi-6-fluoro-2,3~dihvdro- I H-inden- 1 -
yii-1-methyl-1H-pyrazole-4-
carboxamide

700 3-(1,2-dihydroxyethy -N-((R})-5-(5~
ethvi-1,2.4-oxadiazol-3-vi}-2,3-

diby dro-1H-inden- i-yvlbenzamide

701 (8)}-N-{6-(5-(difluoromethyi}-1.2 4-
oxadiazol-3-vi}-2,3-
dihydrobenzofuran-3-vi)-3-

{(hydroxymethybenzanude

702 (R)-1,2-dimethy I-N~(5-(3-methyl-
1,2.4-oxadiazol-5-v1)-2,3-dihy dro-
iH-mmden-1-vi~1H-immdazole-5~

carboxamide

~3
=)
(53

{R}-S-methvi-N-(5-(3-methvi-1,2,4-
oxadiazol-53-vi)-2,3~-dihvdro-1H-
inden-1-vi)-1,3.4-oxadiazole-2-
carboxamide
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704 7 (R})-1-(2-hydroxvethy1}-5-methyl-N-

{5-(3-methyl-1,2.4-oxadiazol-5-v1}-
2,3-dihydro-1H~inden-1-vi)}-1H-
pyrazole-4-carboxamide

705

(R)-6-methyl-N-(5-(3-methvi-1,2 4-
oxadiazol-5-y1)-2,3-dithydro-1H-
inden-1-yhpyridazine-4-carboxamide

(R})-3-(hvdroxymethy}-N-{5-(3-
methyl-1,2.4-oxadiazol-5-y1)-2,3-
dihydro-1H-inden-1-yl)benzamide

(8)}-N-{6-(5-(difluoromethyl}-1.2 4-
oxadiazol-3-vi}-2,3-
dihydrobenzofuran-3-vi)-4-

(hy droxymethyDpicolinamide

708

(S)-N-{6-(5-(difluoromethyi}-1,2.4-
oxadiazol-3-yi}-2,3-
dihydrobenzoturan-3-vi)-4-
{hydroxvmethy{}picolinamide

709

py
Oy

OH

{8)-N-(6-(5-{difluoromethvl)}-1,2,4-
oxadiazol-3-y1)-2.3-
dihydrobenzofuran-3-y1}-2-
(hydroxymethyljisonicotinamide

158
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710 (8)}-N-{6-(5-(difluoromethyl}-1.2 4-

oxadiazol-3-vi}-2,3-
dihydrobenzofuran-3-vi)-2-
{(hydroxymethyl}isonicotinamide

711 N 6‘ (8)-3-thydroxy methy]}-N-(6-(5-
"” ; (methoxymethyi}-1,2 4-oxadiazol-3-
yvH-2,3-dihydrobenzofuran-3-
ylibenzamide
712 W”"J\ fo\“{ (83-3-(hydroxy methy 1 }-N-(6-(5-
”" Q o (methoxymethvi}-1,2 4-oxadiazol-3-

g ﬁj\ . | YD-2.3-dihydrobenzofuran-3-
- 1\

//\\ 1 vhibenzamide

713 H-O\w /O\P{ §§)~4~(hyvdmxy %nethyi)nl\' ~(6~.(3'n X
TN o {methoxvmethy1}-1,2 4-oxadiazol-3-

N’/@\ | yb-2.3-dihydrobenzofuran-3-

\«‘\/k/ yDpicolinamude
HNw

714 | o o~ (8)-2-thydroxymethy1}-N-{6-{5-
\“"“<O | , {methoxyvmethyi)-1,2 4-oxadiazol-3-

yi3-2,3-dihydrobenzofuran-3-

vhisonicotinamude

MN-{{R}-5-(5-ethyl-1,2 4-oxadiarol-3-
y1}-2,3-dihydro-1H-inden-1-y1}-3-(1-
hydroxvethyl}benzamide

N
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716 7 (R)-2-(diftuoromethy1)-N-{5-(3-
methyi-1,2 4-oxadiazol-5-v1)-2,3-
dihydro-1H-inden-1-
vhisonicotinamude

717 (8)-3-(hydroxy methy[}-N-(6-(5-
methyl-1,2.4-oxadiazol-3-y1)}-2,3-
dihy drobenzofuran-3-vibenzamide

718 (8)-4-(hvdroxymethy)-N-(6-(5-
methyl-1,2 4-oxadiazoi-3-vi}-2,3-
dihydrobenzoturan-3-vl)picolinanide

[e]

719 {8)-2-thydroxymethy}-N-{6-{5-
methvi-1,2 4-oxadiazol-3-vi}-2,3-
dihydrobenzofuran-3-
yvinsonicotinamide

720 {R)-4-acety}-N-(5-(S-ethyl-1,2.4~
oxadiazol-3-vi)-2,3-dihvdro-1H-
inden-1-vhpicolinamide

721 WN-((R}-5-(5-ethyi-1.2 4-oxadiazol-3-
v13-2,3-dihydro~-1H-inden-1-y1}-4-(1-
hydroxyethylpicolinamide

160
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33 7 3-{1-hydroxyethy1)-N-((R)-5-(5-
H$N 7 {methoxymethyl)-1,2 4-oxadiazol-3-
z y13-2.3-dihydro-1H-inden-1-
yvhbenzamide
N\)/@ ) }

an(®)
O O.‘—"

723 7 (S)-N-((R)-5-(5-ethyl-1,2.4-

oxadiazol-3-vi)-2,3-dihvdro-1H-
inden-1-yi}-3-hvdroxypyrrolidine-i-
carboxaride

724

s ON

(R)-N-({R)-5-(5-ethyi-1.2,4~
oxadiazol-3-yi}-2,3-dihydro-1H-
inden-1-y1)-3-hydroxypyrrolidine-1-
carboxamide

3-((S)--hydroxyethy}-N-{{R}-5-(5~
methyi-1.2 4-oxadiazoi-3-yi}-2.3-
diby dro-1H-inden- i-yvlbenzamide

3-({R)-1-hydroxyethyl}-N-({R}-5-(3-
methyl-1,2.4-oxadiazol-3-y1)}-2,3-
dihydro-1H-inden-1-yl}benzamide

Y )/4/\%\
\ /// [873]

(R)-2~(hydroxymethy D-M-(5-(5-
{methoxymethyl)}-1,2 4-oxadiarol-3-
vi-2,3-dihydro-1H-inden-1-
yinsonicotinamide
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hydroxyvpyrrolidine-1-carboxamide
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{6125} in some variations, any of the compounds described herein, such as a compound
of Formula (1), (Ta), (Ib), (¢}, (Id), (), (1D, (g}, (Fhy, (1), (03, or Ik}, or any vanation
thereof, or a compound of Table | may be deuterated (e.g., a hydrogen atom 1s replaced by a
deuterium atom). In some of these variations, the compound is deuterated at a single site. In
other variations, the compound is deuterated at multiple sites. Deuterated compounds can be
prepared from deuterated starting materials in a manner sirailar to the preparation of the
corresponding non-deuterated compounds. Hydrogen atoms may also be replaced with

dewterium atoms using other method known in the art.

[0126] Any formula given herein, such as Formula (1), {Ia). (Ib), (Ic), (d), (le), (I0), (g}
(Ihy, (I, (dp), or (1K), 19 intended to represent compounds having structures depicted by the
structural formula as well as certain vanations or forms. In particular, compounds of any
formula given herein may have asymmetric centers and therefore exist in different
enantiomeric or diastereomeric forms. All optical tsomers and sterepisomers of the
compounds of the general formula, and mixtures thereof in any ratio, are considered within
the scope of the formwla. Thus, any formula given herein is intended fo represent a racemate,
one or more enantiomeric forms, one or more diastereomeric forms, one or more
atropisomeric forms, and mixtures thereof{ in any ratio. Where a compound of Table 1 18
depicted with a particular stereochermical configuration, also provided herein is any
alternative stereochemical configuration of the compound, as well as a mixture of
stereotsomers of the compound in any ratio. For example, where a compound of Table | has a
stereocenter that 1s in an “S7 stereochenucal configuration, also provided herein is
enantiomer of the compound wherein that siereocenter is in an “R” stereochemical
configuration. Likewise, when a compound of Table 1 has a stereocenter that is in an “R”
configuration, also provided herein is enantiomer of the compound in an “8” siereochemical
configuration. Also provided are nuxtures of the compound with both the “S” and the "R”
stereochemical configuration. Additionally, if a compound of Table 1 has two or more
stereocenters, also provided are any enantiomer or diastereomer of the compound. For

example, if a compound of Table 1 contains a first stereocenter and a second stereocenter
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with “R” and “R” stereochemical configurations, respectively, also provided are
stereoisomers of the compound having first and second stereocenters with “S7 and “8”
stereochemical configurations, respectively, “87 and “R” stereochemical configurations,
respectively, and “R” and “S” stereochenucal configurations, respectively. If a compound of
Table 1 contains a first siereocenter and a second stereocenter with “S” and “§8”
stereochemical configurations, respectively, also provided are sterecisomers of the compound
having first and second stereocenters with “R” and “R” stereochenucal configurations,
respectively, “8” and “R” stereochemical configurations, respectively, and “R” and ©8”
stereochemical configurations, respectively. If a compound of Table 1 contains a first
stereocenter and a second stereocenter with “S” and "R” stereochemical configurations,
respectively, also provided are stereoisomers of the coropound having first and second
stereocenters with “R” and “8” stereochemical configurations, respactively, “R” and “R”
stereochemical configurations, respeciively, and “S” and “§” stereochemical configurations,
respectively. Similarly, if a compound of Table 1 contains a first stereccenter and a second
stereocenter with “R” and “S” stereochenucal configurations, respectively, also provided are
stereoisomers of the compound having first and second stereocenters with 87 and “R”
stereochemical configurations, respectively, “R” and “R” stereochemical configurations,
respectively, and “8” and “S” stereochemical configurations, respectively. Furthermore,
certain structures may exist as geometric isomers {(i.e.. ¢is and frans 1somers), as tautomers,
or as atropisomers. Additionally, any formula given herein is intended to refer also io any
one of hydrates, solvates, and amorphous and polvimorphic forms of such compounds, and
mixtures thereof, even if such forms are not histed explicitly. In some ermsbodiments, the

solvent is water and the solvates are hydrates.

16127} Representative examples of compounds detailed herein, including mtermediates
and final compounds, are depicted in the tables and elsewhere herein. 1t is understood that in
one aspect, any of the compounds may be used in the methods detailed herein, including,
where applicable, intermediate compounds that may be isolated and administered to an

mndividual or subject.
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[0128] The compounds depicted herein may be present as salts even if salts are not
depicted, and it is understood that the compositions and methods provided herein embrace all
salts and solvates of the compounds depicted here, as well as the non-salt and non-solvate
form of the compound, as 15 well understood by the skilled artisan. In some embodiments,

the salts of the compounds provided herein are pharmaceutically accepiable salts.

4129} In one variation, the compounds herein are synthetic compounds preparad for
admunisiration to an mndividual or subject. Tn another vanation, compositions are provided
contaiing a compound in substantially pure form. In another variation, provided are
pharmaceutical compositions comprising a compound detailed herein and a pharmaceutically
acceptable carrier. In another variation, methods of administering a compound are provided.
The purtfied forms, pharmaceutical compositions and methods of administering the

compounds are suitable for any compound or form thereof detailed herein,

[0130]  Any variation or embodiment of Gi. Go. Gs, Z. A, B.RL R R R RO.RO R RS,
RZ RY r!! g2 rE RY RP R RY, RYLRYRY RS RYRY R RS RM RR.R® RP RY
and R’ provided herein can be combined with every other variation or embodiment of Gy, Go,
Gy, Z. A B RURL R, R RRE RV R R RY RMY RV RY RYM RY, RY R, RE R RY
R® R RS R\ RE R" R, R, R" R'. RY and R', as if each combination had been individually
and specifically deseribed.

10131} Other embodiments will be apparent to those skilled in the art from the following

detailed description.

16132} As used herein, when any variable occurs more than one fime in a chemical
formula, its definition on each occurrence is independent of its definition at everv other

OCCUrTence.

(6133} Formula (1) mcludes all subformulae thereof. For example, Formula (1) includes

compounds of Formula (Ia}, (Ib), (Ic), (Id). (e}, (ID), (Ig). (th), (), (33), and (k).

16134} The compound names provided herein, including in Table 1, are provided by
ChemBioDrraw Professional 15.0.0.106. One of skilled in the art would understand that the

compounds may be nared or identified using various conunonly recognized nomenclature
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systems and symbols. By way of example, the compounds may be named or identified with
common names, systematic or non-systematic names. The nomenclature systems and
symbols that are commonly recognized in the art of chemstry include, for example,
Chemical Abstract Service (CAS), ChemBioDraw Ulira, and International Union of Pure and

Applied Chemistry (IUPAC).

Compositions

[B135] Also provided are compositions, such as pharmaceutical compositions, that
include a compound disclosed and/or described herain and one or more additional medicinal
agents, pharmaceutical agents, adjuvants, carriers, excipienis, and the like. Suitable
medicinal and pharmaceutical agents include those described herein. In some embodiments,
the pharmaceutical composition includes a pharmaceutically acceptable excipient or adjuvant
and at least one chemical entity as described herein. Examples of pharmaceutically
acceptable exciptents imclude, but are not hmited {o, manmitol, lactose, starch, magnesium
stearate, sodium saccharine, talcum, cellulose, sodium crosscarmellose, glucose, gelatin,
sucrose, and magnesiuim carbonate. In some embodiments, provided are compositions, such
as pharmaceuiical compositions that contain one or more compounds described herein, ora

pharmaceutically acceptable salt thereof.

16136} In some embodiments, provided is a pharmaceutically acceptable composition
comprising a compound of Formula (1), (Ia), (b, (Ic), (id). (le), (1), (dg). (1hy, (1), (1), or
(Ik), or a compound of Table 1 . or a pharmaceutically acceptable salt thereof. In some
aspects, a composition may contain a synthetic intermediate that may be used in the
preparation of a coropound described heremn. The compositions described herein may contain
any other suitable active or mactive agents.

{6137} Any of the compositions described hersin may be sterile or contain componenis
that are sterile. Sterilization can be achieved by methods known in the art. Anv of the
compaositions described herein may contain one or more compounds or conjugates that are

substantially pure.
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(6138} Also provided are packaged pharmaceutical compositions, comprising a
pharmaceutical composition as described herein and instructions for using the composition to

treat a patient sufferimg from a disease or condition described herein.

Methods of Use
{6139} The compounds and pharmaceutical compositions herein may be used to treat or

prevent a disease or condition in an individual or subject.

(0148} Without being bound by theory, the compounds and pharmaceutical compositions
disclosed herein are believed to act by inhibiting myosin. This inhibition potentially
decreases the number of independent myosin heads interacting with actin filaments reducing
the amount of contraction. Reducing contraction of cardiac muscle can be important for the
treatment of heart diseases in which over-coniraction is an 1ssue. In some embodiments,
provided are methods of treating or preventing heart disease in an individual or subject,
comprising administering to the individual or subject in need thereof a compound of Formula
(D). (1a), (Ib), (Ic), (dd), (e, (0D), dg), (h), (1), (7). or k), or acompound of Table |, ora
pharmaceutically acceptable salt thereof. In some embodiments, provided are methods of
freating or preventing heart disease in a subject in need thereof comprising administering {0
the subject a therapeutically effective amount of at least one chemical entity as described
herein. In some embodiments, provided are methods of treating heart disease in a subject in
need thereot comprising administering to the subject a therapeutically effective amount of at
feast one chemical entity as described herein. In some embodiments, provided are methods
of treating an established or diagnosed heart disease in a subject in need thereof comprising
adnunistering to the subject a therapeutically effective amount of at least one chenucal entity
as described herein. In some embodiments, provided are methods of preventing heart disease
1 a subject in need thereof comprising administering to the subject a therapeutically effective

amnount of at feast one chemical entity as described herem.

6141} Also provided herein is the use of a compound of Formulda (1), (1a), (Ib), (Ic), (Id),
(Ie), (Ify, (1g), (hy, {1y, (43), or (1), or a compound of Table 1, or a pharmaceutically

acceptable salt thereof in the manufacture of a medicament for treatment of a heart disease in
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a subject. In some aspects, provided is a compound or composition as described herein for
use in a method of treatment of the human or animal body by therapy. In some embodiments,
provided heretn are compounds of Formuala (I), (Ia), (Ib), (fc), (dd), (Ie), (1D, (g}, (I, (h),
{3, or (Ik), or a compound of Table 1, or a pharmaceutically acceptable salt thereof, for use
in a method of treatment of the human or animal body by therapy. In some embodiments,
provided herein are compounds of Fornmila (1), (Ia), (Ib), {Ic), (Id}, (Ie}, (), (g}, (Ih), (%),
(I1), or (Ik), or a compound of Table 1, or a pharmaceutically acceptable salt thereof, for use
in treating or preventing heart disease. In soroe embodiments, provided herein are compounds
of Formula (1), (1a), {Ib}, (c), dd), (Te), (1), (Ig), (Fh), (I}, (d}), or (k). or a compound of
Table 1, or a pharmaceutically acceptable salt thereof, for use in trealing heart disease. In
some embodiments, provided herem are compounds of Formula (1), (Ja), (ib), (Ic), (Id), (le),
(If), (g, (Ihy, (), dp. or (Ik}. or a compound of Table 1, or a pharmaceutically acceptable
salt thereof, for use in treating an established or diagnosed heart disease. In other
embodiments, provided herein are compounds of Formula (I}, (Ia), (Ib}, (d¢), {1d), (Ie), {ID),
(Ig). (dh), (), (1), or (Ik), or a compound of Table 1, or a pharmaceutically acceptable salt
thereof, for use in preventing heart disease. In some embodiments, provided herein are
compounds of Formula (1), (1a}, (Ib), (Ic), (Id), (e}, (ID), (g). (dh), (), (3), or (), or &
compound of Table 1, or a pharmaceutically acceptable salt thereof, for use in treating a
disease or condition associated with HCM. In some embodiments, provided herein are
compounds of Formula (I3, (1a), {Ib), (Ic), (Id), (Je). (i), {Ig), (Ih}, (1), {Ij). or {Ik}, or a
compound of Table 1, or a pharmaceutically acceptable salt thereof, for use in treating a
disease or condition associated with secondary left ventricular wall thickening. In some
embodiments, provided herain are compounds of Formula (1), (Ia), (ib), dc), (1d), (le), (if),
gy, by, (), (&), or (1K), or a compound of Table 1, or a pharmaceutically accepiable salt
thereof, for use in ameliorating a syroptom associated with heart disease. In other
embodiments, provided herein are compounds of Formula (1), (Ia), (Ib}. (ic), {Id), (le), (if),
(Ig), (dh), (1), (4j), or (1K), or a compound of Table 1, or a pharmaceutically acceptable salt
thereof, for use in reducing the risk of a symptom associated with heart disease. In other
embodiments, provided herein are compounds of Formula (), (Ia), (Ib), {d¢). (d), (Ie), (i),
(Ig}. (thy, (81}, (1), or (1k), or a compound of Table 1, or a pharmaceutically acceptable salt
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thereof, for use in treating a disease or condition associated with small left ventricular cavity,
cavity obliteration, hyperdynamic left ventricular contraction, obstruction of blood flow out
of the lefl ventricle, cardiac hypertrophy, small cardiac stroke volume, tropaired relaxation of
the teft ventricle, high left ventricle filling pressure, mvocardial ischenua, or cardiac fibrosis.
In certain embodiments, provided herein are compounds of Formula (), (da}. (Ib), (fc). (Id),
(Ie), (Ify, (1g), (hy, diy, (4p), or (1), or a compound of Table 1, or a pharmaceutically
acceptable salt thereof, for use 1n treating a disease or condition associated with small left
ventricular cavity and cavity obliteration, hyperdyunanuc left ventricular contraction,
myocardial ischemia, or cardiac fibrosis. In some embodiments, provided herein are
compounds of Formula (1), (1a), (Ib), (Ic), (Id), (e}, (ID), (g). (dh), (), (3), or (fk), or &
compound of Table 1, or a pharmaceutically acceptable salt thereof, for use in treating
muscular dystrophies. In some embodiments, provided herein are compounds of Formula (I},
(Ia), {Ib}, (Ic), {Id}, (Ie), (ID), (Ig}. (thy, (1), (§). or (3k), or a compound of Table 1, ora
pharmaceutically acceptable salt thereof, for use in treating a glycogen storage disease. In
other embodiments, provided herein are compounds of Formula (1), (Ia). (Ib), (Ic), (Id). (Ie},
{If), (g}, (Ihy, {11y, (&), or (Ik}, or a compound of Table 1, or a pharmaceuticaily acceptable
salt thereof, for use in modulating the cardiac sarcomere, such as inhibiting the cardiac
sarcomere. In vet other embodiments, provided herem are compounds of Formula (), (Ia),
(Ih), ey, (1d), (de), (), (dg), (dh), (i), (1), or (ik), or a compound of Table 1, ora

pharmaceutically acceptable salt thereof, for use in potentiating cardiac myosin.

#1421 In some embodiments, the subject is a mammal. In some embodiments, the
subject 1s a mouse, rat, dog, cat, pig, sheep, horse, cow, or human. In some embodiments, the
subject is a human. In some embodiments, the subject has an established or diagnosed heart
disease. In some embodiments, the subject has established or diagnosed hyvpertrophic
cardiomyopathy (HCM). In some embodiments, the subject is at risk for developing heart
disease. In some embodiments, the subject has a mutation that increases risk for heart
disease. In some embodiments, the subject has a nmutation that increases risk for hypertrophic
cardiomyopathy (HCM). In some embodiments, the mutation is a sarcomeric mutation. In

sorue embodiments, the mutation is a mutation in myosin heavy chain § (MHC-B), cardiac
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muscle troponin T (¢TnT), tropomyosin alpha-1 chain (TPM1), myosin-binding protein C
cardiac-type (MYBP(3), cardiac troponin I {cTnl), myosin essential light chain (ELC), titin
{(TTN}, mvosin regulatory light chain 2 ventricular/cardiac muscle isoform (MLC-2), cardiac
muscle alpha actin, muscle LIM protein (MLP), or protein kinase AMP-activated non-
catalytic subunit gamma 2 (PRKAG2). In some embodiments, the mutation is a mutation in
MHC-B. In some embodiments, the subject has established or diaghosed hypertrophic

cardiomyvopathy without a confirmed genetic sticlogy.

[0143] In some embodiments, the subject has a high risk of progressive symptoms. fn
some embodiments, the subject has a high risk of atrial fibrillation, ventricular
tachyarrhythmias, stroke, and/or sudden death. In some embodiments, the subject has a
reduced exercise capacity. In some ermnbodiments, the reduced exercise capactiy is as
compared to an age-matched conirol population. In some embodiments, the subject is

eligible for surgical intervention or percutaneous ablation to treat the heart disease.

6144} In some embodiments, the heart disease is hypertrophic cardiomyopathy (HCM).
In some embodiments, the heart disease 1s obstructive HCM. In some embodiments, the
eart disease is nonobstructive HCM. In some embodiments, the HCM is associated with a
sarcomeric mutation. In some embodiments, the HCM is associated with a non-sarcomeric
mutation. In some embodimenis, the heart disease is obstructive or nonobstructive HCM
caused by sarcomenic and/or non-sarcomeric mutations. In some embodiments, the
sarcomeric mutation is a mutation in a myosin heavy chaimn f§ (MHC-B), cardiac muscle
troponin T {(cTaT}, tropomyvosin alpha-1 cham (TPM1), myosin-binding protein C cardiac-
type (MY BPC3), cardiac troponin I (¢Tnl), mvosin essential light chain (ELC), titin (TTN),
myosin regulatory light chain 2 ventricular/cardiac muscle 1soform (MLC-2), cardiac muscle
alpha actin, or muscle LIM protein (MLP}. In some embodiments, the sarcomeric mutation is
a mutation in MHC-B. In some embodiments, the non-sarcomeric mutation is a mutation in

protein kinase AMP-activated non-catalytic subunit gamma 2 (PRKAG2).

[6145] In some embodiments, provided herein are methods of treating a disease or
condition associated with HCM, comprising admimstering 1o the individual or subject in need

thereof a compound of Formula (1), (a), (Ib), (Io), {1d), (e}, (1D, {1g), (hy, (I1), (1), or k), or
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a compound of Table 1, or a pharmaceutically acceptable salt thereof. In some embodiments,
the disease or condition is Fabry’s Disease, Danon Disease, mitochondrial cardiomyopathies,

or Noonan Syndrome.

[6146] Also provided herein is the use of a compound of Formula (B), (Ia), (Ib), (Ic), (Id},
(Ie), (Ify, (1g), (i, duy. (), or (§k), or a compound of Table 1, or a pharmaceutically
acceptable salt thereof in the manufacture of a medicament for {reatment of a disease or

condition associated with HCM.

(6147} In some embodiments, the heart disease is heart fatlure with preserved ejection
fraction (HFpEF). In some embodiments, the heart disease is diastolic dysfunction. In some
embodiments, the heart disease is cardiomyopathy. In some embodiments, the heart disease is
primary or secondary restrictive cardiomyopathy. In some embodiments, the heart disease ts
condition or symptoms caused by coronary arterv disease. In some emboduments, the heart
disease 15 myocardial infarction or angina pectoris. In some embodiments, the heart disease is
left ventricular outflow tract obstruction. In some embodiments, the heart disease is
hypertensive heart disease. In some embodiments, the heart disease is congenital heart
disease. In some embodiments, the heart disease is cardiac ischemia and/or coronary heart
disease. In some embodiments, the heart disease 18 diabetic heart disease. In other
embodiments, the heart disease 15 congestive heart failuore. In some embodiments, the heart
disease is right heart failure. In other embodiments, the heart disease is cardiorenal syndrome.
In some embodiments, the heart disease is infiltrative cardiomyopathy. In some
embodiments, the heart disease is a condition that is or is refated to cardiac senescence or
diastolic dysfonction due to aging. In some embodiments, the heart disease is a condition that

1s or 15 related to left ventricular hypertrophy and/or concentric left ventricular remodeling.

(6148} In some embodiments, the provided are methods of treating a disease or condition
associated with secondary left ventricular wall thickening in an individual or subject,
comprising administering to the individual or subject in need thereof a compound of Formuila
(1, da}, (b}, (ko). (d). (1e), (1), (g}, (Ihy, (1), (1), or {1k}, or a compound of Table 1, ora
pharmaceutically acceptable sali thereof. In some embodiments, the disease is hvpertension,

valvular heart diseases {aortic stenosis, Mitral valve regurgitation)}, metabolic syndromes
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(diabetes, obestty), end stage renal disease, scleroderma, sleep apnea, aroyvloidosis, Fabry’s

disease, Friedreich Ataxia, Danon disease, Noonan syndrome, or Pompe disease.

16149} Also provided herein is the use of a compound of Formula (1), {Ia}, (Ib), (Ic), (Id},
ey, (10, (g), (Thy, (), (1)), or (K}, or a compound of Table 1, or a pharmaceutically
acceptable salt thereof in the manufacture of a medicament for treatment of a disease or

condition assoctated with secondary left ventricular wall thickening.

{6150} In some embodiments, provided are methods of amelioraiing a symptom
associated with heart disease 10 a subject, compnising administering to the individual or
subject in need thereof a compound of Formula (I}, (Ia), (Ib), {ic), (id), (1e), (If), (o), (Th},
{Ii). (), or {3k}, or a compound of Table 1, or a pharmaceuiically acceptable salt thereof,
wherein the symptom is one or more selected {rom poor or reduced cardiac elasticity, poor or
reduced diastolic left ventricular relaxation, abnormal left atrial pressure {e.g., abnomally
high left atrial pressure}. paroxysmal or permanent atrial fibrillation, increased left atrial and
pulmonary capillary wedge pressures, increased left ventricular diastolic pressures, syncope,
ventricular relaxation during diastole, veninicular fibrosis, left ventricular hypertrophy, left
ventricular mass, increased left ventricular wall thickness, left ventricular mid-cavity
obstruction, increased systolic anterior motion of mitral valve, left ventricular outflow tract
obstruction, chest pain, exertional dyspnea, pre-syncope, abnormal exercise capacity, and

fatigue.

6151} In some embodiments, the provided are methods of reducing the risk of a
sympiom associated with heart disease in a subject, comprising administering to the
mndividual or subject in need thereof a compound of Formuda (1), (Ta), (Ib), (Ic), (fd). (e}, (5,
(Ig). (dh), (), (1), or (Ik), or a compound of Table 1, or a pharmaceutically acceptable salt
thereof, wherein the symptom is one or more selected from sudden cardiac death, poor or
reduced cardiac elasticity, poor or reduced diastolic left ventricular relaxation, abnormal left
atrial pressure (e.g., abnomally high left ainal pressure), paroxysmal or permanent atrial
fibriliation, ncreased left atrial and pulmonary capillary wedge pressures. increased left
ventricular diastolic pressures, syncope, ventricular relaxation during diastole, ventricular

fibrosis, left ventricular hypertrophy, left ventricular mass, increased teft ventricudar wall
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thickness, left ventricular mid-cavity obstruction, increased systolic anterior motion of mitral
valve, left ventricular outflow tract obstruction, chest pain, exertional dvspnea, pre-svncope,

abnormal exercise capacity, and fatigue,

8152} In some embodiments, the provided are methods of treating a disease or condition
associated with small left ventricular cavity, cavity obliteration, hvperdynanic left ventricular
contraction, obstruction of blood flow out of the left ventricle, cardiac hypertrophy, small
cardiac stroke volume, impaired relaxation of the feft ventricle, high left ventricle filling
pressure, nvocardial ischenua, or cardiac fibrosis in an individual or subject, coraprising
administering 1o the individual or subject in need thereof a compound of Formula (1), (Ia),
{Ib}, (Ic), {1d), (e}, (iD), (L), (Ih). (1), {L}), or (¥k}, or a compound of Table 1, ora

pharmaceutically acceptable salt thereof.

16153} In some embodiments, the provided are methods of treating a disease or condition
associated with small left ventricular cavity and cavity obliteration, hyperdynamic left
ventricular confraction, myocardial ischemia, or cardiac fibrosis in an individual or subject,
comprising administering to the individual or subject in need thereof a compound of Formula
(). (a), (b), {Ic), (dd), (e}, (i), (dg), {Ih), (11}, (I3}, or (Ik). or a compound of Table 1 ora

pharmaceutically acceptable salt thereof

16154} Also provided herein is the use of a compound of Formula (1), {Ia}, (Ib), (Ic), (Id},
(Ie), (15, (g, (hy, (), (0h), or {§K), or a compound of Table 1, or a pharmaceutically
acceptable salt thereof in the manufacture of a medicament for treatment of a disease or
condition assoctated with small left ventricular cavity and cavity obliteration, hyperdynamic

teft ventricular contraction, myocardial ischemia, or cardiac fibrosis.

[B185] In some embodiments, the provided are methods of treating muscular dystrophies
in an individual or subject {e.g., Duchenne muscular dystrophy), comprising adnvinistering to
the individual or subject in naed thereof a compound of Formula (1), {1a). (Ib), (Ic), (Id). (e},
{0, (g, (th), (I, (p, or (Ik), or a compound of Table 1, or a pharmaceutically acceptable
salt thereot. Also provided herein is the use of a compound of Formula (1), (Ia), (Ib), (I¢),

(Id), ey, (1), (g, (dh), (1), (43), or (Ik), or a compound of Table 1, or a pharmaceutically
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acceptable salt thereof in the manufacture of a medicament for {reatment of muscular

dystrophies {e.g., Duchenne muscular dystrophy}.

{6156} in some embodiments, the provided are methods of treating a glycogen storage
disease in an mdividual or subject, comprising administering to the individual or subject in
need thereot a compound of Formula (B), (Ia}, (Ib), (I}, (d), (), (i), (g), (dhy, (1), (), or
(i), or a compound of Table 1, or a pharmaceutically acceptable salt thereof Also provided
herein 1s the use of a compound of Formuda (F), (Ia), (Ib), (Ic), (I}, (Ie), (15, (0, (b, (1),
(I3}, or (1K), or a compound of Table 1, or a pharmaceutically acceptable salt thereof in the

manufacture of a medicament for treatment of a glvcogen storage disease.

{6157} Also provided are methods for modulating the cardiac sarcomere in an individual
or subject which method comprises administering to an individual or subject in need thereof a
therapeutically effective amount of at least one chenucal entity as described herein. In some
embodiments, provided are methods of inhibiting the cardiac sarcomere, comprising
contacting the cardiac sarcomere with at least one chemical entity as described herein, such
as a compound of Formula (I}, (fa), (ib), (dc), (Id), (Je), (D), (g, (dh), (), (), or (dk), ora
compound of Table 1, or a pharmaceutically acceptable salt thereof. Additionally provided
herein is the use of at least one chemical entity as described herein, such as a compound of
Formula (3}, (Jay, (Ib), (Ic), (Idy, (Te), (I, (g, (Fh), (11}, (0}, or (Ik}, or a compound of Table
1, or a pharmoaceutically acceptable salt thereof in the manufacture of a medicament for

inhibiting the cardiac sarcomere of an individual or subject.

{3158} Also provided are methods for potentiating cardiac myosin in an individual or
subject which method comprises administering to an individual or subject in need thereof a
therapeutically effective amount of at least one chemical entity as described herein such as a
compound of Formula (I). (¥a), (Ib), (Ic), (id), (e}, (D), (Ig), (dh), (1), (). or k). ora
compound of Table 1, or a pharmaceutically acceptable salt thereof Additionally provided
herein 1s the use of at least one chemical entity as described herein, such as a compound of
Formula (1}, (Ia), (Ib). (Ic), (d), (Te), (if), (), (Th), (1), (). or (Ik}. or a compound of Table
1, or a pharmaceutically acceptable salt thereof in the manufacture of a medicament for

potentiating cardiac myosin in an individual or subject.
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(6159} In some embodiments, the methods provided herein further comprise monitoring
the effectiveness of the treatment. FExamples of indicators include, but are not limited {o
tmprovement in one or more of the followimg: New York Heart Association (NYHA)
Functional Classification, exercise capacity, cardiac elasticity, diastolic left ventricular
relaxation, left atrial pressure, paroxvsmal or permanent atrial fibrillation, left atrial and
pulmonary capillary wedge pressures, left ventricular diastolic pressures, syncope, ventricular
relaxation during diastole, veniricular fibrosis, lefl ventricular hypertrophy, left ventricular
mass, lett ventricular wall thickness, left ventricular nud-cavity obstruction svstolic anterior
motion of mitral valve, left ventricular outflow tract obstruction, chest pain, exertional
dyspnea, pre-syncope, abnormal exercise capacity, and fatigue. These indicators can be
mounttored by techriques known in the art including self-reporting; ECG, including
ambulatory ECG; echocardiography: cardiac MRI; CT; biopsy; cardiopulmonary exercise

testing (CPET); and actigraphy.

160} In some embodiments, the compound reduces the contractility of a cardiomyocyte.
In some embodiments, the compound reduces the contractility of a cardiomyocyte by greater
than 409%, such as greater than 45%, 50%, 60%, 70%, 80%, or 90%. In some embodiments,
the compound reduced the contractility of a cardiomyocyte 40%-90%, such as 40%6-80%, 40-
70%, 50%-50%, 50%-80% or 50%-70%. In some embodiments, the compound does not
significantly alter calcium transients in the cardiomyocyte. In some embodiments, the
compound decreases the ATPase activity in a cardiomyocvie. Methods of measuring
contractifity, ATPase activity, and calciurm transients are known 1n the art, for example, by
calcium labeling, electrophysiological recordings, and microscopic imaging. In some
embodiments, the compound does not significantly inhibit or induce a cvtochrome P450
{CYP) protein.

6161} In some embodiments, the subject has a left ventricular wall that 1s thicker than
normal prior to treatment. In some embodiments, the subject has a left ventricular wall
thickness that is greater than 15 mm, such as greater than 18 mm, 20 mm, 22 nun, 25 mm, or
30 mm prior to treatment. In some embodiments, the left ventricular wall thickness is

reduced by greater than 5%, such as greater than 8%, 10%, 12%, 15%, 20%, or 30%
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following treatment. Left ventricular wall thickness can be measured by methods known in

the art, such as by echocardiography, CT scan, or a cardiac MRL

16162} in some embodiments, the subject has abnormal cardiac fibrosis prior to
treatment. Tn some embodiments, the abnormal cardiac fibrosis 1s reduced by greater than
5%, such as greater than 8%, 10%, 12%. 15%, 20%, or 30% following treatment. Cardiac

fibrosis can be measured by methods known in the art, such as by biopsy or a cardiac MRI.

#1631 In some embodiments, the subject has reduced exercise capacity prior to
treatment. In sore embodiments, the exercise capacity of the subject is increased by greater
than 5%, such as greater than 8%, 10%. 12%, 15%, 20% or 30% following treatment. In
some embodiments, the exercise capacity is measured by cardiopulmonary exercise testing
{CPET). CPET measures changes in oxygen consumption {VO; max}). Methods of
measuring CPET and VO, moax are well known in the art (Malhotra ef o/, JACC: Heart
Failure, 2016, 4(8): 607-616; Guazzi et al., } Amer College Cardiol, 2017, 70 (13): 1618-
1636; Rowin et al., JACC: Caniovasc Imaging, 2017, 10(11):1374-1386). In some
embodiments, VO, max is iraproved by more than | mL/kg/m’, such as more than 1.2
mb/kg/m’. 1.4 mL/kg/m’, 1.5 mL/kg/ny’, 1.7 mL/kg/m’, 2 mL/kg/m”. 2.2 mL/kg/m’, 2.5

mb/kg/m”, 3 mb/kg/my, 3.2 mb/kg/m”, or 3.5 mb/kg/m” following treatment.

(0164} in some embodiments, the subject has a New York Heart Association (NYHA)
Functional Classification of H, 111, or [V prior to treatment. In some embodiments, the
subject has a New York Heart Association (NYHA} Functional Classification of HI or IV
prior to treatment. In some embodiments, the subject has a New York Heart Association
(NYHA) Functional Classification of TV prior {o treatment. In some embodiments, the
subject remains in the same NYHA functional class or has a reduced NYHA functional class
following treatment.

[0165] In some embodiments, VO, max is improved by more than 1 mL/kg/m’, such as
more than 1.2 mL/kg/m’, L4 mL/kg/m’, 1.5 mL/kg/m’, 1.7 mL/kg/nt’, or 2 mL/kg/m’ and the
subject has a reduced NYHA functional class following treatment. In some embodiuments,

e . » P - I ; :ll i ; 2 - ; 2
VO, max is improved by more than 2.5 mL/kg/m’, 3 mL/kg/m’. 3.2 mL/kg/m’, or 3.5
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, ;0 . . . [ .
ml/kg/m” and the subject remains n the same NYHA functional class or has a reduced

NYHA functional class following treatment.

16166} In some embodiments, daily fimction and/or activity level of the subject is
improved following treatruent. Improved daily function and/or activity level may be

measurad, for example, by journaling or actigraphy, such as a FitBit or FitBit-like monitors.

16167} In some embodiments, the subiect has one or more of decreased shortneass of
breath, decreased chest pain, decreased arrhvthimia burden, such as atrial fibrillation and
ventricular arrhythmias, decreased incidence of heart failure, and decreased veniricular

outflow obstruction following treatment.

Dosages

{6168} The compounds and compositions disclosed and/or described herein are
administered at a therapeutically effective dosage, e.g., a dosage sufficient to provide
treatment for the disease state. While human dosage levels have vet to be optinuzed for the
chemical entities described herein, generally, a daily dose ranges from about 0.01 to 100
mg/kg of body weight; in some embodiments, from about 0.05 to 10.0 mg/kg of body weight,
and n some embodiments, from about 0.10 to 1.4 mg/kg of body weight. Thus, for
administration to a 70 kg person, in some embodiments, the dosage range would be about
from 0.7 to 7000 mg per day; in some embodiments, about from 3.5 to 700.0 mg per day, and
i some ernbodirsents, about {rom 7 to 100.0 mg per dav. The amount of the chemical entity
administered will be dependent, for example, on the subject and disease state being treated,
the severity of the affliction, the manner and schedule of administration and the judgment of
the prescribing physician. For example, an exemplary dosage range {or oral administration is
from about 5 mg to about 500 mg per day, and an exemplary intravenous admimstration
dosage is from about 5 mg to about 5300 mg per day, each depending upon the compound

pharmacokinetics.

8169} A daily dose is the total amount administered in a day. A daily dose may be, but
is not limmited to be, adminustered each dav, every other day, each week, every 2 weeks, every

month, or at a varied interval. In some embodiments, the daily dose is administered for a
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period ranging from a single day to the life of the subject. In some embodiments, the daily
dose is administered once a day. In some embodiments, the daily dose 15 administered in
muiltiple divided doses, such as i 2, 3, or 4 divided doses. In some embodiments, the daily

dose 1s admunistered in 2 divided doses.

16170} Adminisiration of the compounds and compositions disclosed and/or described
herein can be via any accepted mode of administration for therapeutic agents including, but
not limited to, oral, sublingual, subcutaneous, parenteral, intravenous, intranasal, topical,
transdermal, infraperitoneal, intramuscular, intrapulmonary, vaginal, rectal, or intraccular
adnunistration. In some embodiments, the compound or composition is adnunistered orally or
intravenously. In some embodiments, the compound or composition disclosed and/or

described hervein is adminisiered orally,

10171} Pharmaceutically acceptable compositions include solid, senu-solid, liguid and
aerosol dosage forms, such as tablet, capsule, powder, liquid, suspension, suppository, and
aerosol forms. The compounds disciosed and/or described herein can also be administered in
sustained or controlled release dosage forms {(e.g., controlled/sustained release pill, depot
injection, osmotic pump, or transdermal (including electrotransport) patch forms) for
prolonged timed, and/or pulsed administration at a predetermined rate. In some embodiments,
the compositions are provided in unit dosage forms suitable for single admimstration of a

precise dose.

16172} The compounds disclosed and/or described herein can be administered either
alone or in combination with one or more conventional pharmaceutical carriers or excipients
{e.g., mannitol, lactose, starch, magnesium stearale, sodium saccharine, talcum, cellulose,
sodium crosscarmellose, glucose, gelatin, sucrose, magnesium carbonate). If desired, the
pharmaceutical composition can also contain minor amounts of nontoxic auxiliary substances
such as wetting agents, emulsifying agents, solubilizing agents, pH buffering agents and the
like (e.g., sodium acetate, sodium citrate, oyclodextring derivatives, sorbitan monolaurate,
triethanclamine acetate, triethanolamine oleate). Generally, depending on the intended mode
of administration, the pharmaceutical composition will contain about 0.005% 1o 95%, or

about 0.5% 10 50%, by weight of a compound disclosed and/or described herein.  Actual
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methods of preparing such dosage forms are known, or will be apparent, to those skilled in
this art; for example, see Remingfon's Pharmaceutical Sciences, Mack Publishing Company,

Easton, Pennsylvania.

8173} In some embodiments, the compositions will take the form of a pill or tablet and
thus the composition may contain, along with a compounds disclosed and/or described
herein, one or more of a diluent (e g., lactose, sucrose, dicalcium phosphate}, a lubricant {(e.g.,
magnesium stearate), and/or a binder {e.g., starch, gum acacia, polyvinylpyrrolidine, gelatin,
cellulose, cellulose derivatives). Other solid dosage forms include a powder, marume,
solution or suspension {e.g., in propylene carbonate, vegetable oils or triglycerides)

encapsulaied in a gelatin capsule.

10174} Ligud pharmaceutically adminisirable compositions can, for example, be
prepared by dissolving, dispersing or suspending etc. a compound disclosed and/or described
herein and optional pharmaceutical additives in a carrier {e.g., water, saline, aqueous
dextrose, glycerol, glycols, ethanol or the like) to form a solwtion or suspension. Injectables
can be prepared i conventional forms, either as liquid solutions or suspensions, as
emulsions, or in solid forms suitable for dissolution or suspension in Hguid prior fo injection.
The percentage of the compound contained in such parenteral compositions depends, for
example, on the physical nature of the compound, the activity of the compound and the needs
of the subject. However, percentages of active ingredient of 0.01% to 10% in solution are
employable, and may be higher if the composition is a solid which will be subsequently
diluted to another concentration. In some embodiments, the composition will comprise from

about 0.2 10 2% of a compound disclosed and/or described herein i solation,

[8175] Pharmaceutical compositions of the compounds disclosed and/or described herein
may also be administered to the respiratory tract as an aerosol or solution for a nebulizer, or
as a microfine powder for insufflaiion, alone or in combinaiion with an inert carrier such as
lactose. In such a case, the particles of the pharmaceutical composition may have diameters

of less than 50 microns, or in some embodiments, less than 10 microns.
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(8176} In addition, pharmaceutical compositions can include a compound disclosed
and/or described herein and one or more additional medicinal agents, pharmaceutical agents,
adjuvants, and the like. Suttable medicinal and pharmaceutical agents include those

described herein.

Kits

@177} Also provided are articles of manufacture and kits containing any of the
compounds or pharmaceutical compositions provided herein. The article of manufacture may
comprise a container with a label. Suitable containers include, for example, bottles, vials,
and test tubes. The containers may be formed from a variety of materials such as glass or
plastic. The container may hold a pharmaceutical composition provided herein. The label on
the container may indicate that the pharmaceutical composition is used for preventing,
treating or suppressing a condition described herein, and may also indicate directions for

either in vivo or in vifro use.

In one aspect, provided herein are kits containing a compound or composition described
herein and instructions for use. The kits may contain instructions for use i the treatment of a
heart disease in an individual or subject in need thereof. A kit may additionally contain any
materials or equipment that may be used in the administration of the compound or

composifion, such as vials, syringes, or IV bags. A kit may also contain sterile packaging.

Combinations
[#178} The compounds and compositions described and/or disclosed herein may be
adnunistered alone or in combination with other therapies and/or therapeutic agents useful in

the treatment of the aforementioned disorders, diseasses, or conditions.

{6179} The compounds and compositions described and/or disclosed herein may be
combined with one or more other therapies to treat a heart disease, such as HCM or HFpEF.
In some embodiments, the one or more therapies include therapies that retard the progression
of heart fariure by down-regulating neurchormonal stimulation of the heart and attempt {o

prevent cardiac remodeling {e.g., ACE mhbitors, angiotensin receptor blockers {ARBs), B-
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blockers, aldosterone receptor antagonists, or neural endopeptidase inhibitors). In some
embodiments, the one or more therapies inchide therapies that improve cardiac function by
stimnulating cardiac contractility (e.g., positive mnolropic agents, such as the B-adrenergic
agonist dobutamine or the phosphodiesterase inhibitor nulrinone). In other embodiments, the
one or more therapies include therapies that reduce cardiac preload (e.g., diwretics, such as
furosemide} or afterload {vasodilators of any class, including bui not limited to calcium
channel blockers, phosphodiesterase inhibitors, endothelin receplor antagonists, renin

wmhibitors, or smooth muscle myosin modulators).

(6180} The compounds and compositions described and/or disclosed herein may be
combined with one or more other therapies to treat HCM or HFpEF. In some embodimenits,
the compounds and/compositions may be combined with a B-blocker, verapamil, and/or

disopyramide.

(reneral Synthetic Methods

[BI81] Compounds of Formula (1), (Ia), (Ib}, (Ic), (Id), (e}, (1), (g, dh), (1), (0. and
(Ik} will now be described by reference to illustrative synthetic schemes for their general
preparation below and the specific examples that follow. Artisans will recognize that, to
obtain the various compounds herein, starling materials may be suitably selected so that the
uwltimately desired substituents will be carnied through the reaction schere with or without
protection as appropriate to yield the desired product. Alternatively, it may be necessary or
desirable to employ, in the place of the ulmately desired substituent, a suitable group that
may be carried through the reaction scheme and replaced as appropriate with the desired
substituent. In addition, one of skill in the art will recognize that protecting groups may be
used to protect certain functional groups (amino, carboxy, or side chain groups) from reaction
conditions, and that such groups are removed under siandard conditions when appropriate,
Unless otherwise specified, the variables are as defined above in reference to Formula (),

(la). (Ib). (Ic), (Xd). (e), (1), (). (th), (11), (1)), and (tk).

6182} Where it is desired to obtain a particular enantiomer of a compound, this may be

accomplished from a corresponding mixture of enantiomers using any suitable conventional
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procedure for separating or resolving enantiomers. Thus, for example, diastereomeric
derivatives may be produced by reaction of a mixture of enantiomers, e.g. a racemate, and an
appropriate chiral compound. The diastereomers may then be separated by any convenient
means, for example by crvstallization and the desired enantiomer recovered. In another
resolution process, a racemate may be separated using chiral High Performance Liguid
Chromatography. Aliernatively, if desired a particular enantiomer may be obtained by using

an appropriate chiral intermediate in one of the processes deseribed.

{0183} Chroroatography, recrystallization and other conventional separation procedures
may also be used with intermediates or final products where it is desired to obtain a particular

isomer of a compound or to otherwise purify a product of a reaction.

[6184] General methods of preparing compounds described herein are depicted in
exemplified methods below. Vanable groups in the schemes provided herein are defined as
for Formula (1), (Ia}, (Ib), dcy. (d), (e}, (D), (g). (bh), (i), (1j), and (Ik}, or any variation
thereof. Other compounds described herein may be prepared by similar methods.

[3185] In some embodiments, compounds provided herein may be synthesized according

to Scheme A.

Scheme A
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wherein G, G, 53, R, RS, R, R, Z, and B are as defined {or formula (F), or any variation

thereof detailed herein, LG 1s aleaving group, and PG is a protecting group.

[0186] In some embodiments, compounds provided herein may be synthesized according

to Scheme B.
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wherein Gy, Gy, G5, R R R, R, Z, and B are as defined for formula (1), or any variation

thereof detailed herein, and LG 15 a leaving group.

[0187]
to Scheme C.
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wherein Gi. G, Gs, R R R RY, 7. and B are as defined for formula (). or any variation

thereof detailed herein, and LG is a leaving group.

[0188] In some embodiments, compounds provided herein may be synthesized according

to Scheme D,
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wherein Gy, Gy, Gs, R R R® RYM 7 and B are as defined for formula (), or any variation

thereof detailed herein, and LG is a leaving group.

[0189] In some embodiments, compounds provided herein may be synthesized according

to any one of Schemes 1. B2, E3 and F4.
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wherein Gy, G», Go, R, R R RM. Z, and B are as defined for formula (), or any variation

thereof detailed herein, LG is a leaving group, and PG is a proteciing group.

10190} In some embodiments, compounds provided herein may be synthesized according

to any one of Schemes F1, F2, and F3.

Scheme F1

Scheme F2

190



WO 2019/144041 PCT/US2019/014344
“\ '\j -0 ¢}
R2 GGy T\) Br“Br Br o R Gy C;_“-R A RZ2 GG, .
Q —pR! \g ) R iy O"'\ VRN R
el 3k o P75 AN L I O G
= Ny T > Br }_GS HN‘{ 14 N MGS HMN
—Ga 1N RB 7--B R 3
3 —_ R
R Z—B £
Eod £-11
Scheme F3
0] R2 .
J& N & u) =y R GGy
——. —f2 1 [ ~. N o) - R’]
< " S’“" — o \M{)—
e E42 / "'Gé HN—PG  —mmrrmeen )""*"“/ \H
/...‘{)‘ HN-PG R 3 A 4 33 2
3 R R
R F-13 F1a
F-4 -
G o) o Q0
R R\j /G1 "G 1 HO’I{\Z_B or Ci"'ﬁz_s or B_Z/JLO/U\Z“B R R GGy .y
""""" I o D F-16 F-17 F-18 T \> w o
~O G, NH, Neg Ned, -
R R3 7-8
F-a3 F48

wherein G, Gy, G2 RL R R R Z and B are as defined for formula (1), or any variation

thereof detailed herein, and PG is a protecting group.

[0191]
o Scheme G
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Scheme G
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wherein G, G, G5, R, R, R’ R, Z, and B are as defined for formula (I}, or anv variation
thereof detailed herein, and LG 15 a leaving group.

[0192] In some embodiments, compounds provided herein may be synthesized according

to Scheme H.
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Scheme H
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wherein Gy, G, Go. RL R R, Z A and B are as defined for formuda (), or any varigtion

thereof detailed herein, and LG 15 a leaving group.

6193} In some embodiments, compounds provided herein may be synthesized according

o Scheme

Scheme |

l’_O\ /Q ’/
2 N BB - B 5-G
54 Ay % 1 2 e
R)—---- ¢ Gz---R" °© 0 | B L0 5 SR A—LG P R
LG / 3 o S— i wd o _— A___/ Nl
Gn HN-‘/< Pd complex /\'O \22‘33 HN-{ Ga ..gN...
R B R Z-B R? _—
-1 -2 '3

wherein Gy, G, Go. RLRS R, Z, A, and B are as defined for formula (1), or any variation

thereof detailed herein, and LG 1s a leaving group.
194} In some embodiments, compounds provided herein may be synthesized according

to Scheme J.
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WO 2019/144041
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wherein G, G», Gs. RL, R R, Z, B, and R" are as defined for formula (1), or any variation
thereof detailed herein,
[©#195] In some embodiments, compounds provided herein may be synthesized according

to Scheme K.
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wherein Z, B, and R'' are as defined for formula (1), or anv variation thereof detailed herein.

{3196} In some embodiments, compounds provided herein may be synthesized according

to Schemes L1 and L2
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wherein G, Gy, G5, R*, R°, R, Z, B, and R are as defined for formula (I}, or any variation

thereof detaited heremn.

[0197]

to Scheme M.
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Scheme M
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wherein Gy, Gs, R, R°. R Z, B, and R are as

thereof detatled herein.

10198
to Schemes N1 and N2,

Scheme Ni

defined for formula (1), or any variation

In some embodiments, compounds provided herein may be synthesized according
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wherein Gy, R%, R, Z. and B are as defined for formula (I}, or any variation thereof detailed

herein, X is a halogen, and PG is a protecting group.
[0199] In some embodiments, compounds provided herein may be synthesized according

to Scheme O,

Scheme O
: 0 ™
R? GGy RE GGy oo
add N e A
=, HN-PG PGy NHy
R3 R.S
01 .2
RZ G1“G?
FU
A y-B
=gy HN- *(
.
-3

wherein Gi, G, Go. RL, R R A, and B are as defined for formula (D), or any variation
thereof detailed herein, PG is a protecting group, v 15 HO-, HN (R}, or HOR'-, and Y is -O-,
N(R)-, or ~OR’-.

16200} Particular non-limiting examples are provided in the Example section below.
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EXAMPLES
[6201} The following examples are offered to llustrate but not to limit the compositions,
uses, and methods provided herein. The compounds are prepared using the general methods

described above.

6202} The following abbreviations are used throughout the Examples: TEA
{trimethylamineg), DCM {dichloromethane), (BochO (di-tert-butyl decarbonate), EA (Ethyl
acetate), PE (Petroleum sther, DMF (N N-dimethyiformamide), DIEA (N-ethyl-N-
isopropyipropan-2-amine}, HATU (1-{Bis{dimethylanminomethylene}-1H-1,2,3-triazolo{4.5-
bipyridinium 3-oxid hexafluorophosphate), HOAt (1-Hydroxy-7-azabenzotriazole), HOBt
{Hvdroxybenzotriazole), EDCI (1-Ethyvi-3-(3-dimethvlamimopropylicarboditmide), MeOH
(methanol), F1OH (ethanol}, 1PrOH (propan-2-ol), AUN (acetonitrile), TFA (triflucroacetic
acid), DPPA (Diphenylphosphoryl azide), DBU (1.8-Diazabicyclo{5 4. Oyundec-7-ene}, THF
{(tetrahydrofuran), PPh; (tniphenylphosphane), SM (starting material), Hex (hexane), NCS (N-
chlorosuccininmude}, 1.1 (foom temperature), DCE (dichloroethane), FA (formic acid), CHCl;
{Chloroform), BnBr (benzyl bromide), HCI (hydrogen chloride), equiv {equivalent), and DSC

{bis(2,5-dioxopyrrolidin-1-y1} carbonate}.

Example |
Synthesis of Compound 17

1. Synthesis of Intermediate 1-2:

5
O~§-0H
N N O NaoHmo B
L By . N
HN- LR
NalQy, H0 NV
12

18203] To asolution of 4-bromo-1H-pyrazole {50 g, 340 mmol, 1.0 equiv} in sodium

hydroxide (3.7 N, 555 mL) was added (amincoxy)sulfonic acid (116 g, 1.0 mol, 3.0 equiv).
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The nuxture was stirred for 30 min and extracted with DCM (500 mL). The organic layer
was washed with brine (200 mL} twice, dried over anhvdrous sodium sulfate, concenirated
under reduced pressure, and poured into DCM (400 mi.) and water {200 mL). To the
resulting solution was added NalQy (147 g, 685 mmol, 2.0 equiv) at 0 °C. The mixture was
stirred overnight, diluted with DCM {500 mL), washed with brine (200 mL) twice, dried over
anhydrous sodium sulfate, and concentrated under reduced pressure to afford 25 g of 5-

bromo-1,2,3-triazing as brown oil.

2. Synthesis of Intermediate 1-3:

) ij
Br = — N Br
N o

N CHOl; ‘%N

1-2 1-3
16204] To asolution of 5-bromo-1,2,3-triazine (25 ¢, 156 mmol, 1.0 equiv} in CHCly

(500 mi} was added I-(cvclopent-1-en-1-vl)pyrrolidine (25.8 g, 188 mmol, 1.1 equiv). The
mixture was stirred at 45 °C for 1 h, diluted with DCM (500 mL), washed with brine (300 L)
twice, dried over anhydrous sodium sulfate, concentrated under reduced pressure, and

purified by silica gel chromatography (EA/PE, 10/90}) to give 11 g (36%) of 3-bromo-

5H,6H . 7TH-cyclopentalblpyridine as a brown sohid

3. Synthests of Intermediate 1-4:

Br
L .
N DCE
1-3

O
1-4

[0205] To a solution of 3-bromo-3H.6H,7H-cyclopentalbipyndine (11.9 g, 60.0 nunol,
1.0 equiv) in DCE (120 mL) was added m-CPBA (20.7 g, 120 mmol, 2.0 equiv). The

mixture was stirred at 70 °C overnight, cooled to r.t., diluted with DCM (200 mL}), washed
with saturated sodium bicarbonate solulion (200 mL) twice, dried over anhyvdrous sodium

sulfate, concentrated under reduced pressure, and purified by silica gel chromatography
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(MeOH/DCM, 10/90) to afford 12 g (93%) of 3-bromo-5H,6H,7H-cyclopentalblpyndin-1-

um-1-olate as an off~white solid.

4. Synthesis of Intermediate 1-5:

o o
Br L /’kg/[\ Br =

St N
N MeOH, NaQH(1M) ;
i OH
Q.
14 1-5

16206} A solution of 3-bromo-3H,6H,7H-cyclopentalbipyridin-i-tum-1-olate (12.2 g,
57.0 mmol, 1.0 equiv) in acetic anhvdride (30 mL) was stirred at 110 °C for 3 h, cooled to
R.T., concentrated under reduced pressure, and poured into a NaGH solution {1 N, 30 mL)
and MeOH (30 mL). The nuxture was stirred overmight at .1, diluted with EA (300 mL),
washed with brine (100 mL) twice, dried over anhvdrous sodium sulfate, concentrated under
reduced pressure, and purified by sitica gel chromatography (EA/PE, 50/50) to afford 5.7 ¢

(47%) of 3-bromo-5H 6H, TH-cyclopentalblpyridin-7-ol as a brown solid.

3. Synthesis of Intermediate 1-6:

2 Br

NH M
T

O —

OH DBAD, PPh,, THF

N

15 1-6

18207} To a solution of 3-bromo-5H,6H, 7H-cyclopentalbipyrndin-7-01 (5.8 g, 27.1 mmol,
1.0 equavy in THF (100 mL) were added 2,3-dithydro-1 H-isoindole-1,3-dione (4.4 g, 299
mnol, 11 equiv), PPh; (8.9 g, 34.0 ramaol, 1 25 equiv), and DBAD (7.52 g, 32.7 romol, 1.21
eguiv) under nitrogen. The mixture was stirred for 3 h, diluted with EA {300 mL), washad
with brine {100 mL) twice, dried over anhvdrous sodium sulfate, concentrated under reduced

pressure, and purified by silica gel chromatography (EA/PE, 10/90) to afford 7.3 g (79%) of

201



WO 2019/144041 PCT/US2019/014344

2-{3-bromo-5H,6H . 7TH~cvclopentalblpyndin-7-v1i-2,3-dihv dro-1 H-isoindole-1,3~dione as a

brown solid.

6. Synthesis of Intermediate 1-7:

o |
N Br

\ /f
N-”  hydrazine hydrate |
O Do
= EtOH N
NH,
s
1-6 17

{6208} To a solution of 2-{3-bromo-5H,6H,7H-cyclopental bipyridin-7-y1}-2,3-dihydro-

1 H-isoindole-1,3-dione (7.6 g, 22.2 mmol, 1.0 equiv) in ethanol (80 mL) was added
hydrazine hydrate (4.4 g, 88.7 mumol, 4.0 equiv). The mixture was stirred at 80 °C for 2 h,
cooled to r.t, concentrated under reduced pressure, and purified by silica gel chromatography
(MeOH/DCM, 15/85) to afford 1.5 g (32%) of 3-bromo-5H 6H.7H-cyvclopentalbipyridin-7-

amine as a brown sohid.

7. Svuthesis of Intermediate 1-8:

O
{
Cl N B
=13
N [
s Sy
S

, HN
NH,  TEA DCM

My

O

1-7 1-8
6209} To asolution of 3-bromo-3H,6H,7H-cyclopentalblpynidim-7-amine (480 mg, 2.3

mmol, 1.0 equiv) in DCM (10 mL) cooled to 0 °C were added benzovl chioride (317 mg, 2.3
mmol, 1.0 equav) and TEA (114 mg, 1.1 mmol, 0.05 equiv). The mixture was stirred for 30
min, diluted with EA (100 mL), washed with brine (30 mL)} twice, dried over anhydrous
sodium sulfate, concentrated under reduced pressure, and purified by silica gel
chromatography (EA/PE, 30/70) to afford 240 mg (34%) of N-{3-bromo-5H,6H.7H-

cyclopentalblpyridin-7-ylibenzamide as a white solid.
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8. Synthesis of Intermediate 1-9;

NC

N 7
- i KsFe(CN)s 3H0 o~
N HN 2nd-Xphos, X-phos, KOAC Nt
% dioxane/H,0, 100°C O
1-8 1-9

#2106} To asolution of N-[3-bromo-SH 64, 7H-cyclopentalblpyridin-7-vl]benzamide
(230 mg, 0.7 mumol, 1.0 equiv) in a muxture of dioxane (6 mi) and water {6 mL) were added
FeK (TN 3H,0 (376 mg, 1.2 equiv), 2nd-Xphos (112 mg, 0.2 equiv), X-phos (72 mg, 0.2
equiv), and KOAc (214 mg, 2.2 mmol, 3.0 equuv} under nitrogen. The mixture was stirred at
90 °C overnight, cooled to vt diluted with EA {50 mL), washed with brine (20 mL} twice,
dried over anhydrous sodium sulfate, concentrated under reduced pressure, and purified by
silica gel chromatographyv (EA/PE, 30/70} to afford 100 mg (52%) of N-{3-cyvano-3H.6H TH-

cyclopentalblpyndin-7-ylibenramide as an off-white solid.

9. Svnthesis of Intermediate 1-10:

NC
NH,-OH.HCH
NaHCO3,MetOH

1-8 1-10
6231} To asolution of N-{3~cvano-5H.6H,7H-cyclopentalbipyridin-7-vi{benzanide (100

mg, .38 mmol, 1.00 equiv) in MeOH (8 mL) were added hydroxviamine hydrogen chloride
(79 mg, 1.15 mmol, 3.0 equiv) and sodium bicarbonate (128 mg, 1.5 mmol, 4.0 equiv). The
mixture was stirred at 80 °C for 2 h and concentrated under reduced pressure to afford 110
mg of N-{3-{N-hydroxvcarbamimidovi)-3H,6H,7H-cyclopental bipyndin-7-vijbenzamide as

an off-white solid.

10. Synthesis of Compound 17:
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¢ O
~ A N o
28 O = 7N
\_\ /\E:N/’}_C:N J\ﬁ ~

s

Dicxane igluene

G
1-16 Compound 17
#2123 To asolution of N-{3-(N-hydroxycarbamimidoyl}-554,6H,7H-

cyclopentalblpyridin-7-yijbenzamide (100 mg, 0.34 mmol, 1.0 equv) in dioxane (8 mL) was
added propanovl propanoate (0.8 mbL). The mixture was stirred at 90 °C for 2 h and
concentrated under reduced pressure. The mixture was re-dissolved in toluene (3 mbL) and
heated at 150 °C for 2 h. The mixture was then cooled to r.t., concentrated under reduced
pressure, and purified by Prep-HPLC with the following conditions: (2#-AnalyseHPLC-
SHIMADZUHPLC-10)): Column, XBridge Shield RP18 OBD Column, Sum,19%*150mm;
mobiie phase, water {0.05%NH;H,0) and ACN (24.0% AUN up 1o 54.0% in 8 min);
Detector, UV 220nm. This resulted in 5.9 mg (8%} of N-(3~(5-ethy}-1.2.4-oxadiazol-3-y1}-
6,7-dihy dro~-3H-cyclopentalblpyridin-7-vlbenzamide (Corapound 17) as a white solid.
LRMS (ES) nvz 335 (M+H). "H-NMR: (CDCl. ppm). 8.93 (m, 1H), 8.85 (m, 1H), 8.19 (m,
1H), 7.86 (m, 2H), 7.46 (m, 3H), 5.55 (m, 1H), 3.01 (m, 4H), 2.53 (m, 1H), 2.02 (m, 1H),
1.31 (m, 3H).

[0213] The following compounds were prepared by methods analogous to the method

described for Compound 17:

Compound No. | LRMS (ESym/z
108 M+H=350

Example 2
Synthesis of Compound 42
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/
......E\é)(
7o |
! =N ™ O
XN’%QC& AN
Dioxane, raflux [if\/

Compound 42

110
{6214} To asolution of N-[3-(N-hydroxycarbamimidoyl}-5H,6H.7H-

cyclopentalblpyndin-7-yijbenzanude (R0 mg, 0.27 romol, 1.0 equiv) in dioxane {6 mL) was
added (1, 1-dimethoxyethvl}dimethylamine (144 mg, 1.08 mmol, 4.0 equiv). The mixture
was stirred at 90 °C for 2 h, concentrated under reduced pressure, and purified by Prep-HPLC
with the following conditions: (Column, X-Bridge, C18, Shield RP, 19%150rmm 5umy, mobile
phase, water with 0.05%NH;H,0 and ACN (20.0% ACN up to 48.0% in 8 nun); Detector,
UV 21(/254nm. This purification afforded 7.6 mg (9%} of N-{3-{5-methvi-1,2 4-oxadiazol-
3-vD)-6,7-dihy dro-5H-cyclopentalblpynidin-7-yDbenzamide (Compound 42} as a white solid.
LRMS (ES) vz 321 (M+H), 'H-NMR: {300 MHz, Methanol-d;_ppm) § 9.02 — 8.95 {m,
1H), 8.33 - 8.26 (m, 1H), 7.92 — 7.82 (m, 2H), 7.57 — 7.45 (m, 1H), 7.44 (dd, /= 83, 6.5 Hz.
2H), 5.62 (1.7 = 8.5 Hz, 1H), 3.22 - 2.93 (m. 2H), 2.82 - 2.64 (m, 1H), 2.65 (s, 3H), 2.11 (dq.
J=12.8, 9.0 Hz, 1H).

Example 3

Synthesis of Compound 94

o0
F\HKO/LK‘/F F
7 3\ £ ; E/\jcj\}{g:;\ o
. O Ny g’b

Dicxane

Compound 84

1-10
#2158} To asolution of N-[3-(N-hydroxycarbamimidoyl}-5H,6H.7H-

cyclopentalblpyndin-7-vijbenzamide (60 mg, 0.2 ramol, 1.0 equiv) in dioxane {5 mL) was
added 2.2-difluoroacety] 2, 2-difluoroacetate {53 mg, 0.3 mmol, 1.5 equiv). The mixture was
stirred at 60 °C for 2 h, concentrated under reduced pressure, and purified by Prep-HPLC

with the following conditions: (Column, X-Bridge, C18, Shield RP, 19%150mm 5um; mobile
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phase, water with 0.05%NH;H,0 and ACN (27.0% ACN up to 57.0% in 8 min); Detector,
UV 210/254nm. This purification afforded 7.5 mg {10%) of N-(3-(5-(difluoromethyi)-1,2,4-
oxadiazol-3-y1)3-6,7-dihydro-SH-cyvclopentialblpyridin-7-yibenzamide (Compound 94) as a
white solid. LRMS (ES) m#/ 357; 'H-NMR: {300 MHz, Methanol-d; ppm) 8 9.09 - 9.01 (m,
1HY, 837 (dt, J=2.0, 1.O0Hz 1H), 793 - 782 (m, 2H), 7.58 ~ 735 {(m, 3H}, 563 (1, /=85
Hz, 1H), 3.25 - 2.95 (m, 3H), 2.74 (did, /= 12.9, 8.1, 2.9 Hz, 1H), 2.13 (dq, J = 12.8, 9.1 Hz.
1H).

Exarmple 4

Synthesis of Compound 62
1. Synthesis of Intermediate 4-2:

A 4-2
6216} To asolution of 5-(5-methyvi-1,2,4-oxadiazol-3-vi}-2,3-dihy dro-1 H-inden-1-amine
(200 mg, 0.93 mmol, 1.00 equiv) in DMF (10 mL) was added DBSC (432 mg, 1.69 mmol, 1.82
equiv). After stirring for 2 h at room temperature and 4 h at 60 °C, the resulting solution was
diluted with EA (60 mb). The muxture was washed with water (30 mL) twice and brine (30
ml)}, dried over anhydrous sodium sulfate, and concentraled under reduced pressure to afford
260 mg of 2,5-dioxopyrolidin- 1-v1 N-[5-(5-methyl-1,2 4-oxadiazol-3-y13-2, 3-dihydro- 1H-
inden-1-vijcarbamate as a yellow solid. This vellow solid was used in next step withouwt

further purification. LRMS (ES) m/z 357 (M+H).

2. Synthests of Compound 62:
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~NH HaN~ XN :
—~ 1 Nr® aenTEn ON N NN
o-N OIg ’ HoO

8217} To asolution of 2,5-dioxopvrrolidin-1-yl N-{5-(5-methyi-1,2 4-oxadiazol-3-vi}-

4-2 Compound 62

2 3-dihydro-1H-mden-1-yHcarbamate (60 mg, 0.17 mmol, 1.00 equiv) in ACN (8 mL) were
added pyridin-3-amine {40 mg, 0.43 mmol, 2.52 equiv) and TEA {100 mg, 0.99 mmol, 5.87
equiv). The mixture was stirred at 80 °C for 4 h, concentrated under vacuum, and purified by
Prep-HPLC with the following conditions: (2#-AnalyseHPLC-SHIMADZU(HPLC-103):
Column, XBridge Shield RP18 OBD Columm, Sum, 19%150mm; mobile phase, waler
{(0.059%NH; H,0) and ACN (20.0% ACN up to 50.0% in § man}); Detector, UV 234nm. This
resulted i 10 mg {(18%;) of 1-(5-(5-methyl-1,2 4-oxadiazol-3-y1}-2,3-dihydro- 1 H-inden-1-y1)-
3-(pyridin-3-y1jurea (Compound 62 as a white solid. LRMS (ES) m/z 336 (M+H). 'H-
NMR: {400 MHz, DMSO-d,, ppm) 6 8.64 (s, 1H), 8.56 (s, 1H), 8.13 (d. /=46 Hz, 1H),
793(ddd, J=84.27 1 5Hz 1H). 789781 (m 2H), 744 (d. J=T78 Hz, 1H), 7.27 (dd. J
=84, 46Hz, 1H}, 6.78 (4, /=8 1Hz, 1H), 524 (q,/=80Hz 1H),2.9(dd, J=81,51
Hz, TH), 2.88 (g, /= 8.0 Hz, 1H), 2.64 (5, 3H), 2.49 {m, 1H)}, 1.92 - 1.77 {m, 1H).

[0218] The following compounds were prepared by methods analogous to the method

described for Compound 62:
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Compound No. | LRMS (ES)m/z | Compound No. | LRMS (ES) m/z
31 MAH=3351 86 M+H=335
33 M-+H=336 87 MAH=326
34 M-+H=325 88 M+H=325
43 M-+H=337 89 MAH=325
44 M-+H=325 96 MAH=337
45 M-+H=338 97 M+H=337
46 M-+H=325 98 MAH=337
17 M-+H=338 1035 MAH=325
48 M-+H=325 106 MAH=338
63 M-+H=341 107 M+H=324
64 M-A+H=326 109 M+H=336
63 M-+H=324 110 MAH=337
66 MAH=324 1 111 M+H=338
85 M-+H=336 112 M+H=339

Example 5

Synthesis of Compound 100
1. Synthesis of Intermediate 5-2:

Br.
o
« ) BocO Br{@
S NH

DCM, TEA 2o
N, Boc

& HCI 5-2
198219 To asolution of (1R)-3-bromo-2,3-dihvdro-1H-inden-1-amine hvdrochlonde (44.4

g, 178 8 mumol, | equiv) in DCM (330 mb) at 0 °C was added TEA (39.8 g, 393 3 mumol, 2.2

equiv) and a solution of (Boc)h 0 (42.9 g, 196.3 mmol, 1.1 equiv) m DCM (120 mL) dropwise
over a period of 1 h. The mixture was stitred at vt for 3 h. Water (500 mL) was added and
the mixture was extracted with BUM (500 mL) twice. The combined organic layers were
washed twice with aqueous NH,Cl solution (500 mL) and twice with brine (500 mlL), dried
over anhydrous sodium sulfate, and concenirated under reduced pressure 1o give 57.4 g (929%)

of tert-butvl N-{{(11}-5-bromo-2,3~dihydro-1/-inden-1-vijcarbamaie as white solid.

2. Svnthesis of Intermediate 5-3:
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NC Z
Brm—{ \ KeFe(CN)o 3H;0 <

2nd-Xphos, X-phos, KOAc NH
BOC ioxane/H,0, 100°C Bod”
52 5-3

16220} To asolution of fert-butyl N-{{1R}-3-bromo-2,3-dihydro-1 H-inden-1-vi}
carbamate (57.4 g, 184 mmol, 1.0 equiv) in a mixture of dioxane (285 mL) and water (285
mlL) were added potassium acetate {36.0 g, 367 mmol, 2.0 equiv), K4Fe(CN)e.3H,0 311 ¢,
73.5 mmol, 0.4 equiv). XPhos (1.3 g, 2.8 mmol, 0.015 equiv}), and 2nd Generation XPhos
pre~-catalyst (2.2 g, 2.8 mamol, 0.015 equiv) under nitrogen. The mixture was stirred at 100 °C
for 2 h, cooled to r.t, and filtered to remove solids. The aqueous laver was extracted with EA
{500 ml) twice. The combined organic lavers were dried over Na;S8Qs, concentrated under
rediuced pressure, and triturated with a mixtuwre of ethyl acetate and hexanes (300 mL, 1/10} to
give 42 g (88%) of fert-butyl N-[(1R)-5-cvano-2,3-dibydro~1 H-inden-i-vl]carbamate as a

light vellow sohid. LRMS (ES) nv/z 203 (M+H-36).

3. Svnthesis of Intermediate 5-4:

NC.
- NH;

HO™ el

NH TEA, EtOH, 50°C
Boc
3-3 5.4
6221} To asolution of ferr-butyl N-{(18)-5-cvano-2,3-dihydro-1/-inden-1- vlicarbamate

{422 g, 163.4 mmol, 1 equiv) i n ethanol {420 mL} were added hydroxyiamine hyvdrochloride
(22.7 g, 326.7 mmol, 2.0 equav) and TEA (33.1 g, 326.7 wymol, 2.0 equiv). The mixture was
stirred at 50 °C for 4 b, concentrated under reduced pressure, dissolved in EA (1 L), washed
with water, dried over Na,50., and concentrated under reduced pressure to give 54.6 g (98%)
of tert-butvl N-[{17)-5-(N-hydroxycarbamimidoyl}-2,3-dihvdro-1 H-inden-1-yijcarbamate as

an off-white sohid. LRMS (ES) w/7 292 (M+H).

4. Svunthesis of Intermediate 5-5:
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o 0
NH }W)L J\,s— RPN
O W
HO.
F F ;kM<N

=

/
N
Dioxane, 50~100°C H
o NH -
Boc Boo

5-4 55
[6222] To asolution fer-butyt N-[{(1R)-5-(N-hydroxycarbamimidoy)-2,3-dihy dro- 15~
inden-~1- vljcarbamate (54.6 g, 187 .4 mwmol, 1 equiv) in dioxane (500 ml.)} was added 2,2-
difluoroacetyl 2,2- difluoroacetate (34.2 g, 196.8 mumol, 1.05 equiv). The mixture was stirred
at 30 °C for 1 h and at 100 °C for 2 h. The solution was then cooled to RT and poured into
water (500 mL). The aqueous layver was extracted with EA (500 mL) twice. The combined
organic layers were washed with brine {1 L), driad over Na,SQ,, and concenirated under

rediuced pressure (o give 53.2 g {(73%: of fert-butyl N-{{1 R)-5-[5-{difluoromethyi}-1,2.4-

(M+H-56).

5. Synthesis of Intermediate 5-61}

FoO-N R P
;rﬂéhik jlhl'} HCI ;kﬂéN
( DCM
H"BQC
5-5 5-6
6223} To asolution of tert-butyl N-{{1R}-5-]5-(difluoromethyi}-1,2 4-oxadiazol-3-y1}-

NH,
HCI

2. 3-dihydro-TH-inden-1-yHcarbamate (33.2 g, 151.4 romol, 1 equiv) in DCM (375 mL) was
added HCI (4 M in dioxane, 125 mL, 4.1 mol, 27.2 equiv). The nuxture was stirred at t for 3
h and diluted with ethyl acetate (300 mL}. The precipitate was collected and dried under high
vacuum to give 44 ¢ (94%) of (1R)-5-{5-{difluoromethyi)-1,2,4-oxadiazol-3-v1{-2, 3-dihydro-

1 H-inden-1-amine hydrochloride as an off-white solid. LRMS (ES) /7 235 (M+H-17).

6. Synthesis of Compound 100:
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NH,
HCI
5-8 Compound 100

16224} To asolution of 2-methyl-1,3-oxazole-5-carboxylic acid (1¢.0 g, 78.3 mmol, 1.0

equiv) in DMF (220 mL) were added HOAL (16.0 g, 117.4 mumol, 1.5 equiv), EDCI (225 g,

O
V) s
; . - - O
e T s S A SN
EDCI, HOAL, DIPEA, DMF F\()*N = .
!\i\}‘_.
F N

117.4 mmol, 1.5 equiv). and DIEA {40.5 g, 313.1 mmol, 4.0 equiv). The nuxture was stirred
for 15 min and (1R3-5-]5-(difluoromethyl}-1,2, 4-oxadiazol-3-yi}-2,3-dihydro-1 H-inden-1-
ammine hvdrochloride (22.6 g, 78.3 mmol, 1.05 equiv) was added. The mixture was allowed
to continue stirring overnight. Ice water (700 b} was added and the nuxture was stirred for
an additional 1 h. The precipitate was collected, dissolved in EA (500 mbL), dried over
Nap,§0,, and concenirated reduced pressure. The residue was triturated with a mixture of EA
and PE (700 ml, 1/20) to give 26 g of the light brown sohid. This batch was combined with
another batch made using the same procedure (obtained 7.5 g from 24.33 mmol of amine}.
The combined products were dissolved in a mixture of BCM and MeQOH {500 mL, 10/1},
concenirated to ~100 mL of volume, and dituied with hexane (1 L}. The precipitate was
collected and dried to give 32.8 g of (R)-N-(5-(5-(difluoromethy1}-1,2. 4-oxadiazol-3-v1)-2,3-
dihy dro-1H-inden-1-y1)-2-methyloxazole-5-carboxamide (Compound 100} as an off-white
solid. LRMS (ES) mvz 361 (M+H). 'H-NMR: (400 MHz, Chioroform-d, ppiny & 8.03 (s, 1H),
R.02-797 (m, 1H), 7.66(s, 1H), 749(d, /=79 Hz, 1H), 6.88(t, J=52 2 Hz, 1H), 642 {(d,
J=87Hz 1H), 574 (q. J=8.0 Hz, 1H), 3.14 (ddd. /= 16.2, 8.9, 3.6 Hz, 1H), 3.02 (di, J =
16.4, 8.3 Hz, 1H). 2.76 (did. J = 13.0, 7.9, 3.6 Hz, 1H), 2.53 (s, 3H), 2.01 (dg. J = 13.0, 8.5
Hz, 1H)

[0225] The following compounds were prepared by methods analogous to the method

described for Compound 100:
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Compound No. | LRMS (ES)m/z | Compound No. | LRMS (ES) m/z
32 M-+H=371 99 MAH=372
61 M-+H=374 101 MAH=374
83 M-+H=361 102 M+H=359
84 MA+NH4=379 103 M+H=359
93 M-+H=373 104 MAH=361

Exarmple 6

Synthesis of Compound 107
1. Synthests of Intermediate 6-2:

o O
~N /

4 HQ"Q\/N

a ! N O
N N = '
k\’y \\(]:f: Y/ /_\ N /{l\"_ N/
N """ H LI\J\N
NHz  HATU, DIPEA, DMF, i 7
B-1 62

18226} To a solution of T-methyl-1H-pyrazole-5-carboxylic acid (205 mg, 1.6 mmol, 1.0
equiv) in DMF (6 ml) were added DIEA (630 mg, 3.00 equiv) and HATU (928 mg, 2.44
mmol, 1.50 equiv). The mixture was stirred for 15 nun and 5-(5-methyl-1,2,4-oxadiazol-3-
yi3-2,3-dihydro-1H-inden-1-amine {350 mg, 1.63 mmol, 1.00 equiv} was added. The mixture
was then stirred overnight, diluted with EA (100 mL}, washed with brine {100 mL) thrae
times, concentrated under reduced pressure, and purified by silica gel chromatography
(EA/PE. 1/3) 1o give 390 mg (74%) of 1-methyi-N-{53-(5-methyl-1,2 4-oxadiazol-3-vi)-2, 3-
dihydro-1 H-inden-1-ylj-1 H-pyrazole-S-carboxamide as a white solid. LRMS (ES) m/z 324
(M-+H).

2. Synthesis of Compound 107
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=N N j
O\N%___p /y\[i\i Chiral separation \YN

86-2 Compound 107
16227} The racemic mixture (390 mg}) was punified by Chiral-Prep-HPLC with the

following conditions. (Prep-HPLC-009): Colunm, Chiralpak TD-2, 2¥23cm, Sum; mobile
phase, Hex and sthanol (hold 25.0% ethanol- for 20 min); Detector, UV 220/2534nm. This
separation afforded 114.5 mg (29%) of (R)-1-methy1-N-(5-(5-methyl-1,2 4-oxadiazol-3-vi)-
2,3-dihydro-1H-inden-1-y1}-1H-pvrazole-5-carboxamide (Compound 107) as a white solid.
LRMS (ES) m/z 324 (M+H). 'H-NMR: (DMSO. 400MHz, ppm): & 8.84-8.82 (1H, 4./ =
8.0), 7.89-7.86 (2H, m). 7.45-7.38 (2H. m), 6.92 (1H, s), 5.60-5.53 (1H. dd, /= 8.4, 16.8).
411 (3H, 5), 3.10-3.04 (1H, m), 2.97-2.89 (1H, m), 2.65 (3H, s), 2.50 (1H, m). 2.07-1.97 (11,

m)

Example 7

Synthesis of Compound 108
1. Svnthesis of Intermediate 7-2

0 B R e

NH,  HATU, DIPEA, DMF
1-7 7-2
6218} To a solution of 3-bromo-5H,6H, 7H-cyclopentalbipyridin-7-amine (480 mg, 2.25

mmol, 1.0 equiv) in DMF (10 mb) were added 2-methylpyridine-4-carboxylic acid {620 mg,
4.5 mmol, 2.0 equivy, HATU (1.3 g, 3.4 mmol, 1.5 equiv) and BIEA (876 mg, 6.8 mmol, 3.0
equiv). The mixture was stirred for 2 h, diluted with EA {100 mL), washed with brine (30
mb) twice, dried over anhvdrous sodium sulfate, concentrated under reduced pressure, and

purified by silica gel chromatography (EA/PE, 70/30) to afford 460 mg (61%) of N-[3-
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bromo-SH 6H,TH-cyclopentalblpyridin-7-y1}-2-methyipyridine~-4-carboxanmide as a brown

solid.

2. Synthesis of Intermediate 7-3:

Br =& N = ‘.
7 K Fe(CNyg 3H,0 ;
m _::)‘\\, 4Fe(CNjs 3H, \N
HiN— 2nd-Xphos, X-phos HN
o) KOAg, dioxane/H,0, 100°C
7-2 7-3

16229} To asolution of N-{3-bromo-5H 6H,7H-cyclopentalb|pyridin-7-y1}-2-
methyipyridine-4-carboxamide (450 mg, 1.4 mmol, 1.0 equiv}) in dioxane (5 mL} were added
KyFe{CNYe. 3H,O (886 mg, 1.4 munol, 1.0 equiv)y, X-phos (67 mg, 0.14 mmol, 0.1 equiv),
Znd-Xphos (105 mg, 0.14 mmol, 0.1 equiv), KOAC (266 mg, 2.7 mmol, 2.0 equiv) and water
(5 mL) under nitrogen. The mixture was stirred at 80 °C for 6 h, cooled to r.t., diluted with
EA (100 mL), washed with brine (30 mL) twice, dried over anhydrous sodium sulfate,
concenirated under reduced pressure, and purified by silica gel chromatography (EA/PE, 99/1)
to afford 40 mg (11%) of N-{3-cyano-5H 6H,7H-cyclopentalblpyridin-7-v1}-2-

methyipyridine-4-carboxamide as a brown solid.

3. Synthesis of Intermediate 7-4:

NH

HO
NC N ~d
- NH,-OH.HCI fj - 7N
N \ o

NaHCO,, MeOH HN

s

D G
73 7-4
16230} To asolution of N-{3-cvano-5H,6H 7H-cvclopentalblpyridin-7-v1}-2-

methyipyridine-4-carboxamide (40 mg, 0.14 mmol, 1.0 equiv} in MeOH (6 mL) were added
hydroxviamine hydrochloride (20 mg, 0.3 mimol, 2.0 equiv) and sodium bicarbonate (36 mg,
0.4 mmol, 3.0 equiv). The mixture was stirred at 80 °C for 5 h, cooled to r.1., and
concentrated under reduced pressure io afford 50 mg of N-[3-{(N-hydroxycarbamimidoyi)-

SH,6H, TH-cyclopentalblpyridin-7-vi]-2-methyipyridine-4-carboxamde as a white solid.
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4. Svuthesis of Compound 108:

Qo @
i N O
7N A /\f > \gj; A
T “N =N H ) \§
Dioxane ! N
0] Xylene
7-4 Compound 108 i
8231} To asolution of N-{3-(N-hydroxycarbamimidoyl}-554,6H,7H-

cvclopental blpynidin-7-y1-2~-methyipyridine~-4-carboxamide (45 mg, 0.14 nuvol, 1.0 equiv)
in dioxane {5 ml) was added propanoy! propanoate (56 mg, 0.4 mmol, 3.0 equiv). The
mixture was stirred at 90 °C for 2 h, cooled to r.t., and concentrated under reduced pressure.
Xylenes (Sml} was then added and the mixture was heated to 150 °C for 2 h, cooled (o 1.t
concentrated under reduced pressure, and purified by Prep-HPLC with the following
conditions: {Colunm, X-Bridge, C18, Shield RP, 19%150mm Sum; mobile phase, water with
(.05%NH:;H, 0 and ACN {20.0% ACN up to 40.0% in 8 mun, up to 100.0% in 5 min, down o
(% in 1 oun); Detector, UV 210/234nm. This purification afforded 12.3 mg (24%) of N-(3-
{5-ethyl-1,2 4-oxadiazol-3-y1}-6,7-dihy dro-5H-cyclopentalblpyridin-7-y1)-2-
methylisonicotinamide (Compound 108) as a white solid. LRMS (ES) m/z 350 (M+H). 'H-
MNMR: (300 MHz, BDMSO-dg, ppomy: 69.09(d, J=84 Hz, 1H), 894 {d,./=19Hz, 1H), 855
(dd,.J =52, 08 Hz, 1H), 821 (d. J=1.9Hz 1H), 7.68 — 7.60 (m. 1H), 7.56 (dd, J=5.1, 1.6
Hz, 1H), 5.54 (q, /= 8.5 Hz, 1H), 3.14 - 2.98 (m, 2H), 3.02 - 2.84 (m, 2H), 2.62 ~ 2.48 (m.
1H), 2.49 (s, 3H), 2.01 (dg, J = 12.6, 9.0 Hz, 1H), 1.31 (&, J = 7.6 Hz, 3H).

Example 8

Synthesis of Compound 122
i. Syvuthesis of Intermediate 8-2:
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7 /
HO -N o
B~ 0 ,j\//N Y o
s YR
AT - ' H M
" HATU, DIPEA, DM L!\,;«N
37-4 8-2
106232} To a solution of I-methyl-1H~pyrazole-5-carboxvlic acid (592 mg, 479 mmol, 1.0

equiv) in DMF (10 mL) were added DIFA (1.8 g, 13.9 mmol, 3.0 equiv) and HATU (2.7 g,
7.1 mmol, 1.5 equiv). The mixture was siirred for 15 min and 6-bromo-2,3-dihvdro-1-
benzofuran-3-amane (1 g, 4.7 mynol, 1.0 equiv) was added. The mixture was then stirred
overnight, diluted with EA (200 mL), washed with brine (200 mL) three times, concentrated
under reduced pressure, and purified by sifica gel chromatography (EA/PE, 1/1)iogive 1.3 g
{(86%) of N-{6-bromo-2,3-dihydro-1-benzofuran-3-y)-1-methyl-1H-pyvrazole-5-carboxamide

as an off-white solid.

2. Synthesis of Intermediate 8-3:

O
O ™ o
""" o CuCN NC [
Br— _\§)\N f N/ - ﬁ/L\rF’N{
H j /\N DMF, 160°C, 20h wN
8-3

8-2
16233} To a solution of N-(6-bromo-2,3-dihydro-1-benzofuran-3-yiy-1-methyi-1H-

pyrazole-3-carboxamide (1.4 g, 4.4 mmol, 1.0 equiv) in DMF (10 mL) was added CuCN (587
mg, 6.6 mmol, 1.5 equiv). The mixture was stirred at 160 °C for 2 days, diluted with EA

(200 mL), washed with brine (200 mL} three times, concentrated under reduced pressure, and
purified by silica gel chromatography (EA/PE, 1/2) to give 530 mg (45%) of N-{G-cvano-2,3-

dihy dro-1-benzofuran-3-y1)-1-methyl- 1 H-pyrazole-5-carboxamide as an off-white solid.

3. Synthesis of intermediate 8-4:
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) O
I PN oy NH2 HE HO=NH “? o
NC . { & A
H " b i f—"N

Py NaHCO4, MeOH HN \

i N i\y N
8-3 8.4

16234} To asolution of N-(6~-cvano-2,3-dihydro-1-benzofuran-3-yi}-I-methyl-14-

pyvrazole-S-carboxamide (530 mg, 2.0 mmol, 1.0 equiv) in MeOH (8 mL) were added sodium
bicarbonate (250 mg, 1.5 equiv) and hydroxylamine hydrogen chloride (164 mg, 2.4 mmol,
1.2 equiv). The mixture was heated at 60°C for 2 h and concentrated under reduced pressure
to give 380 mg of N-{6-{N-hvdroxycarbarmmidoy)-2 3-dihvdro-1-benzofuran-3-vij-1-
methyi-1H-pyrazole-S-carboxamide as a light yellow solid. This light vellow solid was used

for next step without further punification.
4. Synthesis of Intermediate 8-5:
i

O\, “ i\é Q\:
HO~NH O '
I 7 oﬁ¥~ N N 0
HN>m4<;:§- NziW/N o~ \?;:” <l!>‘y&N‘ i{
" (N L Y
7

N
Dioxane, 80°C
8-4 8-5
6235} To asolution of N-{6-(N-hydroxycarbamimidoyl}-2,3-dihydro-1-benzofuran-3-

vi}-1-methyvl-1H-pyrazole-S-carboxamide (190 mg, 0.6 mmol, 1.0 equiv) in dioxane (5 mL)
was added (1.1-dimethoxyethvhdimethylanuoe (168 mg, 1.3 miool, 2.0 equiv). The mixture
was stirred at 80 °C for 2 h, concentrated under reduced pressure, and purified by Prep-HPLC
using the following conditions: (2#-AnalyseHPLC-SHIMADZU(HPLC-10}): Column,
XBridge Shield RPI8 OBD Colunm, Sum, 19%150mm; mohile phase, Water (0.05%

WNH; Hy0) and ACKN {25.0% ACN up to 45.0% in 8 miny; Detector, UV 220nm. This
purification provided 133 mg of I-methyl-N-{6-(53-methyl-1,2 4-oxadiazol-3-y1}-2,3-dithydro-
I-benzofuran-3-vij-1 H-pyrazole-S-carboxamide as a white solid. LRMS (ES) m/7 326
(M+H). "H-NMR: (CD;0D, 400MHz, ppm): §7.67-1.65(1H, d, J=80), 7.54-
745 (3H, m), 6.82 (1H, m), 5.89-5.85 (1H, m), 4.86-4 84 (1H. m), 4.51-4.48 (11, dd. J=5.2,
9.6), 417 (3H. s), 2.66 (3H, s}

5. Synthests of Compound 122
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Compound 122

10236} The racemic mixture (95 mg) was purified by Chiral-Prep-HPLC with the
following conditions: (Prep-HPLC-004}). Columm, CHIRAL ART Cellulose-SB, 2*25¢cm,
Sumy;, mobile phase, Hex- and ethanol- (hold 50.0% ethanol- in 9 min}; Detector, UV
254/220nm. This purification resulted in 28.3 mg (30%) of (S)--methyl-N-(6-(S-methy]-
1.2,4-oxadiazol-3~y1}-2.3-dihvdrobenzofuran-3-v1}-1H-pyrazole-5-carboxamide {Corpound
122) as a white solid. LRMS (ES) m/z 326 (M+H). H-NMR:  (CD;0D, 300MHz, PPy
57.62-759(1H, dd, J=1.2, 7.8), 7.49-740 (3H. m}, 6.77-6.76 (IiH, d, J=2.1), 5.84-5.79 {1H,
dd, J=48, 87, 480-477(1H, m), 447442 (1H, dd. J=418,99), 411 (3H, 5), 2.61 (3H, 5)

10237} The following compounds were prepared by methods analogous to the method

described for Compound 122:

Compound No. | LRMS (ESym/z
15 M+H=322
18 M+H=337
121 M+H=326
123 M+H=362

Exarmple 9

Synthesis of Compound 124
1. Synthesis of Intermediate 9-2:

O
H O/l&/ ;\j{ o

i
Br o bw \L o
HATU, DIPEA, DMF Ho Ty

NH, fg
37-4 g-2
16238} To a solution of T-methyl-1H-pyrazole-5-carboxylic acid (592 mg, 4.7 mmol, 1.0

equiv) in DMF (10 mL} were added DIEA (1.8 g, 13.9 mmol, 3.0 equav) and HATU (2.7 g,

7.1 mmmol, 1.5 equiv). The mixture was stirred for 15 min and 6-bromo-2, 3-dihydro-1-
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benzoturan-3-amine (1 g, 4.7 ramol, 1.0 equiv) was then added. The nuxture was then stirred
overnight, diluted with ethyl acetate {200 ml), washed with brine (200 mL) three times,

concentrated under reduced pressure, and purified by silica gel chromatography (EA/PE, 1/1)
to give 1.3 g (86%) of N-(6~-bromo-2,3-dihvdro-1-benzofuran-3-yh-1-methyl-1 H-pyrazole-5-

carboxamide as an off-white solid.

2. Svnthesis of Intermediate 9-3:

0
O o
O 7N i
Br- @j\ J{)ﬁ / Cuch NCOJ\Q/K/N{
{

\, DMF, 160°C, 20n Y

S

9-2 8-3
16239} To a solution of N-(6-bromo-2,3-dihydro-1-benzofuran-3-yiy-1-methyi-1H-
pyrazole-3-carboxamde (1.4 g, 4.4 mmol, 1.0 equuv) in DMF (10 ml.) was added CuCN (587
mg. 6.6 mmol, 1.5 equiv). The mixture was stirred at 160 °C for 2 days, dituted with EA
(200 mL}, washed with brine {200 ml} three times, concentrated under reduced pressure, and
purified by silica gel chromatography (EA/PE, 1/2) to give 530 mg (45%) of N-{6-cvano-2,3~

dihy dro-1-benzofuran-3-y1)-1-methyl-1H-pyvrazole-5-carboxamide as an off-white solid.

3. Synthesis of Intermediate 9-4:

O~ o NH, HCI ©
HO 2 HO-NH 5 O
RO O Ay
Ho N NaHCO 3, MaOH HN == HJ\EFN\
Ly d N
3-3 9-4
(6240} To a solution of N-(6-cvano-2.3-dihydro-~1-benzofuran-3-yi)-1-moethyl-1 4~

pyrazole-5-carboxamide (530 mg, 2.0 mmol, 1.0 equiv) in MeOH (8 mL) were added sodium
bicarbonate {250 mg, 1.5 equiv} and hydroxylamine hydrogen chloride (164 mg, 2.4 mmol,
1.2 equiv). The mixture was heated at 60 °C for 2 h and concentrated under reduced pressure
to give 380 mg of N-[6-(N-hydroxycarbanumidovl}-2,3-dihydro- ~-benzofuran-3-vij-1-
methyl-1H-pyrazole-5-carboxanide as a light vellow solid. This light yellow solid was used

for next step without further purification.
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4. Svunthesis of Intermediate 9-5:

O
o F F
O
0 F'g\ﬁk ( ; N 70
/ F QO F = 7N ,l,\ ;
£
ﬁ —"“N\ Q\N f NJK/
[N Hoo
0-4 Dioxane, 80°C a.5

16241} To a solution of N-{6-{N-hydroxycarbamimidoyl)-2,3-dihydro-1-benzofiwan-3-
yl-1-methyl- 1 H-pyrazole-5-carboxamide (190 mg, 0.6 mmol, 1.0 equiv) in dioxane (5 mL)
was added 2,2-difluoroacety! 2,2-difluoroacetate (220 mg, 1.3 mmol, 2.0 equiv) dropwise.
After stirring at 80 °C for 2 h, the resulting mixture was concentrated under reduced pressure
and purified by Prep-HPLC with the following conditions: (2#-AnalyseHPLC-
SHIMADZUMHPLC-10)): Column, XBridge Shield RP18 OBD Column, Sum, 19%1 50mm:
maobile phase, water (0.05% NH;H,0) and ACN (33.0% ACUN up to 55.0% in 8 nuin};
Detector, UV 220nm.  This purification provided 130 mg of N-[6-{5-(difluoromethvi}-1,2.4-
oxadiazol-3-y1i-2,3-dithydro-1-benzofuran-3-y1]-1-methyl- 1 H-pyrazole-5-carboxamide as a

white solid. LRMS (ES) m/z 362 (M+H).

5. Synthesis of Compound 124:

ol
' \
Zo 2
! RN
S
=
(Eo
Z\
[@]
=
5
&
[
~
D
%
3
¥
]
ﬂf
s
I o
-
e
-

Ho N O~nN N ! N,
LA
9-5 Compound 124

16242} The racemic mixiure (85 mg} was purified by Chiral-Prep-HPLC using the
following conditions: (Prep-HPLC-004): Columm, CHIRAL ART Cellulose-SB, 2¥25¢m, Sum;
mobile phase, Hex- and ethanol- (hold 35.0% sthanol- in 8 min); Detector, UV 254/220nm.
This purification provided 26.8 mg (32%) of (S)}-N-(6-(5-(difluoromethyl}-1,.2 4-oxadiazol-3-
vh)-2,3-dihvdrobenzofiran-3-y1)-1-methyl- 1/ -pvrazole-5-carboxamide (Compound 124) as a

white solid. LRMS (ES) n/z 362 (M+HD. 'H-NMR:  (CD:0D, 300MHz, ppniy. & 7.70-
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7.67(1H, dd. J=1.5,7.8), 7.54-7.50 (2H, my), 7.41-7.40 (1H, ny, 7.34-7.00 (1H, £, /= 51.9),
6.77-6.76{1H, d, J=2.1), 5.86-5.81 (1H, dd, /= 5.1, 9}, 4 86-4.79 {(1H, m}, 4.49-4 44 (IH,
dd,J=5.1,99), 411 3H, s).

Example 10

Synthesis of Compound 139
1. Svnthesis of Intermediate 10-2:

Br
Br o
\7/}} 1.HCOONH,, MeOH, rt, 1h \7/\;"”
L\yél\} N
i
!

2 NaBH,CN, reflux, 12h NH,

84 % 10-2
[6243] To asolution of 5-bromo-2,3-dihydro-1H-inden-1-one (100 g, 474 nunol, 1.00
equiv) in methanol (1.5 L) was added ammonium formate (300 g, 4. 76 mol, 10.0 equiv}.
After stirring for 1 h, NaBH;CN (90 g, 1.43 mol, 3.02 equiv) was added. The mixture was
heated at 60 °C for 2 h, concentrated under reduced pressure, and purified by silica gel
chromatography (EA/PE. 1/10) o afford 64 g (64%) of 53-bromo-2.3-dihvdro-1H-inden-1-

amine as a brown sohid.

2. Synthesis of Intermediate 10-3;

O
[%/_/ NN Br—_ /" ﬁ/ll\/

o

NH,  DIEA, HATU, DMF
10-2 85 % 10-3
18244} To a solution of 2-methylpyridine-d-carboxylic acid {1.95 g, 14.2 mmol, 1.00

equiv) in DMF (20 mL) were added DIEA (5.5 g, 42.6 mmol, 3.00 equavy and HATU (8.1 g,
213 mmol, 1.50 equiv). After stirting at r.t. for 15 mun, 5-bromo-2,3-dihydro-1H-inden-1-
amine (3.0 g, 14.2 mmol, 1.00 equiv} was added and the solution was stirred for 3 h. The

resulting solution was diluted with aqueous WHCl solution and extracted with EA. The
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combined organic layers were dried over anhvdrous sodium sulfate, concentrated under

{5-bromo-2,3-dihydro-1 H-inden-1-y1)-2-methylpyridine~-4-carboxamide as a vellow sohd.

3. Synthests of Intermediate 10-4:

O
B,» A Panoncien O/ 0
N FEA, Pd(dppHiChCH,Cly }"{ ‘Q ]
H Ny \ '
’ :2’ T EJ\/f/\\‘*?/

CO, EiCH

10-3 10-4 S
[65245] To asolution of N-(S-bromo-2,3-dihydro-1 H-inden-1-v1}-2-methyipyridine-4-
carboxanude {(4.28 g, 13.0 mmol, 1 00 equiv}) in a mixture of ethanol {120 mL) and DMSO
{12mL) were added TEA (3.9 g, 38.6 mmol, 3.00 equiv} and Pd(dppDHCL.CH, L {(1.06 g, 1.3
mmnol, 0.1 equiv). This mixture was then charged with CO {20 atm).  The mixture was stirred
at 120 °C under CO for 2 days, purged to release CO, poured into water, and extracted with
EA three times. The combined organic lavers were concentrated under reduced pressure and
purified by silica gel chromatography (EA/PE, 3/2) to afford 3.5 g (83%) of ethyl 1-(2-

methyipyridine-4-amido)-2,3~dihy dro- L -indene-53-carboxylate as a vellow solid.

4. Svunthesis of Intermediate 10-5:

\_O)){\Q ? NaOH C)>\,_< §—1
g == E%/ HO
ANy

EIOH, HyO

i

82 %
10-4 10-5

10246} To asolution of ethyl 1-(Z-methyvipyvndine-4-armido)-2,3~-dihy dro~-1 H-indene-5-
carboxylate (1.2 g, 3.70 mmol, 1.00 equiv) in ethanol (10 mL) was added sodium hydroxide
(300 mg, 7.50 mwnol, 2.03 equiv) in water (2 mb). Afler stirring for 12 h at room temperature,
the pH of the solution was adjusted to 4-5 with HC1 (1 N). The solids were collected by
filtration and dried in an oven to afford 0.9 g (82%) of 1-{2-methvipyridine-4-amido)-2,3-

diby dro-1H-indene-5-carboxylic acid as a white solid.

222



WO 2019/144041 PCT/US2019/014344

5. Svuthesis of Intermediate 10-6:

N
O@-\ { = N\ AL

H J - R
4 HATU, DIPEA, DMF / /
e ; , N
10-5 47 % 10-6

0247} To a solution of 1-(Z-methylpyridine-4-amido)-2,3~dihy dro- 1 H-indene-3-~
carboxvlic acid (300 mg, 1.01 momol, 1.00 equiv) in DMF (8 mL) were added DIEA (523 mg,
4.05 equiv) and HATU (578 mg, 1.52 mumol, 1.50 equiv). After stirring for 15 min at r.t,,
prop-2-vu-l-amine {167 mg, 3.03 raomol, 3.00 equuiv) was added. The mixture was continued
to stit for 2 h and purified by Combi-Flash with a C18 columm: mobile phase, Mobile Phase
A: Water (0.05% NHHCO; in H,O), Mobile Phase B: ACN; Flow rate: 30 mbL/min; Gradient:
5% B to 70 % B in 26 min; Detector, UV 254 nm. This resulted in 160 mg (47%) of 2-
methyl-N-[ S-[{(prop-2-yn-t-yDearbamoyl}-2, 3-dihy dro-1 H-inden-1 -ylipyridine-4-

carboxamude as a white solid.

6. Synthesis of Intermediate 10-7:

0 g O
NV e G, Ot
NH HO N poe soc HO s
L\/N 81 %
10-6 10-7
108248} To asolution of 2-methy{-N-{5-{(prop-2-yn-1-ylicarbamoyi}-2,3-dithyvdro-14-

inden-1-vl{pyridine-4-carboxamide (150 mg, 0.45 mmol, 1.00 equiv) in DCE {5 mL) was
added FeCls (37 mg, 0.23 mmol, 0.50 equiv}. The mixture was stirred at 80 °C for 2 days,
concentrated under reduced pressure, and purified by Corobi-Flash with C18 column: mobile
phase, Mobile Phase A: Water (0.05% NH:HCO; in H,0), Mobile Phase B: ACN; Flow rate;
50 mL/oun; Gradient: 5 % B {0 70 % B in 36 mun; Detector, UV 254 nm. This resulted
91.7 mg (61%) of 2-methy-N-[5-(5-methyl-1,3-oxazol-2-y1)-2,3-dihv dro- | H-inden-1-vi]

pyridine-4-carboxamide as a white solid.

7. Synthesis of Compound 139:
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41 %

\T%_C\Q\ 7 Chiral-HPLC ﬁ(‘} ______ 7\ N j/;/

N ' =

N N

" \ ’ &

10-7 Compound 139
10249} The racemic mixture (80 mg} was purified by Chiral-Prep-HPLC. Column:

Chiralpak IB, 2%25cm, 5um; Mobile Phase A:Hex--HPL(C, Mobile Phase B: EtOH--HPLC,
Flow rate; 20 mi/min; Gradient: 30 B to 30 B in 8 g 220254 om | RT15.20  RT2:6.55.
This resulted in 32.4 mg (41%) of (R}-2-methy1-N-(5-(5-methyioxazol-2-v1}-2,3-dihydro-1H-
inden-1-yisonicotinamide {Compound 139} as a white sohid. LRMS {ES) nvz 334 (M+H).
'H-NMR: (CD;0D, 300MHz, ppm): § 8.55-8.53 (1H, d. J = 5.4), 7.88-7.83 (2H, m), 7.70
(1H,5), 7.63-7.61 (1H, d, /=51 743-741 (IH, d,.7=78), 690 (1H, s}, 571-5.65(IH 1,
J=78), 320-3.10 (0H, m), 3.08-2.94 {1H, m}. 2.70-2.60 (4H, m), 2.41 (3H, s}, 2.15-2.05
(1H, m).

[0250] The following compounds were prepared by methods analogous to the method

described for Compound 139:

Compound No. | LRMS (ESy m/»
140 M+H=334

Exarmple 11

Synthesis of Compound 141
1. Svunthesis of Intermediate 11-2:

11-2
#2581} To a solution of fer-butyl N-{(1R)-S-(N-hydroxycarbamimidoyly-2,3-dihydro-1H-

nden-1-vljcarbamate (22 g, 75.5 mmol, 1.0 equuv) in pyridine (350 ml.} was added

224



WO 2019/144041 PCT/US2019/014344

cyclopropanecarbonyl chloride (8.7 g, 82.8 mmol, 1.1 equiv). The nuxture was heated to 60
°C for 2 h followed by 100 °C overnight. The mixture was then cooled to r.t., concentrated
under reduced pressure, and pwrified by silica gel chromatography (HEA/PE, 15/85) to give 15
g (58%) of fert-butyl N-[(1 R)-5-(S-cvclopropyl-1.2 4-oxadiazol-3-y1)-2.3-dihydro~1 H-inden-
1-ylicarbamate as a white solid. LRMS (ES) m/z 286 (M+H-56),

2. Synthesis of Intermediate 11-3:

he pe

Q. o, 4
N ./ i 4M HClin dioxane = 3
= b DCM = b
Boo HCH salt Z
112 113

(62582} To a solution of rer-butyl N-{(1R)-5-(S-cyclopropyl-1,2,4-oxadiazol-3-y1)-2,3-
dihydro-1 H-inden-1-yljcarbamate (2.9 g, 8.4 ramol, 1.0 equiv) in DCM (42 mb) was added
HCT (4M in dioxane, 21 mb, 10.0 equiv). The mixture was stirred overnight and the
precipiiate was collected and dried 1o give 2.9 g of (1 7)3-5-(5-cyclopropyl-1.2.4-oxadiarol-3-
v13-2,3-dihydro-1H-inden-1~amine dihvdrochloride as a white solid. LRMS (ES) wy/z 225

(M+H-17).

3. Synthesis of Compound 141:

o
f
HO/A&!;N\ o
— ~N
‘fk T e

. EDCIH, HOAL DIEA, DMF N
HClsalt  NHp rt, 1h, then, 80°C, 2h

11-3 Compound 141

[8253] To asolution of 2-methvi-2/4-1,2,3 4-tetrazole-3-carboxylic acid {5 g, 39.1 mmol,
2.3 equiv) in DMF {1530 mL) were added HOAL(6 g, 44.1 mmol, 2.5 equiv), EDCI (8 g, 41.7
mmol, 2.5 equivy, DIFA (11.3 g, 87.4 mmol, 5.0 equiv), and (1 8)-3-(S-cyclopropyl-1,2.4~
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oxadiazol-3~y1}-2,3~dihydro~-1 H-inden-1-amane hvdrochloride (4.8 g, 17.3 mumol, 1.0 equiv).
The mixture was stirred 1 h at room temperature, heated to 60 °C for4 h, cooled o r i,
diluted with EA (300 mL), washed with water (100 mL) and brine (100 mL} twice, dried over
anhydrous sodiurn sulfate, concentrated under reduced pressure, and purified by silica gel
chromatography (DCM/MeOH, 95/5) to give an intermediate product. This intermediate
product was then iriturated with a mixture of hexane and EA (15/1) to give 4.75 g (88%) of
product as a gray solid. This batch was combined with previous batch (obtained 6.5 g from
11.6 g of amine). The mixture was dissolved in DCM (120 ml) and added nto n-hexane (1.5
L} dropwise with stirring. The precipitate was collected and dried to afford 10.8 g of {(R)-N-
(5-(5-cyclopropyl-1,2,4-oxadiazol-3~-v13-2,3-diby dro- 1 H-inden- 1 ~v1}-2-methyl-2H-tetrazole-
5-carboxamide (Compound 141) as an off-white solid. LRMS (ES) m/z 352 (M+H). 'H-
NMR: (400 MHz, Chloroform-d, ppm) 4795 (s, 1H), 791{(d. J=79Hz 1H), 743{(d.J=
7.9 Hz, 1H), 7.33(d, J= 8.7 Hz, 1H). 5.78 (q, J = 7.9 Hz. 1H), 4.4 (s. 3H), 3.11 (ddd, J =
16.2, 8.8, 3.8 Hy, 1H), 2.98 (dt, J= 16.2, 8.1 Hz, 1HD), 2.75 (dtd, J = 12.0, 7.8. 3.9 Hz, 1H),
2.25(ddd, J=9.6,7.4, 41 He, 1H), 2.03 (dq, /= 12.9, 8.2 Hz, 1H). 1.45 - 119 (m, 4H).

16254} The following compounds were prepared by methods analogous to the method

described for Compound 141:
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Compound No. | LRMS (ES)ym/z | Compound No. | LRMS (ES)m/z
82 MAH=362.1 518 MAH=370.1
90 M+H=374.1 519 MAH=357 1
91 M+H=374 1 520 M+H=3541
92 MA+H=360.1 521 MAH=3802
93 MAH=4611 522 MAH=3821
113 MAH=3251 523 MAH=384 1
114 MAH=3551 524 MAH=354 2
115 MAH=3511 553 MAH=398 2
116 MAH=353 1 555 MAH=407 1
117 MAH=367 1 556 MAH=367 1
125 MA+H=376.1 557 MAH=3651
126 MAH=3691 558 MAH=3651
136 MAH=326.1 559 MAH=395 1
144 MAH=356.1 560 MAH=409 1
150 MAH=378.2 561 MAH=339 1
151 MAH=378.2 563 MAH=352 1
152 MAH=366.2 564 MAH=339 1
153 MAH=364.2 565 MAH=339 1
154 MAH=364.2 566 MAH=339 1
164 M+H=3252 567 MAH=3522
165 M+H=361.1 568 M+H=3521
174 M+H=366.2 569 M+H=339.1
175 M+H=354.1 570 M+H=35273
176 M+H=365.1 571 M-+H=352
177 M+H=3551 573 MAH=3%62
178 M+H=3542 574 MAH=3%62
179 M+H=3682 575 MAH=3%62
180 M+H=369 1 578 MAH=3852
181 M+H=3682 579 M-+H=338
182 M+H=3682 580 M-+H=352
185 M+H=350.1 581 M-+H=325
186 M+H=360.1 582 M-+H=325
189 M-H=360 583 M-+H=325
194 M+H=338 584 M-+H=325

201 M+H=338 585 M-+H=325
202 M+H=325 586 M-+H=325
203 M-H=324 587 M-+H=325
204 M+H=324 589 MAH=365.1
240 M+H=3381 590 M+H=3552
241 M+H=350.1 591 M+H=348 2
242 M+H=3271 592 M+H=338
243 M+H=3291 593 M+H=325
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Compound No. | LRMS (ES)ym/z | Compound No. | LRMS (ES)m/z
245 M+H=338.1 594 M-+H=349
246 MAH=341.1 595 M-+H=355
247 M+H=341 1 596 M+H=3562
248 MAH=3281 597 MAH=382 2
249 MAH=3281 598 MAH=4102
250 MAH=341 1 599 MAH=4102
251 MAH=3281 600 MAH=408.2
281 MAH=350.1 601 MAH=354 2
283 MA+H=308.1 602 MAH=382 2
284 MAH=322 ] 603 MAH=35] 1
285 M+H=324 | 604 MAH=35] 2
286 MAH=204 | 605 MAH=3952
287 MAH=348 | 606 MAH=409 2
288 MA+H=336.1 607 MAH=368.2
290 MA+H=338.1 608 MAH=368.2
293 MAH=350.1 609 M-+H=354
294 MAH=350.1 610 MAH=393 2
308 MAH=277 1 Gl MAH=3562
309 M+H=334 | 612 MAH=3562
310 M+H=320.1 613 MAH=368.1
315 M+H=339 1 614 MAH=409 1
316 M+H=339 1 615 M-+H=3206
317 M+H=286.1 616 M-+H=339
318 M+H=286.1 617 M-+H=340
329 M+H=312.2 618 M-+H=340
330 M+H=3242 619 M-+H=3506
331 M+H=3672 620 M-+H=35%
332 M+H=3672 621 M-+H=353
336 M+H=353.2 622 M-+H=339
337 M+H=3411 623 M-+H=335
338 M+H=353.2 624 M-+H=335
351 M+H=3551 625 M-+H=34%
352 M+H=3692 626 M-+H=34%
353 M+H=3551 627 M-+H=34%
354 M+H=3551 628 M-+H=335
355 M+H=3551 629 M-+H=34%
356 M+H=3432 630 M-+H=3306
357 M+H=330.1 631 M-+H=350
325 M+H=3391 632 M+H=336
386 M+H=3391 633 M+H=340
387 M+H=3491 634 M+H=341
384 M+H=3511 635 M+H=355
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Compound No. | LRMS (ES)ym/z | Compound No. | LRMS (ES)m/z
389 M+H=361.1 636 M-+H=339
390 MAH=351.1 637 M-+H=350
391 M+H=3531 G358 M-+H=341
392 MAH=363.1 639 M-+H=393
393 MAH=353 1 640 M-AH=355
394 MAH=352 1 641 MAH=3792
395 MAH=286.1 6472 M-+H=349
396 MAH=352 1 643 M-+H=350
397 MAH=354 | 644 MAH=3871
398 MA+H=338.1 645 MAH=39] 2
399 M+H=364 1 646 MAH=354 2
400 M+H=324 | 647 MAH=369 1
401 MAH=327 1 6438 MAH=392 1
405 MAH=2721 650 M-+H=350
406 MAH=208 1 655 MAH=36].2
407 MAH=258.1 656 MAH=4171
408 MAH=261.1 657 MAH=360.2
409 MAH=365.1 658 MAH=3621
410 MAH=365.1 660 MAH=363 1
411 M+H=3641 661 M-+H=3806
412 M+H=375.1 662 M-+H=404
419 M+H=284.1 663 M-+H=404
420 M+H=350.1 664 M-+H=387
435 M+H=294 | 665 M-+H=387
436 M+H=3081 666 M-+H=387
437 M+H=3241 667 M-+H=387
438 M+H=3221 668 M-+-H=380
439 M+H=320.1 669 M-+-H=380
440 M+H=334 | 670 M-+H=398
442 M+H=297 1 671 M-+H=398
446 M+H=2752 672 M-+H=381
448 M+H=361.1 673 M-+H=381
449 M+H=3251 674 M-+H=363
459 M+H=3642 675 M-+H=404
460 M+H=3782 676 M-+H=377
465 M+H=365.1 677 M-+H=301
467 M+H=369 1 678 M-+H=374
468 M+H=4171 679 M-+H=301
469 M+H=3241 680 M+H=377
470 MAH=380.1 681 M+H=361
471 M+H-tBu=423.1 682 M+H=415
472 M+H=3822 683 M+H=372
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Compound No. | LRMS (ES)ym/z | Compound No. | LRMS (ES)m/z
473 MAH=396.1 684 M-+H=387
475 M+H=381.2 685 M-+H=407
476 MA+H=396.2 GB6 M-+H=404
477 MAH=421 1 687 M-AH=372
478 MAH=457 1 6BB M-AH=355
479 MAH=436.2 689 M-AH=355
480 MAH=436.2 690 M-AH=355
481 MAH=422, 691 M-A+H=356
484 MAH=3792 692 M-A+H=356
485 MAH=3908.2 693 M-A+H=371
486 MAH=354 | 694 M-A+H=308
487 MAH=310.1 695 M-A+H=308
488 MA+H=338.1 696 M-A+H=371
489 MA+H=336.1 697 M-A+H=356
490 MA+H=340.1 698 M-A+H=356
491 MAH=3131 702 M-AH=338
4972 MAH=410.1 703 M-AH=326
493 MAH=4111 704 M-A+H=368
495 MAH=410.1 705 M-AH=336
496 M+H=3681 706 M-+H=350
497 M+H=368.1 715 M+H=378.1
498 M+H=368.1 716 M-+H=371
499 M+H=340.1 720 M-+H=377
500 M+H=430.1 721 M-+H=37%9
501 M+H=416.1 22 M-+H=3%4
502 M+H=326.1 725 M-+H=3064
503 M+H=44272 726 M-+H=3064
504 M+H=4122 728 M-+H=3%4
505 M+H=3521 729 M-+H=3%4
506 M+H=394 | 730 M-+H=371
507 M+H=4082 731 M-+H=401
508 M+H=4121 732 M-+H=371
509 M+H=3681 733 M-+H=401
510 M+H=394 2 734 M-+H=3060
511 M+H=3962 735 M-+H=3060
512 M+H=3982 736 M-H=394
513 M+H=4082 737 M-AH=390
514 M+H=371.1 738 M-+H=367
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Example 12

Synthesis of Compound 142
1. Synthesis of Intermediate 12-2:

LN
Dioxane, N
80~100°C

5.4 122 Boc
[6255] To asolution of fere-butyl N-[(1 B}-5-(N-hydroxycarbamimidoy)-2,3-dihydro-14-
imden-1-yljcarbamate (50.0 g, 172 muol, 1.00 equiv) in dioxane (500 mL) was added 2-
methylipropanoyl 2-methylpropancate (28.5 g, 180 mmol, 1.1 equiv). The mixture was
stirred at 60 °C for 1 h followed by 100 °C for 6 h, cooled to r.t., diluted with EA (500 mL),
washed with water {300 mL} and brine (500 mL)}, dried over anhydrous sodium sulfate,
concentrated under reduced pressure, and purified by silica gel chromatography (EA/PE, 1/9)
1o give 47 g (79%;) of reri-butvi N-{{(1R)-5-{ S-(propan-2-v1)-1,2 4-oxadiazol-3-vi}-2,3-

dibydro-1 H-inden-1-yljcarbamate as a white solid.

2. Synthesis of Intermediate 12-3;

\,5%"‘? g\i\i
N~ O ¥

NTYT T AMHC  NES

9 ammc

- DCM

Bod

12-2 12-3
18256} To asolution of rert-butyl N-{{(1R}-5-] 5~(propan-2-vi-1,2 4-oxadiazol-3-y1}-2,3-

dihydro-1 H-inden-1-yljcarbamate {21 .2 g, 61.7 mmol, 1.0 equiv} in BCM (400 mL) was
added hydrogen chloride (4 M in dioxane, 153 mL, 10.0 equiv). The mixture was stirred at

r.1. overnight and the solid was collected and dried to afford 16.3 g (83%) of (1R}-5-{3-
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(propan-2-vi}-1,2 4-oxadiazol-3-v1}-2,3-dihy dro-1H-inden-1-anune hydrochloride as a white

solid.

3. Synthesis of Compound 142

O
E— . N\
HO N _
\;\ij N=p ==l
RN E O\Nf}\m o)
g : . == HN
EDCH HOAT, DIEA, DMF ==
IHa Ne Ne
12-3 HC Compound 142 N

(6257} To asolution of 2-methyl-2/4-1,2,3 4-tetrazole-5-carboxvlic acid (37.8 g, 295
mmol, 1.5 equiv) in DMF (500 mL) were added HOAL (40.1 g, 295 mmol, 1.5 equivy, EDCI
{56.7 g, 296 mmol, 1.50 equiv), DIEA (102 g, 785 mmol, 4.0 equiv}, and (18)-5-[S~(propan-
2~y1)-1.2,4-oxadiazol-3-y1}-2.3-dihy dro-1 H-inden-1-amine hydrochlornide (55.0 g, 197 nuwol,
1.0 equiv). The mixture was stirred at 40 °C for 2 h and combined with 4 other batches made
using the same procedure (3.6, 35.7, 197 and 197 mmol scale of 8M amine) for further work
up. To the combined solutions was added water. The precipiiate was collected by filtration,
washed with more water, and re-dissolved in DCM. The DCM solution was washed with
water and saturated NH,Cl solution, dried over anhydrous sodium sulfate, and concentrated
under reduced pressure to afford 210 g of {(R)-N-(5-(5-1sopropyl-1,2.4-oxadiazol-3-v13-2,3-
dihy dro-1 H-inden-1-v1}-2-moethyl-2H-tetrazole-5-carboxamide (Compound 142} as an off-
white solid. LRMS (ES) m/z 354 (M+H). 'H-NMR: (300 MHz, Chloroform-d. ppm) &
797¢d, J= 1.4 Hz, 1), 7.93(dd, J= 7.9, 1.1 Hz, 1H), 7.42 (&, J = 7.9 Hz, 1H), 7.30(d, J =
8.8 Hz, 1H). 5.77 (q. /= 7.9 Hz, 1H), 4.42 (s, 3H), 3.26 (hept, J = 7.0 Hz, 1H), 3.10 (ddd. J =
162,87, 39Hz 1H), 297 {(dt, /=16.1, 8.0 Hz 1H), 2.83 -~ 2.65 {m, 1H), 2.02 (dt, /= 13.0,
8.1 Hz, 1H), 144 (d, J=7 0Hz 6H)
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Example 13

Syuthesis of Compound 143

i. Synthesis of Intermediate 13-2:
O
Eﬁkcu

Py, B0°C 2h,
HN~poe  100°C, overnight,
5-4 13-2
[6258] To asolution of ters-butyl N-[(1 R)-5-(N-hydroxycarbamimidoy)-2.3-dihydro-14-

inden-1-vijcarbamate (4 g, 13.7 mmol, 1.0 equiv} in pyridine (80 mL} was added
cvclobutanecarbony! chloride (2 g, 16.9 mmol, 1.2 equiv). The mixture was heated to 60 °C
for 3 h and then 100 °C overnight. The reaction was then cooled to r.t., concentrated under
reduced pressure, and purified by silica gel chromatography (EA/PE, 595 to give33 g
(68%) of teri-butvl N-{(1R)-5-(5-cyclobutyl-1,2. 4-oxadiazol-3-y13-2,3-dihy dro-1 H-inden-1-

vijcarbamate as an off-white sohid.

2. Svnthesis of Intermediate 13-3:

O-n

O~N 0“4» i
O "

NN 4 M HCl in dioxane

S DCM
HN-gae

13-2 13-3
#2591 To asolution of tert-butyt N-[(1R}-5-(S-¢cyclobutyl-1,2 4-oxadiazol-3-v1)-2,3-

dihydro-1H~nden-1-yljcarbamate (3 g. 8.4 nunol, 1.0 equiv) in dichloromethane (60 mL)
was added hydrogen chloride (4 M in dioxane, 21 mL, 10.0 equiv). The mixture was stirred
at r.t. overnight and the precipitate was collecled and dried to give 2 g (81%) of (1 R}-5-(5-
cvclobutyl-1,2,4-oxadiazol-3-y1)-2,3~dihydro~- 1 H-inden- 1 -amane hydrochloride as a white
solid.
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3. Synthesis of Compound 143:

O~ P
O 0o ONW {
N i N - |
| Ny [\ﬂ\i\i =/}

N
N N -
NH, MCl HOAL EDCI DMF, DIPEA i
e iad O
13-3 r.i~60"C Compound 143
16260} To a solution of Z-methyl-2H-1,2.3 4-tetrazole-5~carboxvlic acid (1.0 g, 7.8 mmol,

1.3 equiv) in DMF (100 mL) were added (1R8)-5-(5-cyclobutyl-1.2 4-oxadiaroi-3-y1}-2,.3-
dihvdro-1H-inden-1-amine hydrochloride (1.8 g, 6.2 mmol, 1.0 equiv), HOAt (1.5 ¢, 11.0
mmol, 1.8 equivy, EBCI (2.1 g, 11.0 mwmol, 1.8 equiv), and DIEA (4.0 g, 31.0 mmol, 5.0
eguiv). The mixture was stirred for 30 min and EA (100 mL) and water (100 mL} were
added. The agueous laver was extracted with EA (50 mi} three times. The combined organic
tayers were dried over anhydrous sodium sulfate, concentrated under reduced pressure, and
purified by a C18 column with ACN:H,O (35:65) as eluent to give 946 mg (42%) of (R)-N-
{5-(5-cyclobutyl-1,2 4-oxadiazol-3-y1)-2,3-dihydro-1H-inden-1-y1}-2-methy]-2H-tetrazole-5-
carboxamide (Compound 143) as a white solid. LRMS (ES) mv/z 366.0 (M+H). 'H-NMR:
(300 MHz, Methanol-dy, pom). 5 8.01 — 7.88 (m, 2H), 7.44 (4, .J =79 Hz, 1H), 574 (1. J =
8.0 Hz, 1H), 4.45 (s, 3H), 3.97 - 3.79 (m. 1H). 3.26 — 3.09 (m, 1H), 3.00 (dd, /= 16.1, 8.4 Hz.
1), 2.75 — 2.45 (m, 5H), 2.32 - 2.05 {m. 3H).
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Example 14

Syuthesis of Compound 183

§ p
=N . ]
= oy |

N m—n
= O
N '”N> _____ 7N i
O 4 — N N
NH. EDCIH, HOAL, DIPEA, DMF N Ho 17 e
i5a r.i, 1h, then 60°C, 2h Ny
foide

Compound 183

10261] To asolution of 2-methyl-2H-1,2,3 4-tetrazole-5-carboxylic acid {5 g, 39.0 mmol,
1.00 equiv) in DMF (150 mL) were added HOA1 (9.6 g, 70.5 mmol, 1.8 equivy, EDCI (135 g,
70.4 mmol, 1.0 equiv), DIEA (19.2 g, 148.2 mmol, 3.80 equav), and a solution of {1R)-3-(5-
ethvl-1,2 4-oxadiazol-3-v1)-2,3-dihydro-1H-inden-1-amine (9.0 g, 39.0 muool, 1.0 equiv) in
DMF (50 mL). The mixture was stirred at 60 °C for 3 h, cooled to room temperature, and
poured into BDCM (1 L) and water {1 L). The agueous layer was extracted with BCM (500
ml} five times. The combined organic layers were washed with saturated NHCl solution
(500 ml)} five times, dried over anhvdrous sodium sulfate, concentrated under reduced
pressure, and purified by silica gel chromatography {(EA/PE, 2/3) to give 8.7 g {66 %) of {R)-
N-{5-¢5~ethyl-1,2,4-oxadiazol-3-v1)-2,3~dihy dro~- 1 H-inden- 1-v1}-2-methyl-2H-letrazole-5-
carboxamide (Compound 183) as a white solid. LRMS (ES) m/z 340 (M+H). 'H-NMR: 1H
NMR (300 MHz, DMSO-d6) § 9.42 (d, /= 8.4 Hyz, 1H), 7.89 ~ 7.76 (m, 2H), 7.34 (d, J = 7.9
Hz, 1H), 5.58 (q. /= 5.2 Hz, 1H), 4.41 (5, 3H), 3.14 — 2.80 (. 4H), 2.47 - 2.38 (m, 1H),
2.13(dq, /=125, 8.7 Hz, 1H). 1.31 (1, .J = 7.5 Hz, 3H).

Example 15

Synthesis of Compound 184
1. Synthesis of Intermediate 15-2:
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% Dioxane, 100°C
_NH

Boc
54 152

[06262] To asolution of ters-butyl N-[(JR)-5-(N-hydroxycarbamimidoy)-2.3-dihydro-14-
inden-1-vi} carbamate (16 g, 54.9 mmol, 1.0 equiv) in dioxane (300 mL) was added
propanoy} propanoate (8.4 g, 64.5 mmol, 1.2 equiv). The mixture was stirred at 105 °C for 8
h, cooled to 1.1, concenirated under reduced pressure, and purified by silica gel
chromatography (EA/PE. 1/9) to give 17.5 g (97%) of rert-butyl N-[{(1R)-5-(5-ethvl-1,2.4-

oxadiazol-3-y1}-2_3-dihydro-1H-inden-1-yljcarbamate as a white solid.

2. Synthesis of Intermediate 15-3;

§‘*N
|

O,
N = |
o

15-2 15-3
6263} To asolution of tert-butyt N-[{(1R}-5-(S-ethvi-1,2 4-oxadiazol-3-v1)-2,3-dihydro-

1H-mden-1-vljcarbamate (17.6 g, 53.4 mmol, 1.0 equiv) in DCM (120 mL) was added TFA
{24 mL). The mixture was stirred at room temperature overnight and concentrated under
reduced pressure. The mixture was then poured into ethanol (S0 mL) and water (5 mbL) and
the pH was adjusted to 12 with sodium hydroxide solution (2 N}, The mixture was then
extracted with dichloromethane (200 mb) three times. The combined organic layers were
dried over anhydrous sodium sulfate and concentrated under reduced presswre to give 11.2 g

of (1R)-5-{5-ethvl-1,2 4-oxadiazol-3~v1}-2,3-dihy dro-1 H-inden-1-amine as a brown oil.

3. Synthesis of Compound 184

236



WO 2019/144041 PCT/US2019/014344

!
o, HO
N Pt N O
N i N~ K\(f} """ & ’J\”\J/Ux\/
X 2 i
e O-N _m H f/\N-«
NH, EDCL, HOAL DIPEA, DME SN
15-3

Compound 184
18264] To asolution of I-methyl-1 H-pyvrazole-4-carboxylic acid (6.1 g, 48.4 mmol, 1.0

equiv) in DMF (300 mL) were added DIEA (12.6 g, 97.5 mmol, 2.0 equiv), HOAt (198 g,
145 8 mumol, 3.0 equivy, and EDCI (28 g, 146.1 mimol, 3.0 equiv). The mixture was stirred
for 15 nun, and (1R)-5-(5-ethyl-1,2 4-oxadiazol-3-v1}-2,3-dihy dro- 1 H~mden-1-amine (11 2 g,
48.9 mmol, 1.0 equiv) was then added. The mixture was then stirred for 3 b, diluted with
DCM, washed with NH,Cl solution three times, dried over sodium sulfate, concentrated
under reduced pressure, and purified by silica gel chromatography (EA/PE, 74/26) to give an
intermediate product. The intermediate product was {riturated with a mixture of EA and PE
(1/10} 1o afford 14.5 g (88%) of (R)-N-{5-{5-ethyl-1,2, 4-oxadiazol-3-y1}-2,3-dihvdro-1H-
mnden-I-v)-1-methyi-1H-pyrazole-4-carboxamide (Compound 184) as a white solid. LRMS
(ES) m/z 338 (M+H). H-NMR: (DMSO, 300MHz, ppm). 5841 (1H, 4,/ =84 Hz). 8.16
(1H, s), 7.91-7.79 (3H. m), 7.34 (1H, d, J=7.9 Hz), 5.53 (1H. q. J = 8.3 Hz), 3.84 (3H, 3),
3.13-2.81 (4H.m), 2.44 (111, dd, 7= 7.9, 4.7 Hz), 1.95 (1H. m), 1.33 3H, 1, J = 7.5 Hz).

Example 16

Synthesis of Compound 196
1. Synthesis of Intermediate 16-2:

N |

N b 7R
7R |
/@\ B~ oH
Br OH NEQCQ& H?Q !
16-2
[0265] To a solution of S-bromopyndin-3-ol (25 g, 144 mmol, 1.0 equiv) in water (500

ml) were added sodium carbonate (45,9 g, 434 numnol, 3.0 equiv) and b (36.6 g, 144 mmol,

1.00 equiv) in portions for a period of 3 h. The mixture was stirred for 1 h and brought to pH
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7 with hydrogen chlonide (2 N). The resulting precipitate was collected and dried to afford

39 g (91%) of 5-bromo-2-iodopyridin-3-0l as a white solid.

2. Synthesis of Intermediate 16-3:

N\ ! BrnBr

B N oH KpGOs, ACN it gy
16-2 16-3
18266} To a solution of 5-bromo-2-iodopyridin-3-of (39.5 g, 132 mumol, 1.1 equiv) in
ACN (600 mL) was added potassium carbonate (54.5 g, 396 mymol, 3.0 equiv) and BnBr
(23.6 g, 138 mmol, 1.05 equiv) dropwise with stirring at 0 °C. The mixture was stirred at r.t.
for 5.5 h, cooled t0 0 °C, and quenched with the dropwise addition of water at 0 °C. The
solids were collected by filtration and triturated with 5% EA in PE (100 mb) to afford 44 4 g

(86%) of 3-(benzyloxy)-3~bromo-2-1odopyndine as a white solid.

3. Synthesis of Intermediate 16-4;

N

i
I X -PrivigCLLICH
A B T
gy O THE, DMF
16-3 16-4

18267} To a solution of 3-(benzyloxy }-5-bromo-2-iodopyridine (40 g, 103 mmol, 1.0
equivy in THF {1 L) cooled to -20 °C was added i-PrMgCLLICH (1.3 M in THF, 87 mL, 103
mimol, 1.1 equiv) dropwise. The mixture was stirred at -20 °C for 2h and DMF (112 ¢, 154
mimoi, 1.5 equiv) was added. The mixture was stirred for 2 h at r.1., cooled back down to -20
°C, and quenched with aqueous NH,Cl solution. The resulting solution was extracted with
EA (500 mL) twice. The combined organic lavers were washed with brine (500 mL) twice,
dried over anhydrous sodium suifate, concentrated under reduced pressure, and purified by
silica gel chromatography (EA/PE, 1/10) to give 28 g {93%) of 3-(benzyvioxy}-5-

bromopyridine-2-carbaldehvde as an off-white solid.

4. Synthesis of Intermediate 16-5:
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i?n
By O Br OH
Y FeCls 7
A S
N/ﬁ DCM, 1t N
0 O
16-4 16-5

16263} To a sohition of 3-(benzyloxy}-S-bromopyridine-2-carbaldehyde (27 g, 92.4 mmol,
1.0 equiv) in DCM (600 mL) cooled to 0 °C was added FeCl; (30 g, 185 mmol, 2.00 equiv).
The mixture was stirred at r.t. for 2 h, poured nto water (1 L), and extracted with DCM (500
ml} three times. The combined organic layers were washed with brine (500 ml) three times,
dried over anhydrous sodium sulfate, concentraied under reduced pressure, and purified by
silica gel chromatography (EA/PE, 1/10) to give 11 g (59%) of 5-bromo-3-hydroxy pyndine-

2-carbaldehvde as a light yellow solid.

5. Synthesis of Intermediate 16-6:

o
HJ_ E -
Br <y OH e E T BTWO
| - LENJ\?
L 1 BuOK DMSO ' OH
16-5 16-6

0269} To a solution of S-bromo-3-hydroxypyridine-2-carbaldehyde (11 g, 54.5 mmol,
1.0 equavy in DMSQO (200 mL) were added tnmethyl{oxo)-6-sulfanviium 1odide (30 g, 136
mmol, 2.5 equiv) and t-BuOK (153 g, 136 munol, 2.5 equiv) in portions for a period of 20
min, The mixture was stirred at r.t. for 1 h, cooled to 0 °C, and quenched with saturated
NH,CI solution (300 L} at 0 °C. The resulting solution was exiracted with EA (100 mL)
four times. The combined orgamc layers were washed with brine, dried over anhvdrous
sodium sulfate, concentrated under reduced pressure, and purified by silica gel
chromatography (EA/PE, 1/3) to give 7.6 g {65%) of 6-bromo-2H, 3H-furo[3,2-blpyridin-3-ol

as a vellow solid.

6. Synthesis of Intermediate 16-7:
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Brm Br % l O
e DPPA } 2

AN N
OH N

DBU, Tol N

18-6 18-7
[6278] To asolution of 6-bromo-2H 3H-furo{3.2-bjpynidin-3-ol (4.1 g, 18.8 numnol, 1.0

equiv) in toluene (85 mL) cooled to 0 °C were added DPPA (5.7 g. 20.6 mmol, 1.1 equiv) and
DBU (3.1 g, 20.6 mmol, 1.1 equiv} dropwise for a pertod of 20 min. After stirring atr.t. for §
h, the resulting solution was diluted with EA (150 mL), washed with water (100 mL} twice
and brine (100 ml), dried over anhydrous sodium sulfate, concenirated under reduced
pressure, and purified by silica gel chromatography (EA/PE, 1/9) to give 1.6 g (35%) of 3-

azido~6-bromo-2H 3H-furo3,2-bipyridine as colorless oil.

7. Synthesis of Intermediate 16-8:

Bra 2O X By O
\’\:NM PRy  © »:’ ,hx\}

N
N3 THF/H,O, KOH NH;
16-7 16-8

19271} To asolution of 3-azido-6-bromo-2H 3H-furo{3.2-bipvridine (1.0 g, 4.2 mmol,

1.0 equivy in THF (22 mL} were added PPh; (1.3 g, 5.0 mmol, 1.2 equiv) and a solution of
potassiuom hydroxide (583 mg, 10.4 vomol, 2.5 equuiv) in water 5.5 mL). The muxtore was
stirred at r.t for 1 h followed by 55 °C for 4 b, cooled to r.t., and diluted with sodium
hydroxide (ZN, 20 mL). The resuliing solution was extracted with EA (50 mL} three times.
The combined organic layvers were dried over anhydrous sodium sulfate, concentrated under
reduced pressure, and purified by silica gel chromatography (EA) to give 1.0 g of 6-bromo-

2H 3H-furo}3.2-bjpvridin-3-amine as yvellow o1l

8. Synthesis of Intermediate 16-9:
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3\(\( 0\3
- 9]
/N Br{\gfﬂki\i [
\2 ----- N H /' \I/
HATU DIPEA, DMF /’i\'ﬁ
16-8 16-8

08272} To a solation of 2-methvipyridine~-4-carboxylic acid (306 mg, 2.3 mwol, 1.3 equiv)
in DMF (8 mL) were added HATU (981 mg, 2.6 mmol, 1.5 equav) and DIEA (666 mg, 5.2
mmol, 3.0 equiv). The mixture was stirred for 5 min before 6-bromo-2H 34 -furo|3,2-
bipyridin-3-amine (370 mg, 1.7 mmol, 1.0 equiv} was added. The mixture was then stirred

for 2 h and poured into EA and water. The aqueous layer was extracted with EA (100 mL)
twice. The combined organic layers were washed with brine (100 L}, dried over anhydrous
sodium sulfate, concentrated wnder reduced pressure, and purified by Prep-TLC
{(MeOH/DCM, 1/10) to give 440 mg (77%) of N-[6-bromo-2H 3H-furo]3 2-blpyrdin-3-yli-2-

methvipyridine-d~-carboxamide as a vellow solid.

9. Synthesis of Intermediate 16-10:

O o
7\ » <]
] g _ZnCNy NC— N

Pd(PPh), N H
DMF 110°C
16-9 16-10

6273} To asolution of N-[6-bromo-2H 3H-furo[3.2-blpyridin-3-vl}-2-methvipyridine-4-
carboxanude (700 mg, 2.1 mmol, 1.0 equiv} in DMF (20 mbL) were added Zn{{UNN}; {243 mg,
2.1 mmol, 1.0 equiv) and Pd{PPh3)s (242 mg, 0.2 mmol, 0.1 equiv}. The mixture was stirred
at 110 °C ovemnight, cooled to r.t., diluted with EA (80 mL), washed with water (40 mL)
twice and brine (40 mL.), dried over anhvdrous sodium sulfate, concentrated under reduced
pressure, and purified by silica gel chromatography (MeOH/DCM, 1/15) to give 400 mg
(68%) of N-{6-cyano-2H 3H-turo]3,2-blpyridin-3-vi}{-2-methvipyridine-4-carboxamide as a

light vellow solid.

10. Syothesis of Intermediate 16-11:
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O

1P 8
4 HCI  HO-NH 0
=N H S HN == N N
-, /N

H
[T TEA, EtOH
N
16-10 16-11

16274} To a solution of N-{6-cvano-2H, 34 -furof3,2-blpyridin-3-vi}-2-methyipyridine-4-
carboxamide (50 mg, 0.18 mmol, 1.00 equiv) in ethanol {5 mL) were added NHOH HCI (25
mg, .36 mumol, 2.3 equiv) and TEA (53 mg, 0.54 ramol, 3.08 equiv). The nuxture was
stirred 75 °C for 2 h and concentrated under reduced pressure to afford 50 mg of N-{6-(V-
hydroxycarbamimidoyly-2H, 3 H-furo|3,2-bipyridin-3-v1}-2-methyipyridine-4-carboxamide as

a vellow solid.

11, Synthesis of Intermediate 16-12:

X
o
T
O

HO-NH 5 (O\ o AN A ~

FEA e
oy RNPAN Dioxane, 80°C ota H (;?\i/

[6275] To asolution of N-[6-(N-hvdroxycarbamimidoyy-2H 34 -turo[3,2-blpyridin-3-vij-

2-methylipyridine-4-carboxamide (300 mg, 0.96 mmol, 1.0 equiv) in dioxane {10 mL) was

added 2. 2-difluoroacetyl 2,2-difluorcacetate (416 mg, 2.39 ramol, 2.5 equiv). The mixture

was stirred at 60 °C for 1.5 b, concentrated under reduced pressure, and purified by Flash-

Prep-HPLC with the following conditions: {(CombiFlash-1}. Column, C18 silica gel; mobile

phase, water ((.5% NHHCG; Y ACN=95/5 increasing to water {0.5%

NHHCO; Y ACN=75/25 within 10 min; Detector, UV 254 nm. Thas purification afforded

120 mg (30%) of N-[6-[5-(difluoromethyvl)-1,2 4-oxadiazol-3-v1}-2H 3H-furo[3.2-bjpynidin-

3-y1]-2-methyipyridine-4-carboxamide as a white solid. LRMS (ES) my/z 374 (M+H). 'H-

NMR: (400 MHz, Methanol-dy, ppm)y 6 882 (d, .= 1.7 Hz, 1H), 854 {d, J= 53 Hz, 1H),

787{d, J=17Hz 1H). 7.69 (s, IH), 7.64 - 7.57 (m, 1H), 7.24 (1, /=518 Hz, 1H), 5.86 (dd.

J=92 57Hz 1H), 5.05(t J=96Hz, 1H), 460 (dd, J=10.1, 57 Hz, 1H}, 2.5 (s, 3H}.
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12 Syuothesis of Compound 196

/ H i Ny

N

16-12 Compound 198

[6276] N-[6-]5-(difluoromethyi}-1,2 4-oxadiazol-3-vI}-2H 3H-furo{ 3,.2-blpyridin-3-y1]-2-
methyipyridine~-4-carboxamide (90 mg, 0.24 nwool, 1.00 equiv) was purified by Chiral-Prep-
HPLC with the following conditions: (Prep-HPLC-009): Column, CHIRALPAK 1A,
2.12%15cm, S pm; mobile phase, Hexane and ethanol (hold 50.0% ethanol in 13 nun);
Detector, UV 220/254nm. This purification resulied in 37.4 mg (42%) of (8)-N-(6-(5-
{difluoromethvi}-1,2. 4-oxadiazol-3-y[)-2. 3-dihy drofuro|3,2-blpyridin-3-y1}-2-
methvlisonicotinamide {(Compound 196} as a white solid. LRMS (ES) m/z 374 (M-i-H)‘ 'H -
NMR: (400 MHz, Methanol-dy, ppm 3 8 882 (d, J= 17 Hz, 1H}, 8.34(d. /=53 Hz, 1H),
787(d,J=1.7Hz 1H), 769 (s, 1H), 7.64 — 7.57 (m, 1H). 7.24 (t, J = 51.8 Hz. 1H), 5.86 (dd.
J=972, 57 Hz, 1H). 5.05 (t,.J= 9.6 Hz, 1H), 4.60 (dd, J = 10.1, 5.7 Hz, 1H), 2.59 (s, 3H).

{62771 The following compounds were prepared by methods analogous to the method

deseribed for Compound 196:

Compound No. | LRMS {(ES) m/z
187 M+H=33
188 M+H=33
196 M+H=374

Example 17

Synthesis of Compound 217
1. Synthesis of Intermediate 17-2:
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r BO%NHOH in H,0 R N7OH
F= CN EtOH, 11t F o NH;
17.2

[6278] To asolution of 2,2-difluoroacetonitrile (25 g, 325 mmol, 1.00 equiv) in ethanol
{100 mL) cooled to -10 °C was added NH,OH (23 g, 349 mmol, 1.1 equiv, 30% wt. in water).
The mixiure was stirred at r.t. overnight, concentrated under reduced pressure, and
azeotroped twice with THF to afford 37 g of (Z3-2,2-difluoro-N-hydroxy acetimudamide as a

green hquid.

2. Svnthesis of Intermediate 17-3:

£ N-OH
4
F NH,

HATU, DIEA, DMF
172 95 % 17-3
68279} To asolution of (1R)-1-{[{fert-butoxy ycarbonylamino}-2,3-dihy dro~-1 H-indene-5-

carboxvlic acid (2.0 g, 7.2 raomwol, 1.0 equiv) in DMF (20 mL) were added DIEA (2.8 g, 21.7
mmol, 3.0 equiv), HATU (4.11 g, 10.€ mmol, 1.50 equiv), and (7)-2.2-difluoro-N'-
hydroxvacetimidamide (2.38 g, 21.6 mmol, 3.0 equiv). The mixture was stirred for 2 h and
poured into a saturated NH,Cl sohution (200 mL). The resulting solution was extracted with
DCM {200 mL) twice. The combined organic layers were concentrated under reduced
pressure and purified by silica gel chromatography (EA/PE, 3/2) to afford 2.52 g (95%) of
teri-butyl N-[(1R)}-5-[[{123-2,2-dillucro- 1 -(hydroxyimimo)ethylcarbamoyi]-2,3-dthy dro- 1 H-

inden-1-vljcarbaroate as a brown solid.

3. Synthesis of Intermediate 17-4:

244



WO 2019/144041 PCT/US2019/014344

THF, 80°C overnight ~

HN-R e
HN~Boc TBAF (1 M in THF) Boc

17-3 339, 17-4
[8280] To asolution of reri-butvl N-{{(17}-5-1{{173-2,2-difluoro-1-
{(hydroxyimino)ethyljcarbamovi}-2,3-dihydro-1 H-inden-1-vljcarbamate (1.53 g, 4.1 mmol,
1.0 equiv) in THF (70 mL) was added TBAF (1 M in THF, 8.3 mL, 2.0 equiv). The mixture
was stirred at 60 °C overnight, cooled to r.t., concentrated under reduced pressure, and
purified by silica gel chromatography (EA/PE, 1/3) to afford 490 mg (33%) of fers-butyl N-
[(1R)-5-[3~(diflvoromethy1)-1,2 4-oxadiazol-5-vi}-2,3-dihydro-1 H-inden-1-yljcarbamate as a

light orange solid.

4. Synthesis of Intermediate 17-5:

N

N A

O? TFA \D = l
M

HN~poe DCM \H,

17-4 17-5
16281} To asolution of fert-butyl N-{{(1 R}-3-]3-{difluoromethvi)-1,2.4-oxadiazol-5-vi}-

2,3-dihydro- 1 -inden- 1 -yljcarbamaie (490 mg, 1.4 mmol, 1.0 equiv) in BCM (5 mL) was
added TFA (1 mL). The muxture was stirred for 1 h, concentrated under reduced pressure,
and redissolved in THF and water. The pH of the solution was adiusted to 12 with NaOH (2
W} and extracted with EA fowr times. The combined organic lavers were dried over
anhydrous Na,S04 and concentrated under vacuum to afford 500 mg of (1R)-5-[3-~

{difluoromethvi)-1,2 4-oxadiazol-5-y1}-2, 3-dihydro-1H-inden-1-amine as a green oil.

5. Synthesis of Compound 217
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F
F- 2 y .
N HO’kN
N [ F/KFN O
0 . L\{;;»N | @N‘ .

] N-g N
. EDCI, HOAt N
: DIPEA. DMF
17-5 37 % Compound 217

10282} To asolution of ~-methyl-1H-pvrazole-5-carboxylic acid (30 mg, 0.24 mmol, 1.0
eguiv) in DMF (4 mL} were added DIEA (62 mg, .48 mmol, 2.00 equiv), EDBCI (138 mg,
(.72 mmol, 3.00 equiv}y, and HOAL (98 mg, 0.72 mmol, 3.00 equiv). The mixture was stirred
for 5 mun and (1 B)-3-[3~-{difluoromethyl)-1,2.4-oxadiazol-3-y1}-2,3-dihy dro- 1 H-inden-1-
amine (60 mg, 0.24 mmol, 1.0 equiv) was added. The mixture was stirred for 1 h, filtered to
remove the solid precipitate, and purified by Prep-HPLC with the following conditions: (2#-
AnalyseHPLC-SHIMADZU(HPLC-10}): Cohumn, XBridge Shield RP18 OBD Columy, 5
pum, 19% 1 50mum; mohile phase, water {(0.05%MNH;H,0) and ACN (35.0% ACN up to 35.0% in
8 min}); Detector, UV 220nm. This purification afforded 31.4 mg (37%) of (J)-N-{5-(3-
(difluoromethyi}-1,2,4-oxadiazol-5-v1)-2 3-dihy dro-1 H-inden- 1 -v1}- T -methyl-1 H-pyrazole-5-
carboxamide (Compound 217) as a white solid. LRMS (ES) nv/z 360 (M+H). 'H-NMR;
{CD;0D, 300 MHz, d ppm). 8 8.10-8.07 (ZH, m), 7.56-7.48 (2H, m}), 7.25-6.90 (1H, ¢, J =

2.2),6.84 (1H, s}, 5.72-5.67 (1H, {, J=8.1), 4 19 3H, 8), 3.25-3.10 (1H, m}, 3.07-2.99 (1H,
my, 275-259 (1 H, m), 221-2.02 (1 H, m),

[0283] The following compounds were prepared by methods analogous to the method

described for Compound 217:

Compound No. | LRMS (ESYym/z
213 M+H=374
215 M+H=361
216 M+H=362

Exanple 18

Synthesis of Compound 222
1. Synthests of Intermediate 18-2;
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HO O Ho o 10 o)
PUIE—— :
DCM, Py

-15~0 °C

pots

18-2
[6284] To solution of 6-hydroxy-2,3-dihydro-1-benzofuran-3-one (100 g, 666.7 mmol,

1.0 equivyin DCM (2.5 L) was added pyridine (158 g, 2.0 mol, 3.0 equiv). The mixture was
cooled to -10°C and  a solution of (triflucromethane)sulfony! triffuoromethanesutfonate (300
g, 1.1 mol, 1.6 equivy in DCM (0.5 L} was added dropwise over a period of 2 h. The mixture
was then stirred at 0~4 °C for 3 h, quenched with water (1 L), and extracted with
dichioromethane {300 mL) three times. The combined organic layers were washed with citric
acid (1 N, 500 mL) twice, saturated sodivm bicarbonate (500 mL) and brine {500 mL}, dried
over anhydrous sodium sulfate, and concentrated under reduced pressure to give 194.5 g of 3-
oxo-2, 3-dihvdro-1-benzofuran-6-vl trifluoromethanesulfonate as a black solid. The black

solid was used for the next step without further purification. LRMS (ES} m/z 285 (M+H).
2. Synthesis of Intermediate 18-3:

8,8)-N-(p-Toluenasuifonyl)-
2-diphenylethanediamine(chloro) 4o

{
1O
| SO {p-cymene)ruthenium(il) @C})
AN

FA, TEA z
O DCM, 1t OH
18-2 18-3

(52851 To formic acid (107.3 g, 2.3 mol, 3.5 equiv) in a RB flask cooled to 0 °C was

added TEA (76 g, 751.1 mmol, 2.3 equiv} dropwise with stirring for a period of 30 min. To
this mixture were added a solution of 3-ox0-2,3-dihydro-1-benzofuran-6-yi
trifluoromethanesulfonate (194.5 g, 666.7 mmol, 1.0 equiv) in DCM (4 L) and {5,8)-N-{p-
toluenesulfony)-1-2-diphenylethanediamine(chloro X p-cvmenejruthentura(il) (6.45 g, 10.1
mmof, 0.015 equiv). The mixture was stirred overnight and an additional amount of (5,8)-N-
(p-toluenesulfonyi)-1-2-diphenyvlethanediamine(chloro}p-cymenenshemum(Il} (2 g, 3.2
mmol, 0.05 equiv) was added. The muxture was stirred for an additional 1 day, poured into
water, stirred for 30 min, and filtered to remove the solid byproduct. The aqueous laver was
extracted with DUM (1 L} twice. The combined organic layers were washed with brine (1 L},

dried over anhydrous sodium sulfate, and concentrated under reduced pressure to give 208 g
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of (3R)-3~hvdroxy-2,3-dihydro-1-benzofuran-6-vl trifluoromethanesulfonate as dark brown
oil. The dark brown oil was used in the next step without further purification. LRMS (ES)

w7 267 (M+H)

3. Synthesis of Intermediate 18-4;

TiC 'S
\Ei) DPRA
Z~~/ TDBU, Tol, 0°C~r.t

EI)H overnighi
18-3 18-4
(0286} To asolution of (3R}-3-hydroxy-2,3-dihydro-1-benzofuran-6-v1

trifluoromethanesulfonate (208 g, 665.5 mmol, 1.0 equiv) in toluene (2.5 L) cooled t0 0 °C
were added DPPA (228.8 g, 831.9 nmynol, 1.25 equiv) and DBU {(151.7 g, 998.249 muol, 1.50
equiv) dropwise over a period of 50 min. The mixture was stitred overmight, poured into EA
(2 Ly and water (1 L), stirred for 30 min, and extracted with EA (500 mL) three times. The
combined organic lavers were washed with brine, dried over anhvdrous sodium sulfate,
concentrated under reduced pressure, and purified by silica gel chromatography (EA/PE, 5/95)
to give 162 g of (35)-3-azido-2,3-dihydro-1-benzofuran-6-y1 triflusromethanesulfonate as a

yeliow oil.

4. Synthesis of Intermediate 18-5:

TiO O 0
Y © PPhy 7

=~

PPhs, THF, Hy0
NH,

3

18-4 18-5
16287} To asolution of (35)-3-azido-2,3-dihvdro-1-benzofuran-6-vi

trifluoromethanesulfonate (162.4 g, 525.2 mmol, 1.0 equuv) in THF (1.5 L) was added PPh;
(165.2 g, 6299 mumol, 1.2 equiv) slowly. The nuxture was stured for 30 nun, poured into
water {300 mL), heated to 50°C for 4 h, diluted with EA (800 mL). washed with water {300
ml) three times, dried over anhydrous sodium sulfate, and concentrated under reduced

pressure to give 338.5 g of (38)-3-amuno-2,3-dihydro-1-benzofuran-6-y1
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trifluoromethanesulfonate as a dark red oil, which was used for next step without further

purification. LRMS (ES) mv/z 267 (M+H-17}.

5. Synthesis of Intermediate 18-6:

TiO o THO
N 0
Cﬂg Boc,0 ®
& TEA, DOM =

NH; HN-goc

18-5 18-6
16288} To asolution of (35)-3-ammo-2,3-dihvdro~-1-benzofuran-6-vi

trifluoromethanesulfonate {338 g, dark red oil from previous step, 0.52 mol, 1.0 equiv) in
DCM (3 L) cooled to 0 °C were added TEA (158 g, 1.6 mol, 3.0 equiv) and a solution of
Boc,U (228 g, 1.0 mol, 2.0 equiv) in DCM {500 mL) dropwise. The mixture was stirred at t.1.
overnight, washed with water (2 L) twice, dried over anhydrous sodium sulfate, concentrated
under reduced pressure, and purified by silica gel chromatography (BCM/PE, 4/6} 1o give
101.2 g of tert-butyl N-I(3S)-6-[(influoromethane}sulfonyloxy}-2,3-dihyvdro-1-benzofuran-3-

vijcarbamate as a white solid. LRMS (ES) m/z 328 (M+H-56).

6. Synthesis of Intermediate 18-7:

TEO NC
‘3 K4Fe(CN)g 3H.0
~ ‘g Ind-Xphos, X-phos, KOAC 7

HN~Bge dioxane/H,0, 100°C HN~pae

18-8 18-7
16289} To a solution of ferr-butyl N-{{38)-6-[{trifluoromethane)sulfonyloxy|-2,3-

diby dro-1-benzofuran-3-vljcarbamate (62.3 g, 162.5 mumol, 1.0 equiv) in dioxane {620 mL)
were added K Fe(CN)e.3H,0 (34.3 g, 81.3 mmol, 0.5 equiv), 2nd Generation XPhos Pre-
catalyst (1.9 g, 2.4 mmol, 0.015 equiv), X-Phos (1.2 g, 2.4 mmol, 0.015 equiv), KOAc (319
£, 325.0 mmol, 2.0 equiv), and water {620 mL)} under nitrogen. The mixture was stirred at
100 °C for 4 h, cooled to r.t., and combined with other baiches (100 g of triflaie SM in
total}. The resulting solution was powred into EA (1 L) and brine {500 mL} and the solids

were removed by filtration. The aqueous layer was extracted with ethyi acetate (600 mi}
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three times. The combined organic layers were washed with brine (600 mlL), dried over
anhydrous sodium sulfate, concentrated under reduced pressure, and purified by silica gel
chromatography (EA/PE, 15/85) to give an intermediate product. The intermediate product
was purtfied with a rixture of EtOH and water (3/2) to give 45 g (23% over 6 steps) of ferf-
butyl N-[{35})-6~cvano-2,3-dihydro-1-benzofuran-3-yljcarbamate as a white solid after
filtration and dryving. LRMS (ES) m/z 261 (M+H). Chiral SFC: 98.6% ee., CHIRALPAK
AD-H (4.6%100mm, 5um),

7. Svuthesis of Intermediate 18-8:

NC O

¥ i HO.
I o2 HCl N

=
o

HN-poe TEA. EtOH H'“Boc
18-7 18-8
16290} To asolution of ferr-butyl N-{(35)-6-cyano-2,3-dihydro-1-benzofuran-3-
vljcarbamate {11 g, 42.3 mmool, 1.0 equiv) in ethanol (240 mL) were added hydroxylamine
hydrochlonde (5.8 g, 84.0 mmol, 2.0 equiv) and TEA (10.7 g, 105.7 munol, 2.5 equiv). The
mixture was stirred at 55 °C for 4 h, cooled 1o r.t., combined with the previous batch (300 mg,
1.2 mmol of nitrile SM}, and concentirated under reduced pressure. The mixture was
dissolved in EA (500 mlL), washed twice with water (200 mL) and brine (200 mL), dried over
anhydrous sodium sulfate, and concentrated under reduced pressure to give 12.8 g of rers-
butyl N-[(38)-6-(N-hydroxycarbamimidoyi)-2,3-dihydro-1-benzofuran-3-vijcarbamate as a
white solid.  The white solid product was used directly for next step without further

purification. LRMS (ES) m/z 294 (M+H).

8. Synthesis of Intermediate 18-9:
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HN~g e
18-8 18-9 Boc

[6291] To asolution of ters-butyl N-[(35)-6-(N-hy droxycarbanimidovi}-2, 3-dihydro-1-
benzofuran-3-vilcarbamate (16 g 54.6 mmol, 1.0 equiv) in pyridine (200 mL) was added
cvclopropanecarbonyl chioride (6.3 g, 59.8 mmol, 1.1 equiv). The mixture was stirred at 100
°C for 2 h, cooled 1o r.t., concentrated under reduced pressure, dissolved in EA (500 mL), and
poured into saturated NH,Cl solution (500 mL). The aqueous laver was extracted with FA
(500 mi} four times and the combined organic layers were washed with NH,Cl solution (500
ml) four times, dried over anhydrous sodium sulfate, concentrated under reduced pressure,
and purified by silica gel chromatography (EA/PE, 1/3) to give 17 g (91%) ferr-butyl N-[(35)-
6-(5-cyclopropyi-1.2.4-oxadiazol-3-v1}-2, 3-dihydro-1-benzofuran-3-yijcarbamate as a hight

yellow solid. LRMS (ES) vz 288 (M+H-36).

9. Synthests of Intermediate 18-10;

KN A&N o

3 D
i o] HCI (4M in dioxane) ; 7N
O’ — NH,
N
DCM ,
HN- o HCI {salt)
18-9 18-10

19292} To asolution of rert-butyl N-{(38)-6-(5-cyelopropyl-1.2, 4-oxadiazoi-3-v1}-2.3-
dihy dro-1-benzofuran-3-yljcarbamate (17 g, 49.5 mmol, 1.0 equiv} in DCM (500 mL) was
added hydrogen chloride (4M in dioxane, 125 wmL, 10.0 equiv). The mixture was stirred at r.t.
overnight and diluted with a muxture of EA and PE (1.1 L, 1/10). The solids were collected
and dried to give 13.5 g (97%) of (353-6-(5-cyclopropyl-1,2,4-oxadiazol-3-y1)-2,3-dihydro-1-

benzofuran-3-amine hydrochloride as a white solid. LRMS (ES)y mv/z 227 (M+H-17)}.

10. Synthesis of Compound 222:
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- HG N‘E}j
Z\/N b o>—§*/h O
eSas O
O~y S NHz  EDCI, HOAL, DIPEA, DMF O~N ______ N7 NN
HCI (salt) [N
18-10 Compound 222

[8293] To asolution of 1-methvi-1 H-pyrazole-3-carboxylic acid (8.2 g, 64.9 mmwol, 1.3
equiv) in DMF (200 ml) were added (35)-6-(5-cvclopropyi-1,2,4-oxadiazol-3-y1)-2,3~
dihy dro-1-benzofuran-3-amine hvdrochloride (14 g, 50.1 nunol, 1.0 equiv), HOAt (109 g,
79.9 mmol, 1.6 equiv), EDCI (15,4 ¢, 86.1 mmol, 1.6 equiv), and BDIEA (32.3 g, 249.5 mmol,
5.0 equiv). The muixture was stirred at .1, overnight and poured into DCM (200 mL) and
water (200 mL). The aqueous layer was exiracted with DCM (200 mL) five times. The
combined organic layers were washed with saturated NH,Cl solution (200 mL} six times,
dried over anhydrous sodium sulfate, concentrated under reduced pressure, and iriturated
with ACN to give 12.2 g {69%) of (S}-N-(6~(5-cvclopropyl-1,2.4-oxadiazol-3-v1)-2,3~
dihy drobenzofuran-3-vi)- l-methyi-1H-pyrazole~-5-carboxamide (Corapound 222) as a white
solid. LRMS (ES) mvz 352 (M+H). 'H-NMR: (300 MHz, DMSO-do, ppm) 6 9.12(d. J =
7.6 Hy, 1D, 7.56 (dd, J = 7.8, 1.4 Hz, 1H), 7.51 (d, J = 7.8 Hz, 1H), 7.46 (d, J = 2.1 Hz, 1H),
738(d, J=13Hz, 1H).692(d,J=21Hz, 1H). 5824, J=83,51 Hz, 1H). 485(,.J=
9.4 Hz, 1H), 4.46 (dd. J=9.7, 5.2 Hz, 1H). 4.10 (s, 3H). 241 (1, J=8.2. 48 Hz, 1H), 1.35 -
1.25 (m, 2H), 1.25 ~ 1.15 (m, 2H).

6294} The following compounds were prepared by methods analogous to the method

described for Compound 222
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Compound No. | LRMS (ESYm/z | Compound No. | LRMS (ES) m/z
155 M+H=340 239 M-H=335
156 M+H=340 262 M=H=329
157 M+H=340 265 MAH=329
158 M+H=340 266 M+AH=343
159 M+H=341 267 M+AH=330
160 M+H=341 268 M+H=344
161 M+H=341 269 M+AH=343
162 M+H=340 270 M+AH=343
163 M+H=340 271 M+AH=331
166 M+H=327 339 MAH=341
167 M+H=327 340 MAH=341
190 M+H=37¢ 346 MAH=327
191 M+H=37¢ 347 MAH=327
192 M+H=377 402 MAH=323
193 M+H=377 403 MAH=323
197 M-H=362 404 MAH=348
198 M-H=362 441 M-H-330.1
199 M-H=326 443 M+H=2741
200 M-H=326 444 M+H=296.1
205 M-+H=363 445 M+H=2771
206 M-+H=363 447 MA+H=299 1
207 M-+H=376 450 MANa=282
208 M-+H=376 453 M+H=363.1
209 M-+H=376 454 M+H=3271
210 M-+H=376 455 M+H=341
211 M-H=324 456 M+H=3531
212 M-H=324 457 M+H=286
218 M+H=362 458 MAH=300
219 M-H=360 461 MAH=300
220 MA+H=352 462 M+H=367
221 MA+H=352 463 M+H=353
223 M-+H=356 464 M+H=341
224 M-+H=356 466 M+H=367
225 M-+H=370 701 M+H=38&
226 M-+H=370 707 M+H=389
227 M-+H=370 708 M+H=389
22¢ M-H=338 709 M+H=389
230 M-+H=354 710 M+H=389
231 M-+H=354 711 MAH=382
232 M-+H=366 712 MAH=382
233 M-+H=366 713 M+H=383
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Compound No. | LRMS (ES)m/z | Compound No. | LRMS (ES) m/z
234 M-H=352 714 M+H=383
235 M-+H=354 717 MAH=352
236 MA+H=352 718 M+H=353
237 M-A+H=352 719 MAH=353

Example 19

Synthesis of Compound 22
1. Svunthesis of Intermediate 19-2:

% O, N
° Nlﬁk@(}
. o N \8
Dioxane, 80°C _Boc

1
HN~pgoe N

19-2

[0295] To asolution of ferr-butyl N-{6-(N-hydroxycarbamimidovi}-2, 3-dihydro-1-
benzofuran-3-yijcarbamate (3 g, 10.2 mmol, 1.0 equiv) in dioxane (30 mL) was added
propanoyl propanoate (2.7 g, 20.5 mmol, 2.0 equiv). The mixture was stirred at 830 °C for 7 h,
cooled to r.t., and poured into EA (100 mbL) and water (100 mL). The agueous layer was
extracted with ethvl acetate (100 mL). The combined organic layers were dried over
anhydrous sodium sultfate, concentrated under reduced pressure, and purified by silica gel
chromatography (EA/PE, 1/3) to give 1.9 g (56%) of fer-butyl N-[6-(5-ethyl-1,2.4-oxadiazol-

3-y13-2,3-dihydro-1-benzofuran-3-vljcarbamate as an off-white solid.

2. Synthesis of Intermediate 19-3:
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19-2 19-3

16286} To asolution of fert-butyl N-{6-(S-ethyvi-1,2 4-oxadiazol-3-vi)-2,3-dihydro-1-
benzofuran-3-vljcarbamate (1.9 g, 5.7 munol, 1.0 equivy in DCM (30 mL) was added TFA (5
mlL). The nuxture was stured for | h, concentrated under reduced pressure, and dissolved in
water {100 mL). The pH of the mixture was then adjusted to 7 with a saturated sodium
bicarbonate solution and extracied with ethyl acetate (100 mL) twice. The combined organic
layers were dried over anhydrous sodium sulfate and concentrated under reduced pressure to
give 1.3 g (98%) of 6-(S-ethyl-1,2,4-oxadiazol-3-y1)-2,3~dihydro- I -benzoturan-3-amine as

brown oil.

3. Synthesis of Intermediate 19-4;

7
i 10\ 0
=N H\yN N T 0
O, - N = i
N O P ~ /
| O~y N N,

. HOALEDCH,DIEA, DMF 1t [N

NH,
19-3 19-4

[6297] To asolution of 6-(5-ethyi-1,2. 4-oxadiazol-3~y1)-2,3-dihv dro-1 ~benzofuran-3-

amine (100 mg, 0.4 mmol, 1.0 equiv} in DMF (10 mL}) were added 1-methyl-1/4-pyrazole-5-
carboxylic acid (54.5 mg, 0.4 mwool, 1.0 equiv), HOAL (176.6 mg, 1.0 mmol, 3.0 equiv),
EDCI (249 mg, 1.3 nupol, 3.0 equiv), and DIEA (112 mg, 0.9 mmol, 2.0 equv). The nuxture
was stirred for 2 h and purified directly by Prep-HPLC with the following conditions: (2#-
AnalyseHPLC-SHIMADZU(HPLC-10)): Column, XBridge Shield RP18 OBD Column,
Sum, 1 9% 150mm; mobile phase, Water (8.05%NH3H20) and ACN {30.0% ACN up 1o 50.0%

i 8 min); Detector, UV 220nm. This purification gave 90 mg (61%) of N-[6-(5-ethyl-1,2,4~
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oxadiazol-3~y1}-2,3~dihydro~-1 -benzofuran-3-yl}-1~-methvl-1 A -pyrazole-S-carboxanude as a

white solid.

4. Synthesis of Compound 228:

| N ‘ ’ o
\QN 0 Prep-Chiral-HPLC L\f'N 0
o 7N { 7 oo - p 7N ] /
O — N O- — N .
N N N - N
H [ H [
i N ‘N
19-4 Compound 228

652981 N-[6-(S-gthyl-1,2 4-oxadiazol-3-v1)-2, 3-dthydro- 1 -benzofuran-3-y1}-1-methyi- 1 H-
pvrazole-3-carboxamide (80 mg, 0.2 munol, 1.0 equiv) was purified by Chiral-Prep-HPLC
with the following conditions: (Prep-HPLC-009): Columm, CHIRAL ART Celiulose-5B,
250%20mmi. D.; mobile phase, Hex and sthanol ¢hold 50.0% ethanol in 9 min); Detector, UV
254/220nm. This purtfication afforded 32.7 mg (41%) of {S)-N-(6-(§-ethyl-1,2 4-oxadiazol-
3-y1)-2.3-dihydrobenzofuran-3-vi)-1-moethyl-1 H-pyrazole-3-carboxamide (Compound 228) as
a white solid. LRMS (ES) m/z 340 (M+H). 'H-NMR: (300 MHz, DMSO-d6, ppm): &
9.09(d, J=7.7Hz, IF), 7.56(dd, J=7.7, 1.4 Hz, 1H), 7.48 (d,.J = 7.8 Hz, 1H), 7.39 (dd, J =
13.0, 1.7 Hz, 2H), 6.87 (d, J= 2.1 Hz, 1), $.78 (1d, J= 8.2, 5.2 Hz, 1H), 4.80 (¢, J= 9.3 Hx,
1H), 441(dd, /=98,53Hz 1H), 405(s,3H), 297 (g, J=706Hz 2H). 1301, /=7 6 Hz,
3H).
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Example 20
Synthesis of Compound 236

1. Synthesis of Intermediate 20-2:

HO. o <]
\ v
=N
HN Q c a i
J . \N/ O
Py, 100 °C
HN-goc B
N (818

i 20-2 H
16289} To asolution of fert-butyl N+ 6-(N-hvdroxycarbamimidoyl}-2,3-dihvdro-1-

benzofuran-3-vljcarbamate (3 g, 10.2 mmol, 1.0 equav) in pyridine (530 mL) was added
cvclopropanecarbonyvl chlonde (1.3 g, 12.4 mwmol, 1.2 equiv) under mitrogen. The mixture
was stirred at 100 °C for 6 h, cooled to r.t., concentrated under reduced pressure, and purified
by silica gel chromatography (EA/PE, 1/9) to give 1.47 g (429%) of tert-butyt N-[6-(5~

cyclopropyl-1.2.4-oxadiazol-3-y1)-2,3-dihy dro-1-benzofuran-3-vijcarbamate as a white sohid.

2. Svnthesis of Intermediate 20-3:

N
20-2 H 20-3
(6306} To asolution of fer&-butyl N-6-(S-cyclopropyl-1,2.4-oxadiazol-3-y13-2,3-dihy dro-~

1-benzofuran-3-yljcarbamate (1.47 g, 4.3 mmol, 1.0 equv) in DCM (25 mL) was added TFA
{5 mL). The mixture was stirred at room temperature for 2 h and then cooled to 0 °C. The
pH of the mixture was then adjusted to 9 with a saturated NaHCO; solution and extracted
with ethvl acetate (50 mL) five times. The combined organic lavers were dried over
anhydrous sodium sulfate and concentrated under reduced pressure to give 1 g of 6-(5-
cyvclopropyl-1,2 4-oxadiazol-3-vi)-2,3-dihydro-1-benzofuran-3-anune as an off-white sohid.

The off-white solid was used divectly in next step without further purification.
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3. Synthesis of Intermediate 20-4:

ﬂ O“
N C:) S T
/ \
N E N p I\N

i, Q"N b :;::\N
NH; EDCI, HOAt, DIPEA, DMF SN
20-3 20-4
[0361] To a solution of t-methyl-1H-pyrazole-4-carboxylic acid (78 mg, 0.6 mmol, 1.0

equiv) in DMF (4 mL) were added HOATt (101 mg, 0.7 mmol, 1.2 equiv), EDCI (142 mg, 0.7
mmol, 1.2 equiv), DIEA (160 mg, 1.2 mmol, 2.0 equiv), and 6-{S-¢cvclopropyi-1,2,4-
oxadiazol-3-y1)-2.3-dithydro-1-benzofuran-3-amine (150 mg, 0.6 mmol, 1.0 equiv). The
mixiure was stirred at r.1. overnight and purified by Flash-Prep-HPLC with the following
conditions: {CombiFlash-1} Column, C18 silica gel; mobile phase, Hy(0 {0.5%
NHHCO; Y ACN=90/10 increasing o Hz0 (0.5% NHHCO: YV ACN=T0/30 within 15 min;
Detector, UV 254 nm. This purification resulied in 120 mg of N-{6-(5~cvclopropvl-1,2.4-
oxadiazol-3-yi)-2,3-dihydro-1-benzofuran-3-ylj-1-methyl-1/4-pyrazole-4-carboxanude as a
white solid. LRMS (ES) nvz 352 (M+H). "H-NMR: (400 MHz, Methanol-dy, ppm): & 8.06
(s, 1H). 7.90(d, J = 0.9 Hx, 1H), 7.60 (dd, J= 7.8, 1.4 Hz, 1H ). 7.48 {d, J = 7.8 Hz. 1H),
743(d, J=14Hz 1H), 583(dd, /=8.6,47Hz 1H), 482(dd, /=99 86 Hz 1H) 444
(dd. /=99, 48Hz 1H),390(s, 3H), 23211, /=82 50Hz 1H), 129(dt J=77,2.6Hz,
2HD, 1.25 (dt, J= 5.1, 3.0 Hz, 2H).

4. Svuthesis of Compound 236:

20-4 Compound 238
16302} N-[6-{5-cyclopropyl~1,2 4-oxadiazol-3-y1)-2, 3-dihy dro- 1 -benzofuran-3-y1}-1 -

methyl-1H-pyrazole-4-carboxanude (90 mg, 0.3 mmol, 1.0 equiv) was purified by Chiral-

Prep-HPLC with the following conditions: (Prep-HPLC-009): Colwmn, Chiralpak IA, 2*25
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cm, 3 pm; mobile phase, Hex-~ and ethanol- (hold 50.0% ethanol- in 15 min); Detector, UV
220/254nm, Re= 1.569 min. This resulted in 37.8 mg {42%} of (S)-N-{(6-{5-cvclopropvi-1,2.4-
oxadiazol-3-y1}-2,3-dithydrobenzofuran-3-y - 1-methyl-1 H-pyrazole-4-carboxamide
{Compound 236) as a white solid. LRMS (ES) nvz 352 (M+H)., '"H-NMR: (400 MHz,

Methanol-dy, ppm): § 8.06 (s, 1H), 7.90(d, /=09 Hz, 1H)}, 7.60(dd, /=78, 1.4 Hz, 1H),
748¢d, J=T78Hr, 1H).L743(d,/=14Hz IH), 583 dd, J=86,47Hz 1H),482{dd, J=
9.9 86H7 1H), 444¢(dd, J=99,48Hz 1H), 390 (s, 3H), 232 (11, /=82, 5.0 Hx, 1H),
1.29(di, . J=77,2.6Hz, 2H), 1.25(dt,.7=5.1, 3.0 Hz, 2H).

Example 21

Syuthesis of Compound 238
i. Synthesis of Intermediate 21-2:

VM\/W‘“ .

. Dioxane, reflux
HN~Boc NH

7
18-8 24.2 Boc
[B8383] To asolution of tert-butyl N-{(35)-6-(N-hy droxyearbamimidoyl}-2,3-dihy dro-1-

benzofuran-3-vijcarbamate (24.7 g, 84.2 mmol, 1.0 equiv) in dioxane {700 ml) was added
propanoyl propanoate (16.4 g, 126.0 mmol, 1.5 equiv). The muxture was stirred at 60 °C for
2 h, diluted with EA (500 mL), washed with water (200 mL}, dried over anhvdrous sodium
sulfate, concentrated under reduced pressure, and purified by silica gel chromatography
(BEA/PE. 7/93) to give 18.4 g (66%) of rert-butyl N-[(38)-6-(5-ethvi-1,2 4-oxadiarol-3-vi}-

2,3-dihydro-1-benzofuran-3-yljcarbamate as a white powder.

2. Svuthesis of Intermediate 21-3:
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A—ﬂ>\ - HCI
. N\

8 t
N—Q HCI (4M in dioxane) O~N/ O
' \g DCM .
. N NH,
21-2 e 21-3

[6304] To asolution of tert-butyl N-[(35)-6-(5-ethyl-1,2 4-oxadiazol-3-v1}-2.3-dihy dro-1-~
benzofuran-3-vilcarbamate (16.3 g, 492 mmol, 1.0 equiv) in DCM (350 mL) was added
hydrogen chloride (4 M in dioxane, 122 mL). The mixture was stirred at r.t. overnight and
diluied with PE (100 mL). The solid was collected and dried to give 13.0 g of (35)-6-(5-
ethvi-1,2,4-oxadiazol-3-y1)-2,3~-dihydro- I -benzofuran-3-amine hydrochloride salt as an off-
white solid.

3. Synthesis of Compound 23&:

‘\) HCH j&/
=N HO™ N o,

O
G g — N O
N © A W i
N O\N/ . E/QLW/”\

EDCI, HOAL DIFEA, DMF S
N

21-3 Compound 238

18365} To asolution of (38)-6-(5-ethyl-1,2 4-oxadiazol-3-v1}-2,3-dihydro-1-benzofuran-
3-amine hvdrochloride salt (9.0 g, 33.6 mmol, 1.0 equiv) in DMF (200 mL} were added
HOAL (8.5 g, 40.4 mmol, 1.2 equiv), DIEA (13.0 g, 100.6 mymol, 3.0 equiv), EDCI(7.7 g,
40.2 mmol, 1.2 equiv), and 1-methyl-1 H-pyrazole-4-carboxvlic acid (4.4 g, 34.9 mmol, 1.04
eguiv). The mixture was stirred at room temperature overnight, diluted with EA (300 mL),
washed with water {200 mL) three times, dried over anhydrous sodium sulfate, and
concentrated under reduced pressure. The product from the above procedure was combined
with previous batch (2.4 g of amine SM} and purified with DCM/PE to give 12.0 g of (S)-N-
{6-(S-ethyl-1.2.4-oxadiazol-3-y1)-2, 3-dihy drobenzofuran-3-y1}- 1 -methyl-1 H-pyrazole-4-
carboxamide (Compound 238} as a white solid after filtration and drying. LRMS (ES) mvz
340 (M+H). "H-NMR: (400 MHz, DMSO-de, ppm): 8 8.71 (d, J=7.6 Hz, 1H), 8.16 (s,
1HY, 7.86 (s, 1H}, 7.57(dd, J=77, 1.4 Hz 1H), 747(d, J=77Hz 1H),738(d, /=14 Hz,
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1H), 5.76 (td, J= 8.3, 5.3 Hz, 1H), 4.80 (1, J=9.3 Hz, 1H),4.39(dd, J=9.7. 5.2 Hz, 1H),
3.82 (s, 3H), 2.99 (q.J = 7.5 Hz, 2H), 1.32 (1. J = 7.6 Hz, 3H).

Example 22

Synthesis of Compound 253
1. Svnthesis of Intermediate 22-2:

Br . 5 . Q/
n-BuLi, Meli, DMF THF /\@

NH JNH
Boc Bac

5.9 22-2
63061 To asolution of tert-butyl N-[(1R}-5-bromo-2,3-dihydro- 1 H-inden-1-vljcarbamate

(2 g, 6.4 mmol, 1.0 equiv) in THF (30 mL) cooled 1o -78°C was added MeLi (4.8 mL, 1.6 M)

dropwise at -78°C under argon. The mixture was stirred at -78 °C for 15 min and n-Buli (5.2
mL, 2.5 M) was added dropwise. The mixture was then stirred for 1h at -78 °C and DMF
{1.43 g, 19.2 mmol, 3.0 equiv) was added dropwise. The solution was stirred for th at -78 °C,
guenched with a saturated NHCl solution (S mlL), and concentrated under vacuum. The
residue was purified by silica gel chromatography (EA/PE, 1/10) to give 1.5 ¢ (90%) of tert-

butyl N-[(1R)-3-formyl-2,3-dihydro-1H-inden-1-yljcarbamaie as a vellow sohid.

2. Svuthesis of Intermediate 22-3;

- y \ HG.
O NH,-OH.HCI Nm
\ EIOHPY, 1t

!NH
Boc
22-2 22.3

16307} To asolution of rert-butyl N-[(1R}-5-formyl-2,3-dthydro-1 H-inden-1-

HN-goe

vijcarbamate (1.6 g, 6.1 mmol, 1.0 equiv) in a mixture of ethanol and pyridine (21 mL, 2/1}
was added NHOH HCE (309 mg, 1.2 equav). The maxture was stirred at room temperaiure
for 2 h and concentrated under reduced pressure to give 1.7 g of fert-butyl N-[{1 R)}-3-[(1E)-

{(hydroxyvimino)methyl]-2,3-dihydro- 1 H-inden-1-vljcarbamate as a white solid.

3. Synthesis of intermediate 22-4:
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o
HOL P 7 NCS HO. 2
DMF, 1, 24h “

HN=-p,
Boc HN~Boe

22-4
[B308] To asolution of ert-butyt N-[(1R)-5-[(1 E)-(hydroxyimino)methyl]-2 3-dihydro-

1H-mden-1-vljcarbamate (1.7 g, 6.1 mimol, 1.0 equiv) i DMF (15 mbl) was added NCS (977
mg, 7.3 mmol, 1.2 equiv). The mixture was stirred at r.1. overnight, diluted with EA (50 mL),
washed with saturated NH,{Cl solution (50 mL) twice, dried over anhydrous sodium suifate,
and concentrated under vacuum to give 1.8 g (95%) of tert-butyt N-[(1R}-5-[(172)-

chloro(hydroxyiminoymethyl}-2 3-dihvdro-1/4-inden-1-vijcarbamate as a brown o1l

4. Synthesis of Intermediate 22-5:

; L&
HO‘N/ Br N =

-
-~ lu

X

TEA, THF, &, 1h

HN~Bag then 80°C, 5h
22-4 22-5

HN“BOC

16309} To asolution of 2-bromobut-1-ene (2 g, 14.8 mmol, 1.0 equiv) in THF (30 mL)
were added rerr-butyl N-[(1 B)-5-[(1 Z}-chlorothydroxyimino)methvl]-2,3-dihydro-1 H-inden-
1-ylicarbamate (955 mg, 3.1 mmol, 1.1 equiviand TEA (13 g 12,9 mmol, 2.1 equiv}. The
mixture was stirred at r.t. for 1 h, heated to 60 °C for 5 h, cooled to r.t., diluted with EA {200
ml), washed with saturated NH,Cl solution {100 mL) twice, dried over anhydrous sodium
sulfate, concentrated under reduced pressure, and purified by silica gel chromatography
(EA/PE, 1/10) 1o give 1.1 g (23%) of rert-butyl N-[(1R}-5-(5-ethyi-1 2-oxazol-3-vi)-2,3-

diby dro-1 H-inden-i-vljcarbamate as a vellow solid.

5. Synthests of Intermediate 22-G:
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pe pe

(NN ) ' . . O\
N HC! in dioxane NP 1
DCM SN
HN-goc A,
22-5 226 ‘

(6318} To asolution of fer&-butyl N-[(1R}-5~(5-ethy}-1,2-0xaz0l-3-v1)-2, 3-dihydro-1H4-
imden-1-yljcarbamate {1.08 g, 3.3 mmol, 1.0 equav) in DCM (15 ml) was added hydrochlone
acid (4 M in dioxane, 15 mL, 18.2 equiv). The mixture was stirred at r.t. for 2h and
concentrated onder reduced pressure (o give 870 mg of (1R)-5-(8-ethvi-1,2-oxazol-3-y1)-23-

dihydro-1 H~inden-1-amine hvdrochlornde as an off-white solid.

6. Svnthesis of Comapound 253:

O

%X\w HO/K’N o
== (o N = L i
O N/X p | Nay Qw/ ﬁ J\T
S EDCI HOAL DIPEA, DMF N N~
NH,
22-6 Compound 253
(6311} To asolution of (1R)-5-(5-ethyl-1,2-oxazo0l-3-y1}-2,3~-dihydro-1H-inden-1-amine

hydrochloride (625 mg, 2.4 mmol, 1.0 equiv) in DMF (20 mL} were added 2-methyl-24-
1,2.3,4-tetrazole-3-carboxylic acid (606 mg, 4.7 mmol, 2.0 equiv}, EDCI {909 mg, 4.7 mmol,
2.0 equivy, HOAL (643 mg, 4.7 mool, 2.0 equiv), and DIEA (1.53 g, 11.9 mmol, 5.0 equiv).
The mixture was stirred at r.t. for 2 h, heated to 60 °C for 2 h, cooled to r.t., and poured into
EA (100 mL) and water {100 mL). The agueous laver was extracted with ethyl acetate {100
mL} twice. The combined organic lavers were washed with saturated NH,CI solution (50 mL)
twice, dried over anhydrous sodium sulfate, concentrated under reduced pressure, and
purified by Flash-Prep-HPLC with the following conditions: (IntelFlash-1): Column, €18
silica gel; mobile phase, ACN/H20=1:3 mcreasing to ACN/H,0=1.2 within 10 min; Detector,
UV 254 nm. This purification resulted in 758 mg (829%) of (R}-N-(5-{5-ethyhisoxazol-3-v1}-
2,3-dihydro-1H-1nden-1-v1}-2-methyl-2H-tetrazole-5-carboxanmide {Compound 253) as an

off-white solid. LRMS (ES) nv/z 338 (M+H). "H-NMR: (300 MHz, BMSO-ds,ppm} 6 9.38
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(d.J=84Hz 1H), 7.74 — 7.59 (m. 2H), 7.29 (4, J=7.9 Hz. 1H), 6.79 - 6.71 {m, 1H), 5.56
(q.J= 8.1 Hz, 1H). 4.41 (s, 3H). 3.04 (ddd, /= 16.0, 8.9, 3.3 Hz, 1H), 2.96 - 2.65 (m, 3,
241 (1d, J= 8.1, 3.6 Hz, 1H), 2.21 — 2.01 {m, 1H), 1.23 (4, J = 7.6 Hz, 3H),

8312} The following compounds were prepared by methods analogous to the method

described for Compound 253:

Compound No. | LRMS (ESym/z | Compound No. | LRMS (ES) m/z
137 M-+H=334 416 MAH=324
138 M-+H=334 417 MAH=338
252 M+H=325 418 MAH=324
413 M+H=337 431 MAH=337
414 M-+H=337 4372 MAAH=323
415 M+H=338

Example 23

Synthesis of Compound 414
O
"3 i—ioJL\,,_N/
e ::“\ H\J\N ~N 0O
W O7"% 4 N\ ] /
P \/l%) — ﬁ -N,
)\@ EDCH HOAL DIPEA bi\!
N

H IMF, r.1~60°
oy N2 DMF, r.t~60°C
22-6 Compound 414
16313} To a solution of I-methyl-1H~pyrazole-5-carboxvlic acid (166 mg, 1.3 mmol, 1.7

equiv) in DMF (4 mL) were added DIEA (5366 mg, 4.4 mmol, 5 8 equiv), EDCI (337 mg, 1.7

mmol, 2.3 equivy and HOAt (238 mg, 1.8 mmol, 2.3 equiv}. The mixture was stirred 5 min at
room temperature and (1R)-5-(S-ethyl-1,2-oxazol-3-y1)-2,3-dihy dro~1 H-inden- 1 -amine
hydrogen chloride (200 mg, 0.8 munol, 1.00 equiv) was added. The mixture was then stured
for 2 h at room temperature and filtered to remove the solids. The filtrate was purified by
Prep-HPLC with the following conditions: (2#-AnalyseHPLC-SHIMADZUMHPLC-10)):
Colunm, XBridge Shield RP18 OBD Column, Surn, 191 50mmy; mobile phase, Water
{(1I0MMOL/L NHHCO;) and ACN (38.0% ACN up to 52.0% in 8 min); Detector, UV

254nm. This purification afforded 111.4 mg (38%) of {R}-N-(5-(5-ethylisoxazol-3-y{)-2,3-
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dihy dro-1 H~nden-1 -y}~ ~-methyl-1H-pvrazole-5-carboxamide (Compound 414) as a white
solid. LRMS (ES) m/z 337 (M+H).

HANMR:  (G00MHZCD:0OD, ppm). 5 7.76-7.63 (m, 2H), 7.49-7.34 (m, 2H). 6.81 (d,
J=2.1Hz, 1H), 6.57 (d, J=1.0 Hz, 1H), 5.64 (t. J=8.0 Hz, 1H), 4.17 (d. J=1.1 Hz, 3H), 3.13
(m, TH), 2.98 (m, 1H), 2.91-2.77 (m. 2H), 2.71-2.54 (m, 1H), 2.06 (m. 1H). 1.35 (1, J=7.6 Hz,
3H).

{6314} The following compounds were prepared by methods analogous to the method

described for Compound 414

Compound No. | LRMS (E8)ym/z | Compound No. | LRMS (ES)m/z
137 M+H=334 415 M+H=338
138 M+H=334 416 M+H=324
252 M+H=335 417 M+H=338
253 M+H=339 418 M+H=324
413 M+H=337 432 M+H=323
Example 24

Syuthesis of Compound 261
1. Synthesis of Intermediate 23-2:

Br
Dry ice

Mebi(1.5aq), THF, -78°C, 10min
Bod n-Buli(Zeq), -78°C, th
5.2 60% 23-2
18315] To asolution of rert-butyl N-{(1R}-5-bromo-2 3-dihvdro-1H-inden-1-yljcarbamate

(10 g, 32.2 mmol, 1.0 equiv} in THF {300 mL) cooled to -78 °C was added MeLi (30.1 mL,
1.6 M., 1.5 equiv) dropwise. The mixture was stirred at -78 °C for 10 min and n-Buli (25.7
, 2.5 M, 2.0 equiv) was added dropwise at -78 °C. The mixture was stirred for an
additional hour at -78 °C and dry ice (30 g) was added. The mixture was then stirred for 30
min at -7 °C and quenched by adding saturated NH,C1 solution (30 mL) at -78 °C slowly.

The resulting solution was warmed to r.1. and extracted with EA (400 mL)} twice. The
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combined organic layers were concentrated under reduced pressure and triturated with a
mixture of EA, PE, and ethyl ether {1/20/10) to afford 6.2 g (70%) of (1R}-1-{{{ters-

butoxy)carbonyllamine]-2,3-dihy dro-1H-indene-S-carboxylic acid as a white solid.

2. Synthests of Intermediate 23-3:

Bod’ HN-Bog
23-2 23-3

18316} To asolution of (1R)-1-{[{teri-butoxy jcarbonyljamino}-2.3-dihydro-1H-indene-5-
carboxyvlic acid (1.5 g, 5.4 mmol, 1.0 equiv) in DMF (20 mL) were added DIEA (2.1 g, 16.3
mmol, 3.0 equiv) and HATU (3.1 g, 8.2 mmol, 1.5 equiv). The nuxture was stirred for 5 min,
and (Z)-N-ydroxycvcloprop-1-carboximidamide {542 mg, 5.4 mumol, 1.0 equiv) was added.
The mixture was then stirred for 2 h, diluted with DCM (200 mL), washed with saturated
MNHLCl solution (200 mb) three times, concentrated under reduced pressure, and punified by
silica gel chromatography (EA/PE, 14/86} to give 800 mg {(41%) of rert-buty-N-{(1R)-5-
H(1 Zy-cyclopropylthvdroxyimino ymethvijcarbamoyl]-2,3-dihy dro-1 H-inden-1-v1] carbamate

as an off-white solid.

3. Synthesis of Intermediate 23-4:

toluene

. 120°C, 12h
HN~-poe

23-3
[6317] A solation of rert-butyl N-J(1R-5-{{(17)-

cvclopropyl(hydroxyiminoymethyljcarbamoyli-2. 3-dihvdro-1 H-inden-1-yljcarbamate (680
mg, 1.9 mmol, 1.0 equiv) in toluene (10 mL) was heated to 100 °C overnight, cooled to rt.,

concenirated under reduced pressure, and purified by silica gel chromatography (EA/PE, 1/9)
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to give 540 mg (84%) of fert-butyl N-[(1R)-5-(3-cyclopropyvl-1,2.4-oxadiazol-5-v1-2,3-

dihvdro-1H-inden-1-yljcarbamate as a light yellow solid.

4. Synthesis of Intermediate 23-5:

2
O

HOI (4 Midioxane) N

U4

DCM

HN~poc
23-4 23-5
[3318] To a solution of rer-butyl N-{(1R)-5-(3-cyclopropyl-1,2,4-oxadiazol-5-y1)-2,3-
dihydro-1 H-inden-1-yljcarbamate (490 mg, 1.4 mmol, 1.0 equav) in DCM (5 ml) was added
hydrogen chloride (4 M in dioxane, 10 mL}. The nuxture was stirred overnight and
concentrated to afford 660 mg of (1R)-3-(3-cyclopropyi-1,2 4-oxadiazol-S-yi}-2,3-dihy dro-

1 H-inden-1-amine hydrochlornde salt as a light vellow solid.

5. Synthesis of Compound 261

N‘O 1 F IO / EDCH, HOAL /\
NH, &\7 DIFEA, DMF
235 Compond 261

16319} To a solution of I-methyl-1H-pyvrazole-5-carboxylic acid (26 mg, 0.2 mmwol, 1.2
equiv) in DMF (4 mL) were added DIEA (80 mg, (.62 mmol, 3.50 equiv), HOAL (60 mg, 0.4
mmnol, 2.3 equiv), and EDCI (84 mg, 0.4 mmol, 2.3 equiv). The mixture was stivred for 5
min and (1 R)-3-(3-cyclopropyi-1,2.4-oxadiazol-3~-vi}-2 3~-dihydro-1 H-inden- i -amine
hydrochloride salt (50 mg, 0.2 mmol, 1.0 equiv} was added. The mixture was then stirred for
2 h and purified by Flash-Prep-HPLC with the following conditions: (CombiFlash-1}):
Columm, C18 silica gel; mobile phase, ACN/H,0 (0.05% NHHCO:), Detector, UV 254 nm.
This purification afforded 20.8 mg (33%} of (R}-N-(5-(B-cyclopropyl-1.2,4-oxadiazol-5-y1)-
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2 3~dihydro~1 H-inden- 1 -v1)-L-methvi-1 H-pyrazole-5-carboxamide (Corapound 261} as a
white solid. LRMS (ES) m/z 350 (M+H). "H-NMR: (CD:OD, 300MHz, ppm): 5 7.99-
7.88 (2H, m), 7.49-7.39 (2H, m), 6.79 (1H, &, .J =22 Hz), 5.63 (11, 1,/ = §.1 Hz), 4.14 GH,
s). 3.20-2.88 (2H. m), 2.61 (1H, m), 2.08 (ZHL, m). 1.07 (4H. t)

16320} The following compounds were prepared by methods analogous to the method

deseribed for Compound 261:

Compound No. | LRMS (ESYm/z | Compound No. | LRMS (ES) m/z
254 M+H=338 275 MAH=328
255 M+H=352 276 M-+H=360
256 M+H=340 277 M+H=374
257 M+H=338 311 M+H=329
258 M+H=350 312 MAH=329
259 M+H=364 313 MAH=326
260 M+H=352 314 MAH=326
263 M+H=324 341 M+AH=343
264 M+H=338 342 M+AH=331
272 M+H=320 343 MAH=340
273 M+H=327 344 MAH=328
274 M+H=327

Example 25

Svnthesis of Compound 372
i. Svnthesis of Intermediate 24-2:

7
) HO N/
. N
S, @
B4 NH,
i |

HOAL EDCI, DIEA, DMF \yN
38-4 24-2
[6321] To asolution {1 R)-3-bromo-2,3-dthydro-1 H-inden-1-amine hydrochloride 3.0 g,

12,1 mmol, 1.00 equiv) in DMF (60 mL) were added |-methyl-1H-pyrazole-S-carboxylic
acid (1.65 g, 13.1 mmol, 1.08 equiv), HOAL (2.5 g 1837 mmol, 1.52 equiv), EDCI (3.5 g,

18.3 mmol, 1.51 equiv), and DIEA (6.3 g, 48.8 mmwol, 4.04 equiv). The muxture was stirred
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at t.t. overnight, diluted with EA (200 mL), washed with water {100 mL) and brine (100 mL),
dried over anhydrous sodium sulfate, concentrated under vacuum, and purified by a silica gel
chromatography (EA/PE, 19/81) to give a sohd, which was triturated with PE to afford 2.67 g
(69%) of N-[(1R)-5-bromo-2,3~dihydro-1H-mden-1-vij-1-methyl-1 H-pvrazole-3-
carboxamide as an off-white solid. LRMS (ES) vz 320 (M—+H). LC-MS:  (ES, m72)
IM+H] 320322

2. Svuthesis of Compound 372

)
______ /; ol
AN g o
Br - N N/ (!)H ______ / \ ,
Y N7 N/ NN
N Pd(dppfiClo CHLCL, I Y
dioxane, H20 L\&
24-2 Cs,C0O; Compound 372

16322} To asolution of N-{{1R)-5-bromo-2.3-dihvdro-1H-inden-1-vi}-1-methvi-14-
pyrazole-5-carboxaride (100 mg, 0.31 mmol, 1.00 equiv) in dioxane (5 mlL) were added
phenylboronic acid (57 mg, 0.47 mymol, 1.50 equiv), Pd(dppHCLCH,CL (26 mg, 0.03 romol,
0.10 equiv), CsaC 05 (204 mg, 0.63 mmol, 2.00 equiv), and water (0.5 mL). After stirring at
80 °C for 3 h, the resulting solution was diluted with EA (20 mL) and filtered to remove the
solid. The organic layer was separated, washed with brine, dried over anhydrous sodium
sulfate. concentrated under reduced pressure, and purified by Prep-TLC (PE/EA, 1/1). This
product (67 mg) was further purified by Flash-Prep-HPLC with the following conditions:
{(CombiFlash-1) Columm, C18 silica gel;, mobile phase, water (0.5% NHHCO;) Y ACN=95/5
mncreasing to water (0.5% NH4HCO3YACN=90/10 within 10 min; Detector, UV 254 nm.
This resulted in 46.7 mg (47%) of (R)-1-methyl-N-{5-phenvi-2,3-dihydro-1H-inden-1-y1}-14-
pyrazole-S-carboxamide (Compound 372) as a white solid. LRMS (ES) m/z 318 (M+H). 'H-
NMR: (400 MHz, DMSO-~d;, ppm). S876(d. /=84Hz, 1H), 7.65-7.57 (m, 2H), 7.53
(d.J=1.6Hz, 1H), 7.50 - 7.39 {(m, 4H), 7.38 - 7.26 (m, 2H), 6.91 (d, /= 2.1 Hz, 1H). 5.54
(q.J=8.1 Hz, 1H). 4.10 (s, 3H), 3.04 (ddd, /= 15.9, 8.9, 3.2 Hz, 1H), 2.90 (dt, /= 16.1, 8.4
Hz, 1H), 2.48 — 2.43 (m, 1H), 1.99 (dg, J = 12.5, 8.7 Hz. 1H)
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[0323] The following compounds were prepared by methods analogous to the method

described for Compound 372;

Compound No. | LRMS (ES)m/z | Compound No. | LRMS (ES) m/z

373 M+H=332 375 M+H=333.1
374 M+H=332 376 M+H=333
Example 26

Synthesis of Compound 378

\\Li.»i) """ ol =N

- A Coe O

B - /

S A e Tas; e

Pd{dpphiCly CH,Cly, KaPO,
DMF, 86°C Compound 378

18324} To asolution of T-methy{-N-{(18)-5-(tetramethyi-1 3,2-dioxaborolan-2-y1)-2.3-

dihydro-1 H-inden-1-ylj-1 H-pyrazole-S-carboxamide (100 mg, 0.27 mmol, 1.00 equiv}in
DMF (4 mL) were added Pd(dppHCl2. CHCh (44 mg, 0.05 romol, 0.20 equiv), KaPO, (116
mg, .55 mmol, 2.00 equiv}, and 2-bromo-4-methylpyrinudine (94 mg, 0.54 mmol, 2.00
equiv) under nitrogen. The mixture was stirred at 80 °C for 2 h, cooled to r.t., diluted with EA
(10 mL), washed with water (10 mL), dried over anhydrous sodium sulfate, concentrated
under reduced pressure, and purified by a silica gel chromatography (EA/PE, /1) to give a
product, which was further purified by Prep-HPLC with the following conditions: (2#-
AnalyseHPLC-SHIMADZUHPLC-10)): Column, XBridge Shield RP18 OBD Colunmn,,
Sum, 191 50mun; mobile phase, Water(10MMOL/L NHiHCO:+0.1%NH3 H20) and ACN
(31.0% ACN up to 44 0% in 8 min); Detector, UV 220nm. This result in 17.6 mg (19%) of
{R3-1-methyl-N-(5-(4-methylpvrimidin-2-vi}-2,3-dihydro-1 H-inden- 1 -v)- 1 H-pyrazole-5-
carboxamide (Compound 378) as a white solid. LRMS (ES) nvz 334 (M+H). 'H-NMR;
{300 MHz, Methanol-ds, ppm). 8 8.65(d, J=35.1 Hz, 3H), 8.28 (s, 4H), 7.50 — 7.38 (m, 4H).
723 (s, 1H}, 6.83(d, /=21 Hz, 2H}, 5.66 (s, 1H}, 4.18 (5, TH}, 2.59 (s, 7TH}. 0.20 (s, 1H}.

8325} The following compounds were prepared by methods analogous to the method

deseribed for Compound 378
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Compound No. | LRMS (ES)m/z | Compound No. | LRMS (ES) m/z
377 M-+H=333 381 M+H=334
379 M-+H=334 384 M+H=334
380 M-+H=333

Example 27

Synthesis of Compound 383
1. Synthesis of Intermediate 26-2:

N=N N=N
0 TN

N\ OH N\ OTf
DCM, Py

15°G~0°C

26-2

8326} To a solution of S-methyipyridazin-3-ol (500 mg, 4.534 ramol, 1.00 equuv) in DCM

(10 mL} cooled to -15 °C were added pyridine (1.1 g, 13.9 nunol, 3.06 equiv) and a solution

of (trifluoromethane)sulfony! trifluoromethanesulfonate (2.0 g 7.09 mmol, 1.56 equiv) in

DCM (5 mL) dropwise with stirring at -15 °C. After stirring at -15-0 °C for 2 h under

nitrogen, the reaction was quenched with water (20 mL). The resulting solution was separated

and the aqueous laver was exiracted with DCM (20 mbL) twice. The combined organic layers

were washed with brine (20 mL), diied over anhydrous magnesium sulfate, concentrated

under reduced pressure, and purified by silica gel chromatography (EA/PE, 16/84) (o afford

400 mg (36%) of S-methylpyridazin-3-vl trifluoromethanesulfonate as colorless oil.

2. Synthesis of Compound 383:
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T N AN J
O = ! F \N
N=N ~7 O
/
\ Ot _y
Na,COy, PA(PPhy), tol, EIOH, H,0 [N

26-2
Compound 383

18327} To asolution of 1-methyl-N-{(1K}-3-(tetramethyi-1, 3 2-dioxaborolan-2-y1}-2,3~
diby dro-1H-inden-1-vlj-1H-pyrazole-5-carboxamuide (100 mg, 0.27 mmol, 1.00 equiv} in
toluene (9 mL) were added 5-methyipyridazin-3-vl trifluoromethanesulfonate (80 mg, 0.33
mmol, 1.21 equiv), ethanol (3 mL), PA(PPhs) (47 mg. 0.04 mumol, 0.15 equiv), and a solution
of sodium carbonate {318 mg, 3.00 mmol, 11.0 equiv) in water {1.5 mL}. After stirring for 3
b at 80 °C, the resulting solution was diluted with 30 mL of EA. The mixture was washed
with water {20 mL) and brine (20 ml.), dried over anhydrous sodium sulfate, and
concentrated under vacuum. The product was purified by Prep-TLC (EA) followed by Prep-
HPLC with the following conditions: (2#-AnalyseHPLC-SHIMADZU(HPLC-10}): Column,
XBridge Shield RP18 OBD Colurmm, Sum, 19%150mm; mobile phase, water {10mmol/L
MNHHCO;+0.1%NH; HO) and ACN (25.0% ACN up to 38.0% in 8 mun); Detector, UV
220nm. This resulted in 7.9 mg (9%) of (#}-1-methyl-N-(5-(5-methylpyridazin-3-y1}-2,3-
dihy dro-1 H-inden-1 -y}~ 1 H-pyrazole-S-carboxamide (Compound 383} as a white solid.
LRMS (ES) nvz 334 (M+H), 'H-NMR: (300 MHz. Methanol-d; ppm) 6 9.01 (d, J=1.9 Hz.
1H), .04 - 7.99 (m, 1H), 7.99 - 7.95 (m, 1H), 7.91 (d. J= 7.8 Hz, 1H), 7.51 - 7.42 (m, 2H),
683(d, J=21Hz 1H), 5681, J=78Hz 1H), 418 (s, 3H), 3.18(ddd, /= 159,901,353
Hz, TH), 3.01 (dd, /=160, 83 Hz, 1TH), 2.65 (dtd, /=126, 7.9, 3.5 Hz, 1H), 248 (s, 3H),
209 (dg, /=128, 8.6 Hz, 1H).

16328} The following compounds were prepared by methods analogous to the method

deseribed for Compound 383:
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Compound No. | LRMS {(ES) m/z
382 M+H=334

Example 28

Synthesis of Compound 423
1. Synthesis of Intermediate 28-2:

O

Br{\i ,1 MeLin-Buli, THF
— N 3o

Bod DMF

HN~gge
28-2
[6329] To asolution of fere&-butyl N-[(3S)-6-bromo-2,3-dihy dro~1-benzoluran-3-

v

vijcarbamate (1.7 g, 5.4 romol, 1.0 equiv) in THF (20 mL) cooled to -78 °C was added MeLi
(5.07 mL, 1.50 equiv) under nitrogen,. The mixture was stirred at -78 °C for 10 min and n-
Buli{2.5M, 432 mL, 2.0 equiv) was added. The mixture was then stirred at -78 °C for 30
min and DMF (119 g, 16.3 ramol, 3.0 equiv) was added.  The moixture was then stirred for
an additional hour at -78 °C and quenched with a saturated NH,Cl solution. The resulting
solution was extracted with EA (300 mL) three times. The combined organic layers were
washed with saturated NH.Cl solution (200 mL), dried over anhydrous sodium sulfate,
concentrated under reduced pressure, and triturated with n-hexane 30 ml) to afford 132 ¢
(939%) of tert-butvl N-[(385)-6-formyl-2, 3-dihydro-1-benzofuran-3-yljcarbamate as a hight

vellow solid.

2. Svuthesis of Intermediate 28-3:

NHp-OHHG DO &2~ -0
=S . J
EtOH/PY, 1.t
HN~56e y HN-goe
28-2 28-3

(6336} To asolution of fer&-butyl N-|(3S)-6-formyl-2, 3-dihydro-1-benzofuran-3-

vijcarbamate (5.8 g, 22.0 mmol, 1.0 equiv} in a mixture of ethanol (100 mL) and Pyvridine (50
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ml) was added hvdroxylanune hydrochloride (1.83 g, 26.3 nunol, 1.2 equiv). The mixture

was stirred for 3h, concentraied under reduced pressure, and poured into water. The aqueous
solution was extracted with EA twice. The combined organic layers were washed with brine,
dried over anhydrous sodium sulfate, and concentrated to afford 6.0 g of fert-butyl N-[(38)-6-

(1 Ey-Chydroxyimine)methyl]-2, 3-dihydro-1-benzoturan-3-ylicarbamate as a white solid.

3. Synthesis of Intermediate 28-4:

HO 7 E 0 NCS  HOL#
i\ H B
HN~goe | 1Y HN~Boc
28-3 28-4

[6331] To asolution of rert-butyl N-[(38)-6-[(1 E)-(hydroxyviminoymethyl]-2,3-dihydro-1-
benzofuran-3-vijcarbamate (6.0 g 21.5 mmol, 1.0 equivy in THF (120 mL) were added
pyridine (1.36 g, 17.1 mmol, 0.98 equiv) and NCS (5.17 mg, 38.7 mumol, 1.8 equiv). The
resulting solution was stirred overnight, diluted with EA, washed with water, dried over
anhydrous sodium sulfate, and concentrated under reduced pressure to afford 9.1 g of ters-
butyl N-{(38)-6-{{12)-chioro(hy droxyiminoymethvl}-2,3-dihydro-1-benzofuran-3-

yljcarbamate as a white solid.

4. Synthests of Intermediate 28-5:

TEA, THF, 60°C

HN-goc
28-4 28-5
[06332] To asolution of fert-butyl N-[(35)-6-[(1 £)~chlorothy droxyinmino)methy]-2,3-
dihvdro-1-benzofuran-3-yljcarbamate (3.6 g, 11.6 mmol, 1.0 equiv) in THF (80 mL) were
added TEA (4.3 g, 42.9 mmol, 5.0 equiv) and 2-bromobut-1-ene (1.74 g, 12.9 mmol, 1.5

equiv). The resulting solution was stirred at r.t for 2 b, heated at 60 °C for 2 b, poured into
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water, and exiracted with EA twice. The combined organic lavers were washed with aqueous
NH4CH sohution, dried over anhydrous sodium sulfate, concentrated under reduced pressure,
and puritied by silica gel chromatography (EA/PE, 1/9) 1o afford 424 mg (11%) of fert-butyl
N-[(38)-6-(5-ethvl-1,2-oxazol-3-y1}-2.3-dihy dro-1-benzofuran-3-yljcarbamate as a white
solid.

5. Synthesis of Intermediate 28-6.

O = o HCI{N in dioxane) O\ N~ 0
. DM, rt S ! \g

HN-poc HCI NH;
28-5 28-6
16333} To asolution of feri-butyl N-{(3S)-6-(5-ethyl-1,2-oxazol-3-y1)-2,3-dihydro-1-

benzofuran-3-vljcarbamate (420 rog, 1.3 nuool, 1.0 equiv) in DCM (20 mL) was added
hydrogen chloride {(4M in dioxane, 3.2 mL, 10.0 equiv). The resulting solution was stirred at
r.1. overnight. The solids were collected by f{iltration to afford 275 mg (81%) of {(353-6-(5-
ethvl-1,2-oxazol-3-y1)-2 3-dihvdro-1-benzofuran-3-amune hydrochloride as a hight vellow
solid.

6. Synthesis of Compound 423:

N"’"’ /
C"\N/ 0O L~Nf oAy, P )
-~ O
EDCH HOAL, DIPEA, DMF N
NH, HCl  ri~80°C —
28-6 Compound 423 N~

18334] To asolution of (353-6-(5-ethvl-1,2-oxazol-3-y1}-2,3-dihydro-1-benzofuran-3-
amine hydrochloride (65 mg, 0.24 mmol, 1.0 equiv} in DMF (2 mbL) were added T-methyl-
1H-pyvrazole~d-carboxvlic acid (37 mg, 0.29 mmol, 1.2 equiv), EDCIL (56 mg, 0.29 mmol, 1.2

equiv), HOAL (40 mg, 0.29 mmol, 1.20 equiv), and DIEA {94 mg, 0.73 mmol, 3.0 equiv).
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The nuxture was stured at r.1. overnight and combined with previous batches (0.21 and 1.16
mmol of amine SM}. The resulting solution was poured into water (10 mL) and extracied
with EA (10 mL) three timnes. The combined organic lavers were dried over anhydrous
sodiurn sulfate, concentrated under reduced pressure, and purified by C-18

column chromatography (H,O/ACN=45/55} to afford 111 mg of (53-NV-(6-(5-ethylisoxazol-3-
vh)-2,3-dihvdrobenzofiran-3-y13-1-methyl- 14 -pyrazole-4-carboxamide (Compound 423} as a
white solid. LRMS (ES) m/z 339 (M+H). "H-NMR: (400 MHz, DMSO-de, pom): 6 8.68 (d.
J=75Hz 1H), 8.18 (s, 1H), 7.88 (d, /=08 Hz, 1H), 743 (d, J= 1.6 Hz. 2H). 7.33(d, J =
1.2 Hz, 1H), 6.82 (1, J= 0.9 Hz, 1H), 5.81 — 5.70 (m, 1H), 4.80 (dd, /= 9.7, 8.8 Hz, 1H), 4.38
(dd,.J=9.7, 5.0 Hz, 1H), 3.85 (s. 3HD), 2.81 (gd, J= 7.6, 0.9 Hz, 2H), 1.28 (1. J = 7.6 Hz, 3H).

[8335} The following compounds were prepared by methods analogous to the method

described for Compound 423:

Compound No. | LRMS (ESym/z | Compound No. | LRMS (ES) m/z
421 M+H=339 427 MAH=325
422 M+H=340 428 MAHAH=326
424 M+H=340 429 MAHAH=326
425 M+H=330 430 MAAH=336
426 MANa=347 434 MAH=325
Example 29

Svnthesis of Compound 431

— O
{
HO’I\F/
NH ~N O
il Banas
e ﬁ o
MNH
HCH salt NH; EDCI, HOAL DIPEA, DMF L\‘“N’
22-8 Compound 431

10336} To a solution of S-methyl-1H-pvrazole-4-carboxylic acid (73 mg, 0.58 mmol, 1.50
equiv) in DMF (2 mL) were added HOAL (105 mg, 0.8 mmol, 2.0 equiv), EDCT (148 mg, 0.8
mmof, 2.00 equiv), DIEA (249 mg, 1.9 mmol, 5.0 equiv), and (#}-5-(5-ethylisoxazol-3-vi}-

2. 3-dihydro-1H-inden-1-amine hydrochloride (102.5 mg, 0.4 mmol, 1.00 equiv). The
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mixture was stirred at r.t. overnight and purified by Prep-HPLC with the following conditions:
{2#-AnalyseHPLU-SHIMADZU{HPLC-10}); Column, X-Bridge Shield RP18 OBD Column,
Sum, 1 9% 150mm; mobile phase, Water (10mmol/L NHHCGO;) and ACN (30.0% ACN up to
45.0% m 8 nun; Detector, UV 254nm.). This purification gave 28.5 mg (22%) of (R)}-N-(5-
(5-ethylisoxazol-3-yi)-2 3-dihydro-1H-inden-1-vi}-5-methyl-1H-pyrazole-4-carboxamide
{(Compound 431} as a white solid. LRMS {(ES) nv/z 337 (M+H}. 'H-NMR: {400 MHz,
Methanol-dy} 6 7.96 (s, 1HY, 7.74 (s, 1H), 7.71 - 7.65 (m, 1H), 740 (d, J=7.9 Hz, 1H), 6.58
(t, /=09 Hz, iH), 5.65(,.J=80Hz IH), 319 -3.07 (m, 1H), 3.05-2.93(m , 1H), 2.86 (qd,
J=T74 09 Hz 2H), 2.64 (ddd, J=12.7,7.9, 3.2 Hz, 1H), 2.56 (s, 3H}), 2.05 {(dq, /= 12.8,

87 Hz, 1H), 1.37 (1, J="7.6Hz 3H}

Example 30

Synthesis of Compound 433
1. Synthests of Intermediate 30-2;

NG~ O o O
DIBAL-H ‘?
' \{\} Tol N
JNH Bod’
Boc
18-7 30-2

18337} To asolution of rert-butyl N-{(38)-6-cyano-2 3-dihydro-1-benzofuran-3-

vijcarbamate (6.4 g, 24.6 mmol, 1.0 equiv) in toluene {100 mL) cooled to 0 °C was added
DIBAL-H (43.9 mL., 2.20 equiv} dropwise under nitrogen. The mixture was stirred at 0 °C
for 2 h, quenched with ice water (10 mL) and NaOH solution (10%, 10 mL), and filtered to
remove the solids. The filtrate was dried over anhvdrous sodium sulfate and concentrated
under reduced pressure to afford 5.8 g of ferr-butyl N-[(35)-6-formy1-2,3-dihydro-1-
benzofuran-3-viljcarbamate as a hight vellow sohid, which was used mito the next step without

further purification.

2. Synthesis of Intermediate 30-3:
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HO.
NH,-OH.HCI Nm
EtOH/Py, 1t

HN-Roc HN-Boc

30-2 30-3
8338} To asolution of tert-butyl N-[(35)-6-formyl-2, 3-dihydro-1-benzofuran-3-

yljcarbamate (5.8 g, 22.0 numol, 1.0 equiv) in a muxture of ethanol and Py (100/50 mL) was
added hydroxyiamine hydrochloride (1.83 g, 26.3 mmol, 1.2 equiv). The mixture was stirred
at room temperature for 3 h, concentrated under vacuum to ~ 20 mL in volume, and powred
mto EA (40 mL) and water (40 mL}. The aqueous layer was exiracied with ethyl acetate (50
ml.} three times. The cornbined organic lavers were washed with brine (100 ml.) and
concentrated under vacuum to afford 6.0 g of rert-butyl N-[(35)-6-{(1£)-
(hydroxyiminoimethyl]-2,3-dihy dro-1-benzofuran-3-yijcarbamale as a while solid, which

was used into the next step without further purification.

3. Synthesis of Intermediate 30-4:

HO\N

HN~-goe

THF, Py HN~poc
30-3 30-4

[65339] To asolution of ert-butyt N-[(38)-6-[(1 E}-(hydroxyiminoymethyl]-2,3~dihy dro-1-
benzofuran-3-vijcarbamate (6.0 g, 21.5 mmoel, 1.0 equav) in THF (10 mL) were added
pyridine (1.4 g 17.1 mmol, 0.8 equiv) and NCS (5.2 g, 38.7 mmol, 1.80 equiv). The mixture
was stirred af r.1. overnight and concentrated to dryness to give 9.1 g of rers-butyl N-[(35)-6-
[(1 Z)-chlorothydroxyinunoymethyl]-2,3-dihvdro-1-benzofuran-3-vljcarbamate as a white

solid, which was used into the next step without further purification.

4. Synthesis of Intermediate 30-5:
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O
Brk \N/ —’O

TEA, THF, 80°C

HN~gac
30-4 30-5
(63401 To asolution of rert-butyl N-[(35)-6-[(1 £)~chlorothy droxyinmino)methy]-2,3-

HN*BOC

dihydro-1-benzofuran-3-yijcarbamate (3.6 g, 11.6 mmol, 1.0 equiv} in THF (80 mL) were
added TEA (4.3 g, 42.9 mmol, 5.0 equiv) and Z-bromobut-i-ene (1.7 g, 12.9 mmol, 1.5
equiv). The mixiure was stirred at room ternperature for 2 h, heated 10 60°C for 2 b, and
poured into EA (100 mL) and water (100 mL). The agueous laver was extracted with ethvl
acetate {50 mL} three times. The combined organic layers were dried over anhydrous sodium
sulfate, concentrated under reduced pressure, and purified by a C18 colummn with Hy(O ACN
(50:50) as eluent to afford 424 mg (11%) of tert-butyl N-[(35)-6-(5-ethyl-1,2-oxazol-3-v1}-

2,3-dihydro-1-benzofuran-3-yijcarbamate as a white solid.

5. Synthesis of Intermediate 30-6:

4M HCl in dioxane N =
2

- DCM, .t

33-5 30-6
[8341] To asolution of reri-butvl N-{{35)-6-(5-ethyl-1.2-0xazo0l-3-y1)-2,3-dihvdro-1-

benzofiran-3-yljearbamate (420 mg, 1.8 mmol, 1.0 equiv) in DCM (20 mb) was added
hydrogen chioride (4 M in dioxane, 3.2 mL, 10.0 equiv). The mixture was stirred overnight
at room temperature and the solid was collected by filtration to afford 275 mg of (353-6-(5-
ethyl-1,2-oxazol-3-y1)-2,3-dihydro- 1-benzoturan-3-amime hydrochloride as a light vellow

solid, which was used into the next step without further purification.

6. Synthesis of Compound 433:

279



WO 2019/144041 PCT/US2019/014344

- 3
- oK
NN ‘ e L\\N,NH
W
HC salt NH. EDCEH HOAY DIPEA, DMF
30-8 Compound 433

[6342] To asolution of (38)-6-(5-ethvl~1,2-oxazol-3-y1}-2,3-dihvdro-1-bhenzofuran-3-
amine hvdrochloride (70 mg, 0.3 mmol, 1.0 equiv) in DMF (2 mlL} were added 5-methyl-14-
pyrazole-4-carboxvhic actd (40 mg, 0.3 mmol, 1.2 equiv), EDCT (60 mg, 0.3 mamol, 1.2 equiv),
HOAL (43 mg, 0.3 mmol, 1.2 equiv), and DIEA (101 mg, 3.00 equiv}). The mixture was
stirred overnight, diluted with water (20 ml), and exiracted with EA (20 mL} three times.
The combined organic layers were dried over anhydrous sodium sulfate, concentrated under
reduced pressure, and purified by Prep-HPLC with the following conditions: (24-
AnalyseHPLC-SHIMADZUHPLC-10)): Columm, XBnidge Prep Ci8 OBD Colunm,

5um, 19%150mm; mobile phase, Water (10MMOL/L NHHCO;) and ACN (29.0% ACN up to
43.0% iy 8 mun}; Detector, UV 254 nm. The purification afforded 60.3 mg {(68%) of (S3-N-
(6-(S-ethylisoxarol-3-y1)-2, 3-dihvdrobenzofuran-3-v1}-S-methyl-1 H-pyrazole-4-carboxamde
{Compound 433} as a white solid. LRMS (ES) m/z 339 (M+H). 'H-NMR: (400 MHz,
DMSO-d6, ppm). & 12.87 (s. 1HY, 8.52(d, J= 7.5 Hz, 1H), 7.92 (s, 1H), 7.48 ~ 7.38 (m, 2H),
7.32¢s, 1H), 6.82(d, J = 1.0 Hz, 1H), 5.77 (4. J= &1 Hz, 1H), 4.81 (¢, J = 9.2 Hz, 1H), 4.37
(dd. J=9.6, 5.4 Hz, 1H), 2.86 — 2.75 (m, 2H), 2.46 (s, 2H), 2.38 (s, 1H), 1.28 (1, J=7.6 Hz.
3H).

Example 31

Synthesis of Compound 474
1. Synthesis of Intermediate 31-2:
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H2 hel

0N C ; .
~Boc -
\/L“CN N HCH4M in dioxane) 7y m\ *‘*»N

DOM ~ N

15-2
31-2
18343} To asolution of rert-butyl N-{(1R}-5-(5-ethvi-1,2 4-oxadiazol-3-v1)-2, 3-dihvdro-
1H-inden-1-vijcarbamate (23 g, 70 mmol, 1 equiv) in BCM was added HCI {4 M in dioxane,
174 8 mb., 698.3 nunol, 10 equuv) al 1. The mixture was stitred at r.{. overnight and dituled
with EA (500 mL). The precipitated solids were collected by filiration, washed with PE (200
mL) twice, and dried under high vacuum to afford (1R)-5-(S-ethyl-1,2,4-oxadiazoi-3-v1}-2,3-

dibydro-1 H-inden- 1-amine hydrochloride (16 g, 86%) as a white solid.

2. Synthests of Intermediate 31-3:

O
i
HO/Q\/\
L ’_N — O
N NH O N /
Ty~ Y~ Sy P @ NJ\&\
s _ NH, N H
N HCI HOAL, EDCI, DIEA, [ NH
DMF, 11, overnight 31.3 N

31-2

18344} To asolution of (1R)-3-(5-ethyvl-1,2 4-oxadiazol-3-vi}-2,3-dihydro-1H-inden-1-
amine hydrochloride (15 g, 56.5 mmol, 1.0 equiv) and 1 H-pyrazole-4-carboxylic acid (6.4 g,
37.1 mmol, 1.0 equiv) in DMF (300 mb} were added HOAL (11.5 g, 84.5 mumol, 1.5 equiv),
DIEA (292 ¢, 2259 mimol, 4.0 equiv), and EDCI (16.2 g, 84.5 mumol, 1.5 equiv) in portions
at room temperature. After stirring for overnight at 1.1, water (450 mbL} was added slowly with
stirring at 0 °C. The precipitated solids were collected by filtration, washed with water (150
mlL) twice, and dried under vacuum to afford (R)-N-{(5-(S-ethyi-1,2 4-oxadiazol-3-y1)-2,3-

dihydro-1H-inden-1-yi)-1 H-pyrazole-d-carboxamide (14 g, 76.7%) as an off-white solid.

3. Synthesis of Compound 474:
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N o , "
AT P o
~ N Ho 7N OH

NH  Ca,CODMF, 100°C =~ °N =
31-3 Compound 474 N

[06345] To a mixture of (B)-N-(5-(5-ethyl-1,2 4-oxadiazol-3-y1}-2 3-dihvdro-1 H-inden-1-
vh-1H-pyrazole-4-carboxamide {11.2 g, 34.67 mmol, 1 equiv) and Cs,C03(22.8 g, 70.1
mimol, 2.0 equiv) in DMF (200 mbL) was added 2-bromoethan-1-ol (5.2 g, 41.3 mmol, 1.2
equiv) dropwise at r.l under nilrogen aimosphere.  After stivring at 100 °C {for 1.5 h under
nitrogen atmosphere, the resulting mixture was filtered, diluted with water (1 L) and
extracted with EA (600 mL} three times. The combined organic layers were washed with
brine (600 mL), dried over anhydrous Na;SOy, concentrated under reduced pressure, and
purified by silica gel colunn chromatography (PE/EA 10/90) to atford product (8.3 g, 92%
purity} as an off-white solid. The off-white solid was combined with a previous batch
{(Compound 474, 1.8 g, 92% purnty} and purified by reverse phase to afford product (8.1 g,
O8% puritly, 92.4% ee) as a while solid. It was then stirred in a muxture of THF/EA (1/2) and
filtered to afford (K)}-N-(5-(5-ethyl-1,2 4-oxadiazol-3-y1)-2.3-dihvdro-1 H-inden-1-y1}-1-(2-
hydroxvethyi)-1H-pyrazole-4-carboxamide (Compound 4743 (5.36 g, 99.6% e} as a white
solid. LRMS (ES) m/z 368 (M+H). LC-MS:  (ES.m7z)  [M+H]" 368 'H-NMR: (400
MHz, DMSO-de, ppm) & 8.46 (d, J = 8.4 Hz, 1H), 8.22 (5. 1H). 7.91 (s, 1H), 7.90 (s, 1H),
7.86{d, J=77Hz 1H)}, 736({d, /=79 Hr, 1H) 556{(q. /=83 Hz 1H), 4944, /=53
Hz, 1H). 4.15 (1, J = 5.4 Hz, 2H), 3.73 (q. J = 5.4 Hz, 2H). 3.03 (m, 3H), 2.92 (dt, J = 16.4,
85 Hz, 1H), 2.57 - 234 {m, TH3, 1.99(dt, J=12.5, 89 Hy, 1H), 135 (4, /=76 Hz, 3H}.

[0346] The following compounds were prepared by methods analogous to the method

described for Compound 474:

Compound No. | LRMS (ES)ym/z
339 M+H=398
340 M+H=398

Alternative Synthesis of Compound 474
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1. Svnthesis of Intermediate 31-2a:

o HOL o~ N NH- 10
b H HO -
5% o™ ___EtOH, 0°C~rt =N,/ O
2) %N’N“
g ' LiOH
31-1a 31-2a

106347} To asolution of ethyl 2-formyl-3-oxopropanoate (25.3 g, 144.1 nuwool, 1.09 equiv)
in FtOH (100 mbL) was added 2-hydrazinviethan-i-ol (96% pure, 12.4 g, 156 mmol, 1.00
aquiv) in BtOH (50.0 mL) at 0 °C. The mixture was stirred at r.t. overnight, added LIOH (7.5
g, 312.5 mmol), heated to reflux overnmight, cooled to r.t. and added MTBE (400 mL). The
solid was collected and dried. The solid was then transferred o a 500 mb RB inice bath. To
this mixture was added HCI {6 N} until it reached to pH 1 and continue to stirred at 0 °C for
30 min before filtration. The solid was collected and dried to give (18.8 g, 120.4 mamol,
77.1%) of 1~(2-hvdroxyethyl}-1H-pyrazole-4~carboxylic acid as a pale vellow solid. LRMS
(ES) m/z 157.1 (M+H). 'H NMR (400 MHz, DMSO-dg) § 12.26 (5, 1H). 8.18 (d, ./ = 0.7 Hz,
1HY, 779(d, J=07Hz 1H}, 492, J=53Hz, IH}, 417, J=55Hz 2H), 377370
{m, 2H).

2. Synthesis of Compound 474

o . oM,
j N, HC! \/L\ >_< //4}/
HO f;\r\:m _yon - IN N N =\ J OH
N
N

HOO'j EDCI, N-methylmorpholine, DMF,
45°C, overnight Compotnd 474

31-2a

3348} To asolution of 1-(2-hvdroxyethyl}-1H-pyrazole-4-carboxylic acid (15.0 g, 96.1
mimol, 1.05 equav), {(R)-3-(5-ethyl-1,2 4-oxadiazol-3-v1}-2,3-dihy dro-1 H-inden- 1 -amine
hydrochloride (24.3 g, 91.5 mimol, 1.0 equiv), HOBL (0.62 g, 4.6 amol, 9.05 mimol), N-
methvimorpholine (32.4 g, 320.2 mmol, 3.5 equiv ) in BtOH (200 mbL) was added EDCI

(193 g, 100.6 mmol, 1.10 equiv} at r.t. The mixture was then heated to 45 °C overnight,
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added water {700 mL), stirred for 1 h with heat off, and filtered. The solid was washed with
additional water (200 mL} and dried to give (R)}-N-{3-(5-ethyl-1,2 4-oxadiazol-3-y13-2,3-

diby dro-1 H-inden-1-y)-1-(2-hvdroxyethyvl)- 1 H-pyrazole-4-carboxamide (Compound 474)
(32.9 g, 89.5 mmol) as an of-white solid. LRMS (ES) vz 368.2 (M+H). 'H NMR {400
MHz, DMSO-dg) 5 8.45 (4. J = 8.4 Hz, 1H), 8.21 (d. /= 0.7 Hz, 1H), 7.94 - 7.88 (m, 2H).
7.85(dd, J=7.8, 1.5 Hz, 1H), 7.36 (4, J=7.9 Hz, 1H), 5.56 {q, J = 8.3 Hz, 1H), 4.94 (. J =
53 Hz, 1H), 4.15 (1. J= 5.4 Hz, 2H), 3.72 (q. /= 5.4 He, 2H), 3.11 - 2.86 (1, 4H), 2.43-2.51
(m, 1H), 1.98 (dg, /= 12.5, 9.0 Hz, 1H), 1.35 (¢, J = 7.6 Hz, 3H).

6349} The following compounds were prepared by methods analogous to the method

described for the alternative synthesis of Compound 474:

Compound No. | LRMS (ESym/z Compound MNo. LEMS (ESYm/z
572 M+H=3822 653 M+H=3642
576 M+H=3941 654 M+H=3822
577 M+H=365.1 659 M+H=378.2
649 M+H=3822 700 M+H=3941
651 M+H=378.2 727 M+H=381.1
652 M+H=3652

Example 32

Synthesis of Compound 495
1. Svnthesis of Intermediate 32-2:

B |'/ R R-Jacobsen catalyst Br
R 4 4-(3-phenvipropybpyridine-N-oxide ’ @

NaQCl, DCM, 0°C-RT

32-2
(3350} To a solution of 4-(3-phenylpropyDpynidine-N-oxide {230 mg, 0.02 equiv) in

DCM (20 mL) cooled to 0 °C were added R R-Jacobsen catalyst (200 mg, 0.07 equiv) and
sodium hypochiorite (8%~10% aqueous solution, 21.9 g, 1.7 equiv) dropwise under nilrogen.
The mixture was stirred at 0 °C for 15 min and a solution of 6-bromo-1 H-indene (3.0 g, 15.4
mmumol, 1.00 equiv) in DCM (20 mL) was added dropwise at 0 °C, followed by sodium

hypochlorite (8%~10% aqueous solution, 21.9 g, 1.7 equiv). The mixture was then stirred at
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0 °C for 1 hand r.t. for 2.3 h, poured into water (100 mL) and DCM (50 mL), and filtered to
remove the solids.  The aqueous layer was extracted with DCM (100 mL} twice. The
combined organic layers were washed with brine (100 mL), dried over anhydrous sodium
sulfate, concentrated under reduced pressure, and purified by silica gel chromatography
(EA/PE. 1/3) to afford 700 mg (22%) of a mixture of (1a8,6bR)-4-bromo-1aH 2H 6bH-

indeno| 1,2-b} oxirene and {1aR 6a8)-4-bromo-1a,6a-dihydro-6H-indeno{1,2-bjoxirene.

2. Svuthesis of Intermediate 32-3;

Br B I .

THF N,
32-2 32-3
183581} To asolution of (1aRk, 6ad)-4-bromo-1a,6a-dihv dro-6H-indeno| §,2-bjoxirene (700

mg, 3.32 mmol, 1.0 equiv) in THF (7 mL) was added ammonium hydroxide (25%~28%, 7
mL). The mixture was stirred at 80 °C overnight and concentrated under reduced pressure to

afford 760 mg of {(15,28)-1-amino-5-bromo-2 3-dihydro-1H-inden-2-0l as a brown solid.

3. Synthesis of Intermediate 32-4:

Br o Boc,O
F S1OH :
S

NH, NE‘!HCO3, THF

3z2-4
#3821 To asolution of (15.25)-1-amino-5-bromo-2,3-dihydro-1 H-inden-2-0l (760 mg,

3.3 mmol, 1.0 equav) in THF {6 mL) were added sodium bicarbonate {844 mg, 10.0 mmol,
3.0 equiv) and a solution of {Bock( (876 mg, 4.01 mmol, 1.2 equuv) in THF (4 mi)}
dropwise. The muxture was stirred for 3 h, poured into water (30 mL), and exiracted with EA
(80 mL) twice. The combined organic lavers were washed with brine (80 rol.), dried over
anhydrous sodium sulfate, and concentrated under reduced pressure to afford 1.1 g of rert-

butyl A-[{(15,25)-5-bromo-2-hydroxy-2,3-dihvdro-1H-inden-1-vijcarbamate as a yellow solid.

4. Synthesis of Intermediate 32-5;



WO 2019/144041 PCT/US2019/014344

B ) - B2
i 1 OH X S
. TBOMSCH @ 1078

/NH e NH
Bod imidazole, DCM Boc”

32-5
8353} To a solution of fer-butyl N-{(15,28)-5-bromo-2-hydroxy-2,3-dihydro-1H-inden-

i-yl]carbamate (1.1 g, 3.4 muwvol, 1.0 equiv) in DCM (10 mL) were added imidazole (0.46 g,
2.0 equiv} and ters-butyl{chloro)dimethylsilane (530 mg, 3.52 mmol, 1.5 equiv). The mixtwre
was stirred for 3 h, poured inio water (80 mL), and extracted with EA (80 mL} iwice. The
combined organic layers were washed with brine (80 mL), dried over anhydrous sodium
sulfate, concentrated under reduced pressure, and purified by silica gel chromatography
(EA/PE, 3/97) to afford 0.95 g (64%; of feri-buiyl N-{(15,25)-5-bromo-2-{{fert-

butyldimethylsilyDoxy(-2,3-dithy dro-1 H-inden-1-ylcarbamate as a light yellow solid.

3. Svuthesis of Intermediate 32-6:

Br : NCw_
O TS | )motes
: K4Fe(CN)g 3H,0 b

N N MNH
RBac Znd-Xphos, X-phos, KOAc Bog

dioxane/H,0, 100°C
32-5 32-6

[8354] To asolution of reri-butvl N-{{(15,28)-3-bromo-2-{{fert-butyldimethylsilyDoxv -

2. 3-dihydro-1H-inden-1-yHcarbamate (950 mg, 2.15 mmol, 1.00 equiv) in a mixture of
dioxane and water (30 mL, 1/1) were added KO Ac (422 mg, 4.3 mmol, 2.0 equiv), X-phos
{103 mg, 0.22 mmol, 0.10 equiv}, 2nd-Xphos (169 mg, 0.21 mmol, 0.10 equiv) and
KsFe{CNYe. 3H:0 (909 mg, 2.15 mmol, 1.0 equiv) under nitrogen. The maxture was stirred at
90 °C for 3 h, cooled to 1., poured into water (100 mL), and extracted with EA (100 mL)
twice. The combined organic layers were washed with brine {100 mL) twice, dried over
anhydrous sodium sulfate, concentrated under reduced pressure, and purified by silica gel
chromatography (EA/PE, 8/92) to afford 644 mg (77%) of fert-butyl N-[(185,25)-2-{{¢fert-
butyldimethylsityDoxy|-5-cyano-2,3-dihydro-1H-inden-1-yljcarbamate as a light vellow

foam.
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6. Svnthesis of Intermediate 32-7:

HO..
O N
NC._z \ | .
“ § MOTBS | NH, HC MOTES
NH
Bod TEA, E1OH, 70°C NH
v Boc
325 327

[8355] To asolution of fer&-butyl N-[{(15,25)-2-[{fert-butyldimethyisily Doxy |-S-cyano-
2,3-dihydro- 1H-inden-1-vijcarbamate (520 mg, 1.34 mimol, 1.0 equiv) in ethanol (10 mL)
were added TEA (271 mg, 2.68 mmol, 2.0 equiv} and hydroxylamine hydrochloride (139 mg,
2.0 mmol, 1.5 equiv). The mixture was stirred at 70 °C for 3 h, cooled to r.t., and
concenirated under reduced pressure to afford 560 mg of reri-butyl N-[{15,28)-2-[{tert-
butyldimethylsitvhoxy|-5-(N-hydroxycarbamimidoyl}-2, 3-dithy dro-1 H-inden-1 -yl{carbamate

as a white solid.

7. Synthesis of Intermediate 32-8:

Wy

fH
Bod Dioxane, 100°C
32-7 32-8

18356} To asolution of rert-butyl N-{{18,28)-2-{{fert-butvldimethyisily Doxy |-5-(N-

HO.
MH

hydroxycarbamimidoyl}-2, 3-dihydro-1H-inden-1-yljcarbamate (560 mg, 1.33 mmol, 1.0
equiv) in dioxane (11 mL) was added propanoyl propanocate (190 mg, 1.46 mimol, 1.1 equnv).
The nuxture was stirred at 30 °C for 1 h and at 100 °C overnight, cooled to r.t., concentrated
under reduced pressure, and purifiad by stlica gel chromatography (EA/PE, 9/91) to afford
460 mg (75%) of tert-butyl N-{{(158,28)-2-{{feri-butyldimethylsilyDoxy{-5-(5-ethyi-1.2 4-

oxadiazol-3-y1}-2,.3-dihydro-1 H-inden-1-yljcarbamate as a white solid.

8. Svnthesis of Intermediate 32-9:
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N\ -
| ! 4 M HCIH
= Q N

NH M ‘OH
NH: HCI
32-9
(8357} To asolution of tert-butyl N-[(15,28)-2-[{(fert-butyldimethy sty Doxy |-5-(5-ethyl-

32-8

1.2,4~oxadiazol-3-y1)-2 3-dihvdro~-1 H-inden-~1-vljcarbamate (460 mg, 1.0 mmol, 1.0 equv) in
DOM (5 mb) was added hydrogen chlonde (4 M in dioxane, 10 mL). The mixture was

stirred overnight and concentrated under reduced pressure 1o afford 280 mg {99%) of (15.25)-
1-amino-5-(5-ethyl-1,2,4-oxadiazol-3-y1}-2,3~-dihy dro- 1 H-inden-2-ol hydrochloride as an off-

white solid.

9. Synthesis of Compound 495:

0o o
X [ HO OH
N ' =N n\
== N-— ~N ' O
| W O
.\\,.—/ Iy \ﬁN ) ﬁ)%ff-\
EDCIH, HOAL, DIPEA, DMF K\N’N\
32. HCI NH Compound 495

18358} To a solution of T-methyl-1H-pyrazole-4-carboxylic acid (60 mg, 0.48 mmol, 1.2
equiv) in DMF (2 mL} were added EDCYE (38 mg, 0.20 mmol, 2.0 equiv), DIEA (64 mg, 0.50
mmol, 3.0 equiv), HOAL (108 mg, 0.79 mumol, 2.00 equiv), and (15,25)-1-anuno-5~(5-ethyl-
1,2 4-oxadiazol-3-y1)-2.3-dihydro-1H-inden-2-ol hydrochloride {112 mg. 0.4 nmumol, 1.0
equiv). The maxtore was stirred for 2 b and purified by Prep-HPLC with the following
conditions: (2#-Analyse HPLC-SHIMADZUHPLC-10)): Column, XBridge Prep C18 OBD
Column, Sum. 19%150mm; mobile phase, Water(1OMMOL/L NHHCO;) and ACN (21.0%
ACN up to 33.0% in 8 miny, Detector, UV 254nm. This resulted in 48 mg (34%) of N-
((15,2853-5-(5~ethyl-1,2 4-oxadiazol-3-y1}-2-hy droxy -2, 3-dihy dro-1 H-inden-1-y 13- 1 -methyl-

1 H-pyvrazole-4-carboxamide (Compound 495) as a white solid. LRMS (ES) mv/z 334 (M+H).
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TH-NMR: 1H NMR (400 MHz, DMSO-d6) § 843 (d, J= 8.5 Hz, 1H), 8.20(s, 1H), 7.92 (s,
1H), 7.86 (d, J= 5.5 Hz, 2H), 7.26 (d,J = 8.0 Hz, 1H). 5.44 (d, J = 5.8 Hz, 1H), 5.28 (1, J =
7.9 Hz, 1H), 4.40 (q. J= 7.1 Hz, 1), 3.88 (4. J= 1.7 Hz, 3H), 3.27 (dd. J = 15.6, 7.3 Hz,
1H), 3.07 - 2.96 (m. 2H).

Example 33

Synthesis of Compound 517
1. Svunthesis of Intermediate 33-2:

Br

=/ | BocyO Bre# 1
N
TEA, DCM
NH; HN.
Boe

3359} To astirred mixture of 6-bromo-1,2,3 4-tetrahydronaphthalen-1-amine (1 g, 4.44

mmol, 1.0 equiv) and TEA (0.9 g, 8.9 mmol, 2.0 equiv) in DCM (10 mL) cooled to 0 °C was
added (BochO (1.4 g, 6.42 ramol, 1.45 equiv) in portions under argon atmosphere. The
mixture was stirred for 1 h, diluted with DCM, washed with brine three times, dried over
anhydrous sodium sulfate, and concentrated under reduced pressure to afford 1.5 g of rers-

butyl N¥-(6-bromo-1.2,3 4-tetrahy dronaphthalen- I-vljcarbarnate as a light vellow sohid.

2. Synthesis of Intermediate 33-3:

NC
B ™™ K Fe(CNJg 3H,0 -
S ) S
Znd-Xphos, X-phos, KOAC
HN. dioxane/H,0, 100°C HN‘BOC
Boc SR, IV
33.2 88% over 2 steps 33-3

18360} To asolution of reri-butvl N-(6-bromo-1,2,3, 4-tetrahy dronaphthalen-1-
vhcarbamate (1.6 g, 4.92 mwool, 1.00 equiv) in a nuxture of dioxane and water (32 mL, 1/1)
were added KOAc (962 mg, 9.82 nwvol, 2.0 equiv), X-phos (234 mag, 0.49 mmol, 0.1 equiv),
2nd-Xphos (386 mg, 0.49 mmol, 0.1 equiv), and K Fe(CN}s. 3H,0 (2.1 g, 498 mmol, 1.0

equiv) under nitrogen. The mixture was stirred at 80 °C for 2 h, cooled to r.t., poured into
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water (100 mL), and extracted with EA (50 mL) twice. The corobined organic lavers were
washed with brine (100 mL} twice, dried over anhydrous sodium sulfate, concentrated under
reduced pressure, and purified by silica gel chromatography (EA/PE, 1/10) to afford 1.06 g

(79% of tert-butyl N-{6-cyano-~1,2.3 4~tetrahy dronaphthalen-1-vl)carbamate as a white solid.

3. Synthesis of Intermediate 33-4:

NG o
/ H
- “dl

- [ Ho- NH2 HCI HN ./ |

i \

HN. . TEA, EiOH, 70°C o
7 TBoc
33-3 33-4

08361} To a solution of teri-butyl N-(6~cyano-1,23 4-tetrabvdronaphthalen-~1 -
ylicarbamate {1.01 g, 3.71 mumol, 1.00 equiv) in ethanol (10 mL} were added TEA (750 mg,
7.42 mmol, 2.0 equiv) and hydroxylamine hvdrochlonide (384 mg, 5.57 mumol, 1.5 equiv).
The mixture was stirred ai 70 °C for 3 b, cooled to r.t., diluted with EA (50 L), washed with
brine (100 mL) twice, dried over anhvdrous sodium sulfate, and concentrated under reduced
pressure to afford 1.2 g of rerf-butyl N-[6-(N-hydroxycarbamimidovi}-1,2.3,4-

tetrahy dronaphthalen-1-vijcarbamate as a hght yellow solid.

4. Svuthesis of Intermediate 33-5:

Dioxane, 100°C i

HN. o p
Boc 64% over 2 steps

33-4 33-5
18362} To asolution of fert-butyl N-|6-(N-hvdroxycarbamimidoyliy-1,2,3.4-

tetraby dronaphthalen-1-yljcarbamate (1.1 g, 3.60 mmol, 1.00 equiv} in dioxane (30 mL) was
added propanoyl propanoate (703 g, 5.40 mmol, 1.5 equiv). The mixture was stirred at 50
°C for 1 h and at 100 °C ovemighi, cooled to r.1., diluted with EA (50 mL), washed with brine

(100 mL) twice, dried over anhydrous sodium sulfaie, concentrated under reduced pressure,
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and purified by silica gel chromatography (EA/PE, 1/8) to afford 860 mg (70%) of rert-buty!
N-{6-(5-gthyl-1,2 4-oxadiazol-3-vi}-1,2.3, 4-tetrahvdronaphthalen-1-yljcarbamate as a white

solid.

5. Synihests of Intermediate 33-6;

4 M HCI
HN. DCM NH,
Roc 74 % HC
33-5 33-6

18363} To asolution of ferr-butyl N-|6-(5-ethvl-1,2 4-oxadiazol-3-v1)-1,2.3 4-
tetrahydronaphthalen-1-ylicarbamate (860 mg, 2.50 mmol, 1.00 equuv) in DCM (5 mL} was
added hydrogen chloride (4 M in dioxane, 10 mL}. The mixture was stirred overnight and the
solids were collected and dried to afford 520 mg (74%:) of 6-(5-ethyi-1.2 4-oxadiazol-3-v1)-

1,2,3,4-tetrahydronaphthalen-1-amine hydrogen chloride as a white solid.

6. Synthesis of Intermediate 33-7:

o
\”{? i HOJLT%\N% o~ “‘:\> O. o
N N N

HN
=
N N

NHy EDCH, HOAL DIPEA, DMF N
HCI a6 o
336 90 % 33-7
[6364] To asolution of 1-methvl-1H-pyrazole-d~-carboxylic acid (93 mg, 0.74 mmol, 1.38

equivy in DMF (3.5 mL} were added DIEA {398 mg, 3.08 mmol, 5.7 equiv), HOAL (168 mg,
1.23 mamol, 2.3 equiv), and EDCIL (237 mg, 1.23 mmol, 2.28 equiv). The mixture was stirred
for 5 rain and  6-(5-ethvli-1.2 4-oxadiazol-3-v1)-1,2,3 4-tetrahiydronaphthalen- 1 ~amine
hydrogen chloride (150 mg. 0.54 mmeol, 1.0 equiv) was added and the mixiure was stirred for
1.5 h and subsequently purified by Prep-HPLC with the following conditions: {2#-
AnalyseHPLC-SHIMADZUMPLC-10Y): Columm, XBridge Prep C18 OBD Colunm,,

Sum, 19%150mum; mohile phase, Water(1OMMOL/L NHLHCO;) and ACN (25.0% ACN up to
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535.0% in 8 min); Detector, UV 220nm. This purification resulted in 170 mg (90%) of N-[6-
{5-ethyl-1,2 4-oxadiazol-3-y13-1.2.3 4-tetrahy dronaphthalen-1-vi}-1-methyi-1 H-pyrazole-4-
carboxamide as a white solid. . LRMS (ES) myz 352 (M+H)., "H-NMR:  1H NMR (300
MHz, DMSO-d6) 5843 (d, J=8.8Hz, 1H), R19(s, 1H). 790(d,./J =07 Hz, 1H). 7.78 (m,
2H)Y, 7.34(dd, J=835,09Hz, 1H), 523(d, J=61Hz 1H), 3.85(s, 3H), 3.01 {(q. J=7.6 Hz,
2H3, 2.87 (s, 2H3, 2.03 - 1.93 (m, 2H), 1.80{d, /=69 Hz, 2H), 1.34 {t, /= 7.6 Hz, 3H}.

7. Svuthesis of Compound 517:

\)C; O Chiral-Separation \jl \>m__ o
N HN N ~ HN

= =
SN~ SN~
33-7 Compound 517
[06365] The racemic nuxture (90 mg) was purtfied by Chiral-Prep-HPLC with the

following conditions: (Prep-HPL{C-009}): Colummn, Chiralpak ID-2, 2*25¢cm, Sum; mobile
phase, Hex- and ethanol- (hold 25.0% ethanol- in 20 min), Detector, UV 220/254nm. This
purification afforded 33.3 mg (37%) of (R)-N-(6-(5-ethvi-1,2 4-oxadiazol-3-vi}-1,2.3 4-
tetrahydronaphthalen-1-vl}-1-methyl-1 H-pyvrazole-4-carboxamide (Compound 517} as a

white solid. LRMS (ES) vz 352 (M+H). "H-NMR:  (CD:0D, 400MHz, pomy. & 8.10 (s,
1H), 7.94 (s, 1H), 7.83(d, /=71 Hz. 2H), 7.39(d. J =83 Hz, 1H), 5.35 (s, 1H), 3.94 {5, 3H).
3.06-2.85 (m, 4H), 216 (d. J=142Hz, 1H),2.06 (s, 1H), 1.93(q.J=9.1, 8 4 Hz, 2H)}, 1.44
(t,J=7.6Hz, 3H}.

6366} The following compounds were prepared by methods analogous to the method

described for Compound 517

Compound No. | LRMS {(ES) m/z
516 M+H=352
525 M+H=352
526 M+H=352

Exanmple 34
Compound 538
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i. Syuthesis of Intermediate 34-2:

i B O
Br % O NH:OAc, NaBHLCN V/A“/
e

N
MeOH/I-PrOH, RT~reflux
O NH,

34-2
18367] To asolution of 7-bromo-3,4-dihydro-2/-1-benzopvran-4-one (4.0 g, 17.6 mmol,

1.0 equiv) and NH,OAC (27.2 g, 353 mamol, 20.0 equiv) in a mixture of MeOQH (40 mL) and
i-PrOH (30 mb) was added NaBH;CN (5.5 g, 87.5 mimol, 5.0 equiv). The mixture was
stirred at r.t. for 4 h and at 80 °C for 12 h, and concentrated to ~10 mL. The pH of the
mixture was then adjusted to 8-9 with saturated NaHC (35 solution and mixed with EA (100
ml) and water (100 mbL). The resulting solution was separated and the agueous phase was
extracted with EA (100 mL) four times. The combined organic lavers were washed with brine
(100 mL), dried over anhvdrous sodium sulfate, and concentrated under reduced pressure to

afford 5.2 ¢ of 7-bromeo-3,4-dihydro-2H-1-benzopyran-4-amine as light vellow oil.

2. Svnthesis of Intermediate 34-3:

O
Br = ) o 80020 Br = i
.y | S R - b i
. TEA, DCM I
NH “Boc
34-2 34-3

18368} To a solution of 7-bromo-3,4-dihydro-2H-1-benzopyran-4-amine (4.0 g, 17.5
mmol, 1.0 equiv) in DCM (30 mL) cooled to -5 °C were added TEA (3.5 g, 35.1 mmwol, 2.0
equiv) and a solution of (BochO (4.6 g, 21.1 mmol, 1.2 equiv) in DCM (10 ml) dropwise
over a period of 45 min.  The mixture was stitred at r1. for 2 h, diluted with DCM {50 mL},
washed with water {50 mL} and brine (30 mL) twice, dried over anhydrous sodium sulfate,
concenirated under reduced pressure, and triturated with hexane to afford (7.2 g, 99%) of

tert-butvl N-(7-bromo-3,4-dihy dro-2H-1-benzopyran~-4-ylcarbamate as a white solid.

3. Synthesis of Intermediate 34-4;
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Br A E O K‘A,FG(CN)G:%H;O
)
! 2nd-Xphos, X-phos, KCAc
HN<p o dioxane/H,0, 100°C
34-3 34-4

18369} To a solution of fers-butyl N-(7-bromo-3,4-dihydro-2H-1-benzopyran-4-
yhcarbamate (7.2 g, 21.9 mol, 1.0 equiv) i a mixture of dioxane and water (20 mL, 1/1)
were added K Fe(CN)e.3H,0 (0.7 g, 1.63 mimol, 0.3 equiv), X-phos (0.1 g, 0.11 mmol, .02
equiv), 2nd Generation X-Phos precatalvst (0.1 ¢, 0.11 mmol, 0.02 equiv) and potassium
acetate (4.4 g, 44 .8 mol, 2.04 equiv) under nitrogen. The mixture was stirred at 100 °C for 2
h, cooled to rt., filtered to remove solids, poured mto water {100 mL), and exiracted with EA
{50 mL) twice. The combined organic lavers were washed with brine (100 mL} twice, dried
over anhydrous sodium sulfate, concentrated under reduced pressure, and purified by silica
gel chromatography (EA/PE, 1/10) to afford 3.0 g {(50%) of rert-butyl N-(7-cvano-3,4-

dihy dro-2H-1-benzopyran-4-vicarbamate as a white sohd.

4. Synthesis of Intermediate 34-5:

NC. = O

‘. HQ,NHQ HCI

HN. TEA, EtOH, 50°C
Boc

34-4 34-5
18370 To asolution of rert-butyl N-(7-cyano-3,4-dihydro-2H-1-benzopyran-4-

vhicarbamate (2.0 g, 7.29 mmol, 1.0 equiv) in ethanol (20 mL) were added TEA{1.5 g, 14.6
mmol, 2.0 equav} and hydroxylamine hydrochloride (1.0 g, 14.6 mmol, 2.0 equiv). The
mixture was stirred at 50 °C for 4 b, cooled to r.t., diluted with EA (120 mL), washed with
brine (10 mL) twice, dried over anhydrous sodium sulfate, and concentrated under reduced
pressure {0 afford 2.15 g of fert-butyl N-| 7-(N-hydroxycarbamimidoy!}-3,4-dihy dro-2/-1-

henzopyran-4-vljcarbamate as light vellow oil.

5. Synthesis of Intermediate 34~6:
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HO“NH 6 o -
BN Y I © \)L\OJK/MN

SN

D] ¥ o
HNL Dioxane, 100°C
Boc HN_
Boc
34"'5 34_6

16371} To asolution of fer-butyl N-{7-(N-hydroxycarbaminmudoyl)-3,4-dihydro-2H4-1-
benzopyran-4-vijcarbamate (1.0 g, 3.3 mimol, 1 equiv) in dioxane (10 ml) was added
propanoy! propanoate (466 mg. 3.8 mmol, 1.1 equiv). The mixture was stirred at 50 °C for 1
h and at 100 °C for 2 h, cooled to r.t., diluted with EA {100 mL), washed with brine, dried
over anhydrous sodium sulfate, concentrated under reduced pressure, and purified by silica
gel chromatography (EA/PE, 1/3) fo afford 630 mg (56%) of rert-butyl N-[7-(5-ethyl-1,2,4~

oxadiazol-3-y1)-3 4-dihydro-2H-1 -benzopyran-4-vijcarbamate as a white solid.

6. Synthesis of Intermediate 34-7:

o
N o
N

HN, HCI NHa

34-6 Boc 34-7
8372} To asolution of fere-butyl N-|7-(N-hydroxycarbarmmidoyly-3,4-diby dro-24H-1-
henzopyran-4-vljcarbamate (350 rog. 1. 14 mumol, 1.0 equiv) in DCM (3 mi, 47 .2 nunol, 41 .4
eguiv) was added HCl (4 M in dioxane, 1 mL). The mixture was stirred for 5 hours at room
temperature, diluted with EA, and stirred for 20 min. The solid product was collected by
filtration and dried under high vacuum to afford 400 mg of 7-(S-ethyl-1,2,4-oxadiazol-3-v1)-

3.4~dihydro~-2H-1-benzopyran-4-amne as a white solid.

7. Synthesis of Intermediate 34-8;
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O
HO . .
o IOy
./NQN; \\/L\\[\{ HN&
HATU, DIPEA, DMF N j
HCI NH, N
34.7 34-5

6373} To a solution of T-methyl-1H-pyrazole-S-carboxylic acid (46.6 mg, 0.37 mmol,

1.3 equiv) in DMF (1 ml) were added HATU (140 mg, 0.37 mmol, 1.3 equiv), DIEA (147 mg,
1.14 mmol, 4.0 equiv), and 7-(5-ethyi-1,2 4-oxadiazol-3-y1}3-3 4-dihyvdro-2H-1-benzopyran-4-
amine hydrochlornide (80 mg, 0.28 mmol, 1.0 equiv). The mixture was stirred overnight and
purified by Prep-HPLC with the following conditions: (2#-AnalyseHPLC-
SHIMADZUHPLC-10)) Column, XBridge Prep C18 OBD Colunm, 5 um, 19¥150mm;
mobife phase, water (10MMOL/L NHHCGO;) and ACN {34.0% ACN up t0 47.0% in 8 min);
Detector, UV 220nm. This purification resulted in 170 mg (90%) of N-{6-(5-ethyl-1,2.4-
oxadiazol-3-yi)-1,2,3 4-tetrahydronaphthalen-1-vlj~-1-methyl-1H-pyrazole-4-carboxamide as

a white solid. LRMS (ES) m/z 354 (M+H).

8. Synthesis of Compound 538:

-
~N \ -
3 ¢ :
I \ HN“{)\ Chiral-Separation \/Ll‘N

—

Compound 538
18374} The racemic mixture of N-{7-{5-ethyl-1.2 4-oxadiazol-3-y13-3.4-dihydro-2H-1-

benzopyran-4-v1}-1-methyl-1H-pyrazole-5-carboxamide {40 mg, 0.11 romol, 1.0 equuv) was
purified by chiral-HPLC with the follow conditions: (Colurmmn: Repaired Chiral 1C; Colurmn
size (R R) WHELK-014 0.46%10cm;3 Sum; Mohile phase ‘Hex (0. 1%DEA ¥ BEtOH=80:20 ;
Instrument: LC-79; Detector: UV-254nm;). This purification provided (JO-N-(7-(5-ethyl-

1,2, 4-oxadazol-3-ylchroman-4-y1)-1-methyl-1#H-pyvrazole-5-carboxamide (Compound 538)

(15.1 mg, 38%) as a white solid. LRMS (ES) m/z 354 (M+H). 'H-NMR: (400 MHz,
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Chloroform-d, ppm) 6 7.68 — 7.58 (m, 2H), 7.47 (d, J=2.1 Hz, 1H), 7.37 (d. /=8.0Hz, 1H),
651 (d, J=21Hz 1H), 622(d,J=78Hz, 1H), 537 {q, J=62 Hz, 1H), 437 {ddd, /=
104,67, 32Hz, 1H)L 432421 (m, 1H), 4265, 3H), 299 (q. /=76 Hz, 2H), 2,43 - 2.30
(m, 1H), 2.20(dtd, /=139, 6.5, 3.0 Hz, 1H), 1.47 (t. /= 7.6 Hz, 3H).

Example 35

Synthesis of Compound 542

‘—N ; D 3\\ i - ()
)i \/@\ JK[ o7 0"?‘; <1 A o
i o A\ 7 ,‘—'{%
o S N N . -
N BN \}‘h """ ﬁ JL\E:;\N }"OH
‘\N)

T N
N Cs,C05, DMF

31-3
Compound 542

#3758} To astirred solution of N-[{(1R)-3-(5-ethyl-1,2 4-oxadiazol-3-y13-2,3-dihydro-1H-
inden-1-vlj-1H-pyrazole-4~carboxamide (1.5 g, 4.6 mmol, 1 equiv) and Cs,C04(3.0g, 92
mmol, 2 eq) in DMF (20 mL} was added (2R)}-2-methyloxirane {0.4 g, 6.9 mumol, 1.5 equiv;
J&K Scientific, lot#352062) at r.t. under argon atmosphere. The resulting mixture was stirred
for 2 h at 80 °C under an argon atmosphere. The resulting mixture was diluted with ethyl
acetate {100 mL} and washed with NH,ClI (sat) (100 mL x 3} The organic phase was
concentrated under reduced pressure 1o afford a product (1.48 g, 47.3 % ee).  This product
was combined with a previous batch made using same procedure (680 mg). 1 was purified
by stirring in a mixture of ACN/EtOH (60 mi, 2/1) and filtered to afford N-{(/ R)-5-(5-ethyi-
1.2, 4-oxadiazol-3-y1}-2 3-dihvdro-1H-inden-1-yl|-1-{{ Z2R)-2-hv droxypropyl|-/ H-pyrazole-4-
carboxamide (1.2 g. 97% ee) as an off-white solid. LRMS (ES) m/z 382 (M+H); 'H-NMR
{300 MHz, DMSO-d6) 3 846 (d, J =84 Hz, 1H), 820 (s, 1H), 7.88 (m, 3H), 7.38(d, i="7%
Hz, 1H), 5.57 (dd. J = 8.1, 16.2 Hz, 1H), 4.96 (d, ] = 4.5 Hz, 1H), 4.03 (m, 3H), 3.01 (m. 4H),
2.46 (m, 1H), 2.09-1.89 (m, 1H), 1.36 (1, J = 6.0Hz, 3H). 1.06 (d, J= 6.0Hz, 3H).

Example 36

Synthesis of Compound 541
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0376} Compound 541 was prepared by a method analogous to the method described for
Compound 541, using (25)-2-methyloxirane in place of the (ZR)-2-methyioxirane. LRMS

(ES) m/z 382 (M+HD.

Example 37

intermediate I
1. Synthesis of Intermediate 37-2:

= ZnCNs

Y Pd(PPhs)g. 80°C
O

37-2
18377] To asolution of S-bromo-2,3-dihydro-1H-inden-1-ong (80 g, 381 mmol, 1.00

equiv) in DMF (300 mL) were added Zn{CN); (27.8 g, 237.61 mmol, 0.63 equiv) and
PA(PPhs), (15.8 g, 13.67 mmol, 0.036 equiv). After stirring overnight at 80 °C in an oil bath,

the mixture was cooled and the solids were filtered off. The filtrate was diluted with a
mixture of ethyl acetate and water (800 mL, 1/1). The organic layer was separated and the
agueous laver was extracted with ethyl acetate (400 mb) twice. The combined organic layers
were dried over anhydrous sodium sulfate and concentrated under reduced pressure. The
residue was purified by silica gel chromaiography (EA/PE} to give a product. This product
was triturated with a mixiure of PE/EA (80 mL, 10/1} to afford 48.3 g (81%) of 1-0x0-2,3-

dihy dro-1 H~indene-5-carbouitrile as a vellow solid.

2. Synthesis of Intermediate 37-3:

HO.

NC i
= ANHo ey HN
HO
N
a1
i TEA, EtOH, 90°C N-Gh
372 37-3

[6378] To asolution of 1-oxo-2,3-dihydro-1H-indene-5-carbonitrile (61.5 g, 392 mmol,

1.00 equiv) in ethanol (1.5 L) were added HO-NH, HCI (81.1 ¢, 1.2 mol, 3.00 equiv) and
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TEA (158.3 g, 1.6 mol, 4.00 equiv). After stirring for 2.5 h at 85 °C, the resulting mixture
was cooled to RT and concentrated under reduced pressure. The residue was purified by
silica gel chromatography (BCM/MeOH) to give 80 g (99%) of (1.7)-N-hydroxy-1-

(hydroxvinuno}-2,3-dihydro-1 H-indene-5-carboxinudamide as a yellow solid.
3. Synthesis of Intermediate 37-4:

i

\0)‘\/ E\&\

~——

| Dioxane, refiux ] v
N~ ~QOH

37-3 37-4
18379 To asolution of (12)-N-hydroxy-1-(hvdroxyimino}-2,3-dihydro-1H-indene-5-
carboximidamide (30 g, 146 mmol, 1.00 equiv) in dioxane {60 mL) was added (1.1-
dimethoxyethyDdimethylamine (20 g, 150 mamol, 1.00 equav). After stirring overnight at 90
°C, the resulting mixture was concentrated under reduced pressure. The residue was purified
by silica gel chromatography {(EA/PE) to give 22 g {(66%)} of N-{{(12)-5-(5-methyl-1,2,4-

oxadiazol-3-y1)-2,3-dithy dro-t H-inden-1-yhidenethydroxyiamine as a brown solid.

4. Synthesis of Intermediate ©:

=N
.
N 2 | NaBH4 MOO3
T, MeOH/THF
N%OH NHQ
37-4 i

18380 To asolution of N-{(15)-5-(5-methyl-1,2 4-oxadiazol-3-y1)-2, 3-dihvdro-1H-
inden-1-viidene] hydroxylamine (15.6 g, 68.1 mmol, 1.00 equiv) in a nuxtiwe of MeOH and
THF (300/300 mL)} were added MoQO; (19.8 g, 138 mmol, 2.00 equav) and NaBH, (104 g,
273.68 munol, 4.00 equiv) in portions. After stirring overnight at RT, the reaction was
guenched by addition of NH,Cl {ag) {50 mL) and concentrated under reduced pressure. The
residue was purified by silica gel chromatography {(BUM/MeQOH) to give a product. This

product was triturated with EACPE (1/10) to give 11 g (75 %) of 3-(5-methvyl-1,2 4-oxadiazol-
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3-y13-2,3~dihydro- 1 H-imden-1-amine (Intermediate 1) as an off-white sohd. LRMS (ES) ov/z
199 (M-17). 'H-NMRADMSO, 300MHz, pom): 5 7.99 (2H, s), 7.66 (1H, m), 6.49 (2H, s),
4.56-451 (10, .= 7.2}, 3.16-3.00 (11, m), 2.92-2.82 (1H, m}, 2.66 (3H, 5), 2.44-2.43 (11,
m), 1.99-1.80 (1H, m)

Example 38

Intermediate 11
i. Svnthesis of Intermediate 38-2:

N\
L N
& O Br
Br H
\/,—;::‘\?rﬂ P by, :: J\>
Ny THF, BH;-Me,S y
1 ot
5 OH
38-2

8381} To asolution of 5-bromo-2,3-dihydro-1H-inden-1-one (80 g, 237 nwnol, 1.00
equiv) in THF (400 mi) was added (3R)-1-methvl-3,3-diphenyl-hexahydropyrrolof1,2-
clil.3.2joxazaborole (1 M in PhMe ) (37 mb, 0.15 equiv} under nitrogen. This was followead
by the addition of Borane~-methylsulfide (10 M 1in THF) (32.2 g, 1.4 equiv) dropwise with
stirring at -10 "C over 1 h. After stirring for 3 hours at -10 °C, the reaction was quenched by
slow addition of water (200 mL). The resulting solution was extracted with EA (200 mL)
three times. The combined organic layers were washed with brine (300 mL), dried over
anhydrous sodium sultfate, and concentrated under reduced pressure. The residue was purified
by stlica gel (packed with 1% TEA in PE) chromatography (EA/PE, 1/3) to give a product.
This product was triturated with hexane {300 mL) to afford 38 g (75%) of {1.5)-5-bromo-2.3-

dibydro-1 H-inden-1-0 as a light vellow sohd. LRMS (ES) m/z 339 (M-17).

2. Synthesis of Intermediate 38-3;
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Br Br. .
DPPA, DBU Y’A?ﬂ'
N
H Tol
OH Na
38-2 38-3

16382} To asolution of (18)-3-bromo-2,3-dihydro-1 H-inden-1-0l (42 g, 197 mmol, 1.00
equiv} in toluene (300 ml} was added DPPA (74.29 g, 269.95 mmol, 1.37 equiv) under
nitrogen. To this mixture was added DBU (45 g, 295 mamol, 1 50 equiv) dropwise with
stirring at 0 °C over 1 h. After stirring for 3 h at 0 o 13 °C, the mixiure was diluted with EA
(400 mL), washed with water (400 mL) three times, dried over anhydrous sodium sulfate, and
concenirated under reduced pressure. The residue was purified by silica gel (packed with 1%
TEA in PE} chromatography (PE) to give 44.4 g (95%) of (1 R)-1-azido-5-bromo-2,3-
dihydro-1H-indene as dark brown oil. The dark brown o1l was used for next step withowt

forther purification. LRMS (ES) nv/z 195, 197 (M-42).

3. Synthesis of Intermediate 38~4:

Br
SnCly.2H,0 N
Res

MeOH

38-3 38-4
18383} To asolution of (1R)-1-azido-5-bromo-2 3-dihvdro-1H-indane (44 3 g, 186 mmol,

1.00 equiv) in MeQOH (600 mL) was added SnCh,. 2H,0 (76 g, 337 mmol, 1.81 equiv}
carefully. After stirring overnight at room temperature, the maxture was diluted with EA (500
mb) and NaOH (2 N, 700 mL), stirred at room temperature for 1 h, and filtered. The filirate
was separated and the agueous layer was extracted with EA (300 mL). The combined
organic layers were extracted with HCE(1 N, 300 mL} twice and the agueous layers were
combined. The pH of the aqueous layers was adjusted to 11 with sodium hydroxide (sat ) and
extracted with EA (300 mL) three times. The combined organic lavers were dried over
anhydrous sodium sulfate and concentrated under reduced pressure to give 31.8 g (80%) of
(1R)-5-bromo-2,3-dthydro-1H-inden-1-amine as vellow oil. LRMS (ES) m/z 193, 197 (M-
16}
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4. Synthesis of Intermediate 38-5;

Br Br

\?f’\irﬂ =N
W Boo,O N /
. DCM, TEA
NH; L
oC
38-4 28.5

5384} To asolution of (1R)-3-bromo-2,3-dihydro-1H-inden-1-amme (31.8 g, 150 mmol,
1.00 equiv) m DCM (5300 mlL) was added TEA (22.7 g, 224.76 amol, 1.5 equiv) and a
solution of (Boc), (O (39.2 g, 180 mumol, 1.20 equiv) in DCM (150 mL) dropwise at -5 °C
over a period of 45 m. The mixture was then warmed to 1.1, stirred at r.1. for 2 h., diluted with
DOM (200 mL), washed with water (500 mL) and brine (200 mL) twice, dried over
anhydrous sodium sulfate, and concentrated under reduced pressure. The product was
triturated with hexanes (300 mL) to give 38.7 g (83%) of fer-butyl N-[{(1 R)-5-bromo-2,3-
dihydro-1 H-inden-1-ylicarbamaie as a white solid. LRMS (ES) m/z 256, 258 (M+H-56).

3. Svnthesis of Intermediate 38-6:

:}—- K Fe{CN)g. 3H,O k lan

2nd-Xphos, X-phos, KOAc
ANH dioxane/H,0, 105°C Boc”

NH

38-5 38-6

18385] To asolution of rert-butyl N-[{1R}-5-bromo-2 3-dihvdro-1H-inden-1-yljcarbamate
(25.5 g, 81.7 mmol, 1.00 equiv) in dioxane {270 mL} were added KyFe{UN).3H.0 (173 g,
41 mameol, 0.50 equiv), 2nd Generation XPhos precatalyst (965 mg, 1.23 mamol, 0.02 equiv),
X-phos (584 mg, 1.22 mmol, 0.01 equiv), and a solution of KOAc (16.0 g, 163 mmol, 2.00
equiv) in water (270 mL) under nitrogen. After stirring at 105 °C for 5 h, the resulting
solution was diluted with EA (500 mL). The solids were removed by filiration. The filtrate
was separated and the aqueous layer was extracted with EA (300 mlL) twice. The combined
organic layvers were washed with brine (300 mL), dried over anhvdrous sodium sulfate, and

concentrated under reduced pressure. The residue was purified by silica gel chromatography

302



WO 2019/144041 PCT/US2019/014344

(EA/PE, 15/85) to give 20 g (94%) of rert-butyl N-{(1R)-5-cyano-2,3-dihydro-1 H-inden-1-
yijcarbamate as a white solid. LRMS (ES) nvz 259 (M+H).

6. Synthesis of Intermediate 38-7:

NC, NH

{
HO"NHQHCEHO\N/L\[::I:;?
H

Sy TEA EIOH, 75°C

Bac” HN-Boc
38-8 38-7
16386} To a solution of hydroxylamine hydrochlornide (18.7 g, 269 nunol, 2.0 equiv) in

EtOH {600 g, 13.0 mol, 96 equiv) were added TEA (27.4 g, 271 mmol, 2.00 equiv) and rert-
butyl N-[(1 R}-S-cvano-2 3-dihydro-1 H-inden-1-vljcarbamate (35 g, 135.5 mmol, 1.00 equiv}
under Ny, After stirring at 75 °C for 2 b, the resulting nuxture was concentrated under
reduced pressure to afford 45 g of fert-butyl N-[{1R}-5-(N-hydroxycarbamimidoyi}-2,3-
dihydro-1H-inden-1-yljcarbamate as an off-white solid. The off-white solid was used in next

step without further purification. LRMS (ES) m/z 292 (M-+H).

7. Svuthesis of Intermediate 38-8:

NH

i
i O
0 O &N/H’///\‘/
'*\‘\)‘

Dioxane, 80°C
38-7 38-8
[6387] To asolution of ters-butyl N-[(1 R)-5-(N-hydroxycarbamimidoy)-2.3-dihydro-14-

H“Boc
HN-Bog

inden-1-yljcarbamate {5 g, 17.2 mmol, 1.00 equiv) in dioxane {30 mL} was added {1,1-
dimethoxyethyDdimethylamine (4.6 g, 34.2 mwol, 2.00 equiv) under nitrogen. After stirning
at 80 °C for 2 h, the mixture was diluted with water (30 mL) and extracted with EA (50 mL)
three times. The combined organic layers were washed with brine (30 mb) three times, dried
over anhydrous sodium sulfate, and concentrated under reduced pressure. The product was

triturated with a misture of EA and hexanes to afford 2.8 g (52%) of fert-butvl N-[(1R)}-5-(5~
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methyi-1,2.4-oxadiazol-3-v1}-2,3-dihvdro- 1 H-inden- 1-vljcarbamate as a hight vellow sohid.

LRMS (ES) m/z 316 (M+HD.

8. Synthesis of Intermediate I1:

o {O\N
N™ I \? TEA, DCM .
= NH,

38-8 H
{6388} To asolution of fere-butyl N-[{(1R}-5-(5-methyl-1,2 4-oxadiazol-3-y1)-2, 3-dthy dro-

1H-inden-1-yljcarbamate (2.8 g, 9.0 mmol, 1.00 equiv} in DCM (30 mL) was added
triftuoroacetic acid (5 mL). After siirring for 4 h at room temperature, the resuliing mixture
was concentrated under reduced pressure. The residue was dissolved in a mixture of EA (20
mb) and water (8 mL). The pH of the solution was adjusted to 10 with sodium carbonate
{sat.} and concentrated under reduced pressure. The residue was purified by a silica gel
columm with DCM/MeOH (10/1) as eluent to afford 1.1 g {56%) of (1 R)-5-(S~-methyi-1,2.4-
oxadiazol-3-y1}-2,3-dihvdro-1 H-inden-1-amine (Intermediate i) as a white solid. LRMS
(ES) m/z 199 (M-16). 'H-NMR: (400 MHz, DMSO-de, ppm) § 7.85 ~ 7.76 (m. 2H), 7.49 (4,
J=7.8Hz 1H), 422 (1, J= 7.8 Hz, 1H), 2.91 (ddd, J= 16.0, 8.7, 2.8 Hz, 1), 2.75 (dt, J =
16.4, 8.7 Hz, 1H), 2.63 (s, 3H), 2.36 (did. J = 12.3, 7.5, 2.8 Hz, 1H), 2.17 (s, 2HD, 1.62 (ddt, J
=12.3,94, 8.6 Hz, 1H).

Example 39

intermediate {11
1. Synthesis of Intermediate 39-2:

o

-
= % OH /~ — Br\f/\l‘/o
S +-BUOK, DMSO W

I ;
O OH

[}t

38-2
6389} To asolution of 4-bromo-2-hydroxybenzaldehyde (31.5 g, 156 mmol, 1.00 equiv)

in DMSO (500 mb) was added S.5-dimethylmethanesulfinyl jodide (41.3 g, 188 nwnol, 1.20
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equiv). The mixiure was cooled to 0 °C and t-BuOK (21.0 g, 187 romol, 1.20 equiv} was
added in portions at 0 °C over a period of 15 min. The mixture was then warmed to r.t. After
stirring for 1.5 h at room temperature, the resulting solution was diluted with water (500 mL)
and extracted with EA (400 mL) four timnes. The combined organic lavers were washed with
brine (400 mL)}, dried over anhvdrous sodium sulfate, and concentrated under reduced
pressure to give a material. This material was combinad with a previous batch (same scale)
and purified by silica gel chromatography (EA/PE, 1/4) to give 51.7 g of 6-bromo-2,3~

dihydro-1-benzofuran-3-ol as a white solid. The product was Kept under N».

2. Synthesis of Intermediate 39-3:

Br O . .
\P//’\Er DDPA ______ N BFW
DB, Toluene L\\\/
OH , 1olueneg N,
38-2 s

(13581 To asolution of 6-bromo-2,3-dihydro-1-benzofuran-3-0l (30 g, 140 mmol, 1.00
equiv) in toluene (480 mL) under N, were added DPPA (422 ¢, 153 mmol, 110 equivyand a
solution of DBU (23.3 g, 153 nunol, 1.10 equiv) in toluene (20 mL) dropwise at 0 °C over a

£ 0

period of 30 min. After stirring at 15 °C for 3.5 h, the resulting solution was diluted with EA
{500 mL), washed with brine {300 mL), dried over anhydrous sodium sulfate, concentrated
under reduced pressure, and purified by silica gel chromatography (EA/PE, 1/9)to give 30 g

{90%) of 3-azido-6-bromo-2,3-dihvdro-1-benzofuran as light vellow oil.

3. Synthesis of Intermediate 39-4:

Bf\{/f\/o PPh, KOH  Br 0
E 30 7 W

i e i

2 THF, H,0 1\/\

N NH,
39-3 3894
8391} To asolution of 3-azido-6-bromo-2,3-dihydro-1-benzofuran {28 g, 117 mumol,

1.00 equiv) in THF (400 ml) was added PPh; (45.8 g, 175 mmol, 1.50 equiv) at r.t. After
stirring for 1 b, the nuxture was poured into a solution of potassium hydroxide (16.3 g, 291

mmol, 2.49 equiv) in water {100 mL} and stirred for an additional 3 h. The mixture was then
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heated to 55 °C for 2 h, cooled to RT, and diluted with EA (500 mL) and brine (200 mL). The
aqueous layer was extracted with EA (300 mL) twice. The combined organic layers were
washed with bring (300 mL), dried over anhydrous sodium sulfate, concentrated under
reduced pressure, and purified by silica gel chromatography (MeOH/EA. 1/9) to give 18 g of

6-bromo-2,3-dihy dro-1-benzofuran-3-amine as vellow oil.

4. Synthesis of Intermediate 39-5:

Br 0 Boc,O Bre F O
2
o Y
N, TEADCM HN-Boc
39-4 39-8
6382} To asolution of 6-bromo-2,3-dihydro~-1-benzofuran-3-amine {18.1 g, 84.6 mmol,
1.00 equiv) in DCM (200 mL) cooled to 0 °C under N, were added TEA (17.1 g, 169 mmol,

2.00 equiv) and a solution of (Bocy O (18.4 g, 84.3 mmol, 1.00 equiv) in DUM (200 mL)

dropwise. The mixture was then stirred at r.t. for 4 h, diluted with DUM {400 mL), washed
with water {400 mL) and brine (400 mL), dried over anhydrous sodivm sulfate, concentrated
under reduced pressure, and purified by silica gel chromatography (EA/PE, 6/94) to give 18.4
g (69%) of tert-butyl N-(6-bromo-2 3-dihydro-1-benzofuran-3-yvl)carbamate as an off-white

solid.

5. Synihests of Intermediate 39-6;

B O KeFe(CN)g3H,0 NG~ = l' 0
= 2nd-Xphos, X-phos N
HN-por KOAc, dioxane/H-O HN-pae
38-5 38-6

[6383] To asolution of fert-butyl N-{6-bromo-2,3~dihydro-1-benzofuran-3-ylcarbamate
{17.4 g, 35.3 mmol, 1.00 equiv) in dioxane (260 ol were added FeK4(CN)}3H, 0 (11.7 ¢,
27.7 mmol, 0.50 equiv}, X-phos (400 mg, 0.84 mmol, 0.02 equiv), 2G-Xphos precatalyst
{650 mg, 0.83 munol, 0.0 equiv), and a solution of KOAc (11 g, 112 mimol, 2.03 equiv} in
water {260 mL)} under nitrogen . After stirring at 80 °C for 4 h, the resulting solution was

diluted with EA (500 mL) and was filtered to remove solids. The aqueous layer was extracted
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with EA (300 mL) three times. The combined organic layers were washed with brine (300
mL), dried over anhydrous sodium sulfate, concentrated under reduced pressure, and purified
by silica gel chromatography (EA/PE, 19/81) to give 14.3 g (99%) of fert-bulyl N~(6-cvano-

2,3-dihydro-1-benzofuran-3-yl)carbamate as an off~white sohid.

6. Synthesis of Intermediate I

NC ANH; HCI

j} HO
NaHCO,, MeOH

HN“BOC
HN~—g
39-6 " Boc

[6384] To asolution of fer&-butyl N(6-cyvano-2,3-dihy dro-1-benzofuran-3-yicarbamate

(133 g 51.1 mymol, 1.00 equav) in MeQH (270 mL) were added HONH, HCI (7.06 g, 102
mmol, 2.00 equiv) and sodium bicarbonate {13 g, 155 mimol, 3.03 equiv). Afier stirring for 80
°C for 4 h, the solids were filtered off and the filtrate was concentrated under reduced
pressure to give 14.3 g (95%) of fert-butyl N-[6-(N-hydroxycarbamimidoy1}-2,3-dihy dro-1-

benzofuran-3-yvijcarbamate {Intermediate 11} as a white solid.

Example 40

Intermediate IV
1. Synthesis of Intermediate 40-2:

|—CI
N~/
Br oH (S N B

DCE, MeOH, reflux

o)

40-2
[6395] To a solution of 1-{4-bromo-2-hvdroxyphenylethan-1-one (35 g, 163 mmol, 1.0

equiv) in a nixture of DCE (800 mL) and MeOH (320 mL) was added

benzyHrimethyvlazanium dichlorolodanuide (113 g, 325 mmol, 2.0 equiv} under nitrogen.

The mixture was stirred at 70 °C for 4 h; cooled to r.1.; concentrated under reduced pressure;
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dissolved in DCM (800 mL); washed with water (400 mL), brine (400 ml), and NaHSO: (5%,
500 mL}; dried over Na,S884; and concentrated under reduced pressure to afford 45.3 g of 1-

{4-bromo-2-hydroxsyphenyl)-2-chloroethan-1-one as a brown solid.
2. Synthesis of Intermediate 40-3;
Br G
Z
TEA \Air

=T
CI CHCN, 1t 5

40-2 40-3
[8396] To asolution of 1-(4-bromo-2-hvdroxyphenyi)-2-chloroethan-1-one (43.1 g, 173

mimol, 1.0 equivy in ACN (1.2 L} was added a solution of TEA (26.2 g, 259 munol, 1.0 equiv)
m ACN (15 mb). The maxture was stirred for 2 h, concentrated under reduced pressure, re-
dissolved in EA {800 mL}, washed with water (400 mL) and bnne (400 mL}, dried over
anhvdrous sodium sulfate, concentrated under reduced pressure, and purified by silica gel
chromatography {(DCM/PE, 3/7) to atford 15 g (41%) of 6-bromo-2,3-dihydro-1-benzofuran-

3-one as a vellow solid.

3. Synthesis of Intermediate 40-4:

{3,3)-N-{p-Tolusnesuifonyl)-

BT’WO 1,2-diphenylethanadiamine{chioro) B!’\f///\(o
W {p-cymeneruthenium(il Q\}
o) FA, TEA, DCM, r.t, 121 BH
40-3 40-4

€397} To FA (14.6 g, 318 mmol, 3.5 equiv) cooled to 0 °C was added TEA (27.5 g, 272
mmol, 3.0 equiv) dropwise with stirring under matrogen. To this mixture were added a
solution of 6-bromo-2 3-dihydro-1-benzofuran-3-one (19.4 g, 90.9 mmol. 1.0 equiv} in DCM
{500 mL} and {S,5)-N-{p-toluenesulfonyi}-1-2-diphenylethanediamine{chloro}{p-
cymengrutheniom{Il) (1.65 g, 2.6 mmol, 0.03 equiv). The nuxiure was stirred overnight at
room temperature and poured info water (300 mL). The resulting solution was extracted with
DCM (500 mL) three times. The combined organic lavers were washed with brine (500 mL},

dried over anhydrous sodium sulfate, concentrated under reduced pressure, and purified by
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silica gel chromatography (FA/PE, 1/9) to afford 13.4 g (69%) of (3R)-6-bromo-2.3-dithvdro-
1-benzofuran-3-ol as a vellow solid with 96% ee. {(Chiral SFC, CHIRALPAK AD-H

4.6%100 mm, § um).

4. Synthesis of Intermediate 40-5:

Br\%\lf@ DPPA Bre ” 1’9

&BU, Tol

%
o
7

H 0°C~r.t, overnight Nz
40-4 40-5
[6398] To asolution of (3R)-6-bromo-2.3-dihvdro-1-benzofuran-3-ol (13.4 g, 62.3 ramol,

1.0 equiv} in toluene (250 mL) cooled to 0 °C were added DPPA (20.6 g, 74.8 mmol, 1.2
equiv) and a solution of DBU (14.2 g, 93.3 mmol, 1.50 equiiv) in toluene (30 mL} dropwise.
The mixture was stirred overnight, poured into EA (500 mL), washed with water (250 mL)
twice and brine (250 mL}, dried over anhydrous sodium sulfate, concentrated under reduced
pressure, and purified by silica gel chromatography {EA/PE, 5/95) to give 10.4 g of (35)-3-

azido~6-bromo-2,3-dihy dro-1-benzofuran as yellow oil.

3. Svuthesis of Intermediate 40-6:

BF’\O//’TQ PPha Brﬁi}g
L\/\z THF, KOH, H,0 = s

43-5 40-6
16389} To asolution of (35)-3-azido-6-bromo-2,3-dihy dro-1-benzofuran (10.4 g, 43.5

Ha

mmol, 1.0 equiv) in THF (150 mL) were added PPh; (22.8 g, 86.8 mumol, 2.0 equiviand a
solution of potassium hydroxide (6.1 g, 108 mmol, 2.5 equivy in water (40 mL). The mixture
was stirred at 50 °C for 1 h and r.t. overnight. The aqueous laver was extracted with EA (100
ml) three times. The combined organic layers were washed with brine (100 mL), dried over
anhydrous sodium sutfate, concentrated under reduced pressure, and purified by silica gel
chromatography {EA)} to give 10.6 g of (38)-6-bromo-2,3-dihydro-1-benzofuran-3-amine as

yeliow oil.
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6. Svnthesis of Intermediate {V:

Br O
A Boc,O Br -0,
1\<> : ) \2
= S
TEA, DCM
NH; HN~Boc
40-8 1

(64001 To asolution of (38)-6-bromo-2,3-dihvdro- I -benzofuran-3-amune (10.6 g, 49.7

mmol, 1.0 equiv) in DCM (200 mL) cooled to 0 °C were added TEA (10.0 g, 99.2 mmol, 2.0
equiv) and a sohution of Boc,O (11.9 g, 54.6 mmol, 1.1 equiv} in BDCM (50 mL) dropwise for
a pertod of 30 min. The mixture was stirred at 1.t overmight, poured into water (300 ml),
and extracted with DCM (300 mL} three times. The combined organic lavers were washed
with brine {500 mL), dried over anhydrous sodium sulfate, concentrated wnder reduced
pressure, and purified by silica gel chromatography (EA/PE, 60/40) to give an intermediate
product, which was tritrated from ethanol/water (5/4) to afford 9.2 g (97% ee) of rerf-butyl M-
[(35)-6-bromo-2_3-dihydro-1-benzofuran-3-vijcarbamate (Intermediate IV) as a white solid.
LRMS (ES) m/z 258, 260 (M+H-56). 'H-NMR: (300 MHz, DMSO-d6, ppm)& 7.53 (d, J =
7.6 Hz, 1H), 7.25 - 7.16 (o, 1TH), 7.05(d,.J = 1.7 Hz. 1H). 7.03(d, J= 1.7 Hz, 1H), 521 (&.J
=77 Hz [H), 4.66 (4, J=92Hz 1H). 423 (dd, J=9.6, 5.4 Hz, 1H), 1.38 (s, 9H).

Example 41
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Intermediate V

I('.) O O
- CHal =N RS
0}%;5\5 : OJK«;:,N + O’K/N/
\NH KzCOg, CH3CN i \N.____ F.i ,\N
N\\Nf N.:N’ N\N’
RT, 24h
NaOH {lj
HO’l\?_f‘_N
HO, RT o N
N\N
\Y

16401} To a stirred solution of ethyl 2H-1,2,3 4-tetrazole-S-carboxylate (100 g, 704
mmol, 1.0 equiv) in ACN (750 mbL) was added KoCO5 (214 ¢, 1.5 mol, 2.2 equiv).  After the
mixture was stirred for 15 min, Mel (210 g, 1.47 mol, 2.1 equiv) was added and the mixture
was stirred for 14 h. The mixture was then filtered and the filter cake was washed with ACN
(300 mL) three times. The combined filirate was combined with aqueous NaOH (4 N, 220
ml., 845 mmol, 1.2 equivy at r.t. and stirred for 1 h. The ACN was then removed by rotary
evaporation and the pH of the aqueous solution was adjusted to 1-2 with HCI {6 N). To this
mixture was added enough EA (o dissolve the precipitate. The phases were separated and the
agueous laver were extracted with EA (1 L) four times. The combined organic layers were
dried over anhydrous Na,S0, and concentrated under reduced pressure. The material was
suspended in DCM (165 mL} and stirred for 1 h. The solids were collected by filtration,
washed with DCM (30 mb) three times, and dried under vacoum to afford 2-methyl-24-

1.2,3 4-tetrazole-S-carbosvlic acid (27 g, 30%:) (Intermediate V) as a white solid.

Example 41
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Intermediate VI

’ O ] i ) i(:) ¢ \} s

[ Bd{dpphiCh CHLCI \ i
;_i *N S yB B\ O‘/ N N
f Li\&\N \/\O Q-/{‘ KQOAc, Dioxane H

24-2 vi

164062} To asolution of N-{{1R)-5-bromo-2.3-dihvdro-1H-inden-1-vi|-1-methvi-14-
pyrazole-5-carboxamide (1.6 g, 5.00 mmol, 1.00 equiv) in dioxane (40 ml) were added
Pd(dppfiCl, CHLCL (200 mg, 0.61 mmol, 0.05 equivy, KOAc (1.2 g, 12.2 nunol, 2.50 equiv),
and 4,4.5, 5-tetramethy1-2-(tetramethyi-1 3, 2-dioxaborolan-2-y1)-1,3,2-dioxaborolane (1.52 g,
5.99 mmol, 1.20 equiv} under nitrogen. The mixture was stirred at 70 °C for 2 h, cooled to
1., filtered to remove sohids, diluted with EA (50 mL), washed with water (50 mL), dried
over anhydrous sodium sulfate, concentrated under reduced pressure, and purified by a silica
gel chromatography (EA/PE, 13/87) to afford 2.05 g of 1-methyi-N-{{1R}-5-(tetramethvi-
1,3,2-dioxaborolan-2-vi)-2,3-dihydro-1H-inden- 1 -y1}- 1 H-pyrazole-S-carboxamide

(Intermediate V1) as an off~-white solid.
Example 42

Synthesis of Compound 295

L HC DIEA, THF
5-8 F Compound 285

[6403] To a suspension of intermediate 8-6 (40 mg, 0.14 mymol, 1.0 equav.yin THF (1.0
mb) was added DIEA (46 ul., 0.28 mmol, 2.0 equiv.) and 1socyanatomethane {15.9 mg, 0.28
mmol, 2.0 equiv.} at rt. The mixture was stirred at 40 °C for 3 h, concentrated, and triturated
with MeOH to afford 14.4 mg of (R}-1-{5-(5-(difluoromethy1}-1,2 4-oxadiazol-3-y13-2,3~
dihydro-1H-inden-1-y}-3-methylurea (Compound 295} as asolid. LRMS (ES) m/z 309.1
(M+H). 'H NMR (400 MHz, DMSO-ds) § 7.94 — 7.87 (m, 2H), 7.55 (t, J = 52 Hz, 1H), 7.42
~7.38 (m, 1H). 6.37 (d, J= 8.4 Hz, 1H). 5.75 (d, /= 4.8 Hz. 1H), 5.18 (g, /= 8.2 Hz, 1H),
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3.03-2.95 (m, 1H), 2.90-2.80 (m, J = 16.4, 1H), 2.62 (d. /= 4.7 Hz, 3H), 2.48-2.39 (m. 1H).
1.83-1.71 (m. 1H).

16404} The following compounds were prepared by methods analogous to the method

described for Compound 295:

Compound No. | LRMS (ES)m/z
289 MAH=3351
252 MAH=3371
283 MA+H=3091
2586 MAH=3231
257 MAH=3491
258 MAH=3631
Example 43

Synthesis of Compound 304
e

N ¢ o o
\/(l)\ NHw \/ﬁi%{@w J
\.N \ Z N J—
HC! N H

N

=
31-2 | Compound 304

Z o e

[0405] To asuspension of intermediate 31-2 (1.04 g, 3.9 mmol, 1.0 equiv.) in BCM (10.0
mL} was added pyridine (6.2 g, 78.3 mumol, 20.0 equiv.} and methyl chioroformate (0.44 g,
4.7 mmol, 1.2 equiv.) at 0 °C. The mixture was stirred at rt for 3 h, diluied with EA, washed
with water, agueous NH;Cl solution, and brine, dried over Na,SQy, concentrated, and
purified on silica gel using EA/HE (20-100%;) as eluent to give a solid.  The solid was
triturated with acetonitrile to afford 1.03 g of methyl {R)}-(5-(8-ethyl-1,2.4-oxadiazol-3-y1}~
2, 3~-dihydro-1H~inden-1-vhcarbamate (Compound 304) as a solid. LRMS (ES) m/z 2882
(M+H). 'H NMR (400 MHz, Methylene Chloride-ds} § 8.00 — 7.92 (m, 2H), 7.45 (d, /= 7.8
Hz, 1H), 533 - 524 (m, 1H), 5.03 (br, 1H), 3.74 (s, 3H), 3.13 - 2.88 (m, 4H), 2.72 - 2.59
(m, 1H), 1.94-1.84 (m, 1H), 1.46 (1, J=7.6 Hz, 3H).
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[0406]
described for Compound 305:

PCT/US2019/014344

The following compounds were prepared by methods analogous to the method

Compound No. | LRMS (ES)m/z | Compound No, LRMS (ES)ym/z

278 M-+H=324 325 M+H=3422
279 M+H=338.1 326 M+H=340.2
280 M+H=352 1 327 M+H=344.2
282 M+H=310.1 328 M+H=354.2
291 M+H=3511 333 M+H=338.1
303 M+H=274.1 334 M+H=350.1
304 M+H=288.1 345 M+H=3411
305 M+H=300.1 348 M+H=302

306 M+H=304.1 349 M+H=290

307 M+H=302.1 350 M+H=300

319 M+H=314.1 358 M+H=3441
320 M+H=316.1 359 M+H=360.2
321 M+H=328.1 360 M+H=385.2
322 M+H=330.1 361 M+H=401.1
323 M+H=328.2 362 M+H=386.1
324 M+H=3321 363 M+H=400.1

Example 44
Synthesis of Compound 551
i. Synthesis of Intermediate 44-3:
DIEA, HOBt
7 ? Sy,
= N HO"%\ N=N E-‘%”JW»’»\
. s\~ EDCLDMF . .

44-1 44-2

[0407]

To a muxture of 1-methyl-1H-~pyrazole-4-carboxylic acid (2.3 g, 18.2 numol, 1.2

eguiv), HOBt (2.1 g, 15.1 mmol, 1.0 equiv), and EDCI (5.8 g 30.3 mmol, 2.0 equiv) in DMF

(10 mL) was added DIEA (7.5 mb, 45.4 mmol, 3.0 equiv). The mixture was stirred for 10

min, followed by addition of (R)-1-amino-2,3-dihyvdro-1H-indene-S-carbonitrile 4-

methvibenzenesulfonate (5.0 g, 15.1 mmol, 1.0 equiv), and continue 1o stir overnight To this

mixiure was added water (60.0 mL). The solid was collected, washed with more water {20.0
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mb), and dried to give 3.3 g (R6%) of (R}-N-(5-cvano-2 3-dihvdro- | H-inden-1-vi}-1-methyl-
1H-pyrazole-4-carboxamide (44-3) as an off-white solid. LRMS (ES) 267.1 (M+H). 'H
MNMR (400 MHz, methylene chlonde-d;) § 7.86 (5, 1H}, 7.74 (4,7 =08 Hz, 1H), 7.60 - 7.48
(m. 2H), 7.48 — 7.42 (m, 1H), 6.06 (d,J = 8.4 Hz, 1H), 5.69 (q. /= 8.3 Hz. 1H). 3.94 (s, 3H).
3.15 - 2.90 {m. 2H), 2.74-2.64 (m.1H), 2.03-1.90 (m, 1H)}.

2. Synthesis of Intermediate 44-4:

LOH
") HoN

S < 0H b N

44-3

[408] To asuspension of (R)-N-(5-cvano-2,3~dihy dro-1H-inden-1-y-1-methyi-1H-
pyrazole~-4-carboxamide (3.0 g, 11.3 mmol, 1.0 equiv) in EtOH (20.0 b} was added
hydroxviamine (50% w/w, 4.0 mL). The mixture was heated to 80 °C for 3 h and
concentrated to drvness to afford 3.3 g {98%) of (R, Z2)-N-(5-(N'-hvdroxycarbamimidoyi)-2,3-
dihy dro-1H-inden-1-yl}-1-moethyl-1H-pyvrazole-4-carboxanude (44-4) as an off-whate solid.

LRMS (ES) m/z 300.1 (M+H),

3. Synthesis of Compound 551:

3
/OW/LLC’/ .
THOAL 2O
SR @ On7N = i
44-4 N Dﬁ/’iF,foluene Compound 551 N

16409} To asuspension of (R Z2)-N-(5-(N'-hvdroxy carbamimidoy)-2,3-dihydro-1H-inden-
1-yi}-1-methyi-1H-pyrazole-4-carboxamide (140 mg, 0.47 nuvol, 1.0 equiv) in a puxture of
toluene and DMF (5.0 mL, 9/1} was added methyl 2-methoxypropanoate (165.8 mg, 1.4
mmol, 3.0 equiv). The mixture was sealed, heated to 120 °C overnight, cooled to rt, and

filtered off the solid. The filtrate was concentrated and purified with Prep-HPLC with the
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following conditions: {(Agilent 1100 senes) Colunmmn, Phenomex Genmuni, S um, 21 5%150mm;
mobile phase, water (0.1 HCOOH) and ACN (35.0% ACN up 10 35.0% in & min). This
purification afforded 85 mg (49%) of N-{({/R}-5-{5-(1-methoxyethy1}-1,2 4-oxadiazol-3-vi}-
2,3-dihydro- 1H-inden-1-y1)-1-methyl- IH-pyrazole-4-carboxanude (Compound 551). LRMS
(ES) m/z 368.1 (M+H). 'H NMR (400 MHz, Methylene Chlonde-d,} 8 8.01 (s, 1H}, 7.96 (d,
J =80 Hz 1H}, 7.86 (s, IH), 7.75 (s, 1H), 746 (d, J = 8.0 Hz, 1H}, 6.20(d, /= 8.6 Hz, 1H},
5.68€q, J=81Hxs 1HY,473(q. /=67 Hz, 1H), 3.92 (s, 3H), 3.47 (s, 3H), 3.15-3.04 {m,
iH), 3.04-292 (m, 1H), 2.76 — 2,62 (m, 1H), 2.05 - 1.89 (im, 1H), 1.66 (d,./=6.7 Hz, 3H).

(6410} The following compounds were prepared by methods analogous to the method

described for Compound 551:

Compound No. | LRMS (ES)m/z | Compound No. LRMS (ES)ym/z
543 M+H=3961 548 M+H=3961
544 M+H=3821 549 M+H=354 1
545 M+H=3521 550 M+H=354 1
546 M-+H=3681 551 M-+H= 3681
547 M+H=3361 552 M+H=354 1

Example 45
Synthesis of Compound 609

[#411} 1. Synthests of Intermediate 45-2:

Br. . Br Br. N 0
O DME .

n-BuLi, Et,0 é)\

O
45-1 45-2
8412] A solution of 1.3-dibromo-5-methoxybenzene (24.5 g, 92.13 mmol, 1 equiv) in
ELO (400 mL) under nitrogen, cooled to -78 °C and stirred for 20 min was added n-ByLi
(2.5mol/L in THF, 44 mL. 1.20 equiv) dropwised at -78 °C. The reaction mixture was
continued to stir for 1h at -78 °C followed by addition of DMF (8.1 g, 110.55 mmol, 1.2 equiv)

dropwise. After stirring for 45 min at -78°C, the reaction was quenched with water (200 ml)
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carefully and extracied with EtOAc (500 mb) twice. The combined organic layers were
concentrated under reduced pressure to give a mixture, which was further triturated with
hexane (200mL) to afford 3-bromo-S-methoxybenzaldehyde (45-2) (1452, 732% ) as a

white solid.

2. Synthesis of Intermediate 45-3:
O‘\\’:”OWL

Br O O
\-//\,(\\“0 \ﬂ/ Br =
N O ] Ok
S
|
O

G TEA, FA, DMF, 100°C
~ Z2day+1overnight
-

45-2 45-3
{6413} To formic acid (10.8 g, 233.95 mmol, 3 equiv) at 0 °C was added TEA (9.5 g,
93.58 mmol, 1.2 equiv) dropwise. After stirnng for 30 min. at rt, to this mixture were added
3-bromo-3-methosvbenzaldehvde (16.77 g, 77.98 ramol, | equiv) and 2.2-dimethyl-1,3-
dioxane-4,6-dione (11.2 g, 77.71 mmol, 1.00 equiv} in DMF (75 mL} dropwise. The reaction
mixture was stirred at 100 °C for 50 b, cooled to 0 °C, quenched with conc. HCI {20mL), and
diluted with water (500 mL). The mixture was extracted with BCM (300 mL) three times.
The combined organic lavers were washed with NaOH (1 N, 500 mL) twice. The aqueous
phase was combined, acidified to pH 2 with conc. HCL, and extracted with EtQAc (300 mL)
twice. The combined organic layers were washed with brine (300 mL) twice, dried over
anhydrous Na 50y, and concentrated under reduced pressure to give 3~(3-bromo-5-

methoxyphenyl) propanoic acid (45-33 (13 g, 64.34%) as a vellow oil.

3. Synthesis of Intermediate 45-4.
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[0414] A solution of 3-(3~bromo-5-methoxyphenyUpropanoic acid (30 g, 115.79 mynol, 1
equiv) in triflic acid (90 mL} was stirred for 2 h at room temperature. The reaction was
quenched by the addition of ice water {1000 mL) at 0 °C, and extracted with EtOAc (500 mL)
three times. The combined organic lavers were washed with NaHCO; (500 oL} twice, dried
over anhvdrous Na,SQ,, concentrated under reduced pressure, and purified by reverse flash
chromatography with the following conditions: column, C18 silica gel; mobile phase, ACN in
water, 35% to 63% gradient in 40 min; detector, UV 254 nm, to give 1.6 g of 5-bromo-7-

methoxy -2 3-dihydro~-1H-inden-1-one {45-4) as a white solid.

. BH3-Me2s Br .
> R-CBS O.

DCM o OH

4. Synthests of Intermediate 45-5:

45-4 45-8

[0415] To a solution of 5-bromo-7-methoxy-2,3-dihydro- IH-inden-1-one (1.68 g, 6.97
mumol, 1 equiv) in THF (60 mL) at -10 °C was added B-CBS (1 mol/L in toluene, 1.185 mL,
1.19 mmol, 0.17 equiv). To this solution stirred 10 min at -10°C was added BH;-Me,S
{(10mol/L, 118 mL, 11.8 mmol, 1.70 equiv). The mixture was stirred at tt for 1 h, quenched
with ice water (10 mb), and extracted with EA (100 mL) twice. The combined organic layers
were washed with brine (100 mi} dried over Na,SOy, concentrated under reduced pressure
and purified by reverse phase flash chromatography using ACN and water as eluent to afford
680 mg (40%) of (/8)-53-bromo-7-methoxy-2,3-dihydro~-1H-inden~1-0l {(45-5) as a white

solid.

5. Synthesis of Intermediate 45-6;

DPPA, DBU

b T N e B
& B Foluene, 3~15°C,12h
~
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(0416} To asolution of (/8)-S-bromo-7-methoxy-2,3-dihyvdro-1H-inden-1-0l {650 mg,
2.67 mmol, 1.0 equiv) in toluene (10 mL) at 0 °C were added DBU (1221.2 mg, 8.02 mmol, 3
equivy and DPPA (1471.7 mg, 5.35 mmol, 2.0 equiv) dropwise. After stirming for 10 h, the
reaction was quenched with water (10 mbL) and extracted with EtOAc (30mL) three times.
The combined organic layers were washed with brine (20 mL), dried over anhydrous Na,SQy,
concentrated under reduced pressure, and purified by silica gel column chromatography
ghuting with PE/EtOAc (3:1) to afford 530 mg (74%) of (/R)-1-azido-5-bromo-7-methoxy-

2.3-dihvdro-1H~indene (45-6) as a pale-vellow o1l

6. Svnthesis of Intermediate 45-7:

THF, H;O

45-6

[8417] To asolution of ({R)-1-azido-5-bromo-7-methoxy-2,3-dihydro-1H-indene (550
mg, 2.05 mmol, 1.0 equiv) in THF (6 mlL) were added PPhs (645.7 mg, 1.2eq) and KOH
(287.7 mg, 3.13 mmol, 2.5 equiv} in waster {1.5 mlL) dropwise. The mixture was stirred at 1t
for 1h and at 30 °C overnight. The resulting mixture was concenirated under reduced pressure
to give 1.5 g of mixture containing {/ R)-S-bromo-7-methoxy-2.3-dithy dro-1H-inden-1-amine

(45-7).

7. Synthesis of Intermediate 45-8:

Boc,O

DCM, TEA

184158} To asolution of (JR}-5-bromo-7-methoxy-2,3-dithvdro-1H-inden-1-amine (1 5 g

mixture from previously step) in BCM (6 mL), was added TEA (601.8 mg, 5.95 mmol, 3.0

By e

equiv) and Boe,O (649.0 mg, 2.97 mmol, 1.50 equiv). After stirring at rt for 2 h. The mixture
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was concentrated under reduced pressure and purified by reverse flash chromatography with
the following conditions: column, 18 silica gel; mobile phase, ACN i water, 30% to 70%
gradient in 30 min; detector, UV 254 nm to afford 330 mg of fere-butyt N-[{(1R}-5-bromo-7-

methoxy-2.3-dihydro-1H-~inden~{~yljcarbamate (453-8) as an off-white solid.
8. Synthesis of Intermediate 45-9:

NC
KaFe{CNjg 3H,0 i

2nd-Xphos, X-phos, KOAc
. . 0O NH

dioxane/H, 0, 100°C ~

45-8 45-9

[8419] To asolution of tert-butyl N-[{/ R}-5-bromo-7-methoxy -2, 3-dihy dro-1H-inden- 1~
yljcarbamate (320 mg, 0.94 mumol, 1 equiv) 1n dioxane(4 mb) and water (1 mL) were

added K Fe(CIN},. 3H,O (197 5 mg, 0.47 mimol, 0.50 equiv), Znd X-PHOS

{147 mg, 0.02 mmol, .02 equiv}, and X-Phos (8.9 mg, 0.02 mmol, 6.02 equiv}

under nitrogen atmosphere. The mixture was stirred at 100 °C for & b, cooled to rt, diluted
with water (20 ml), and extracted with EA (20 mL} three times.  The combined organic
favers were washed with brine (2¢ mbL) dried over sodium sulfate, concentrated, and purified
by silica gel eluting with PE/EA (10/1) to afforded 190 mg (74%) of rert-butyl (R)-(S-cyano-

7-methoxy-2,3~dihydro-1H-imden-1-vhcarbamate (45-9) as a white solid.

9. Synthesis of Intermediate 45-10:

HCI
_NH>
HO T .

TEA, EtOH

45-G 45-10

[8420] To asolution of reri-butyvl N-[{] R}-5-cvano-7-methoxy-2,3-dihy dro-1H-inden-1-
ylcarbamate (180 mg, 0.62 nwwvol, 1.0 equiv) in FtOH (3 ml) was added TEA (126.3 mg,
1.25 mmol, 2.0 equiv) and hyvdroxylamine hvdrochlonide (86.3 mg, 1.24 mmol, 2.0 equiv).

The mixture was stirred at 60 °C overnight and concentrated under reduced pressure to give
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300 mg of fert-butyl N-[{/ R)-5-(N-hydroxycarbarsinudoyl)-7-methoxy-2,3~-dihydro-1H-

inden-1-yljcarbamate {(45-10) as an off- white solid.

10. Synthesis of Intermediate 45-11:

) i £
HoN \\/ko"ﬁ\/ VAN
Dioxane, 100°C
O~ EH,, O~ EZEC
45-10 oc 45-11

10421} To asolution of fer-butyl N-{{(7R)-5-(N-hydroxycarbamimidoyl}-7-methoxy-2,3-
dihvdro-1H-inden-1-vljcarbamate (270 g, 0.84 mmeol, 1.0 equiv) in dioxane (3 mL} was
added propanoyi propanoate (108.2 mg, 0.83 mmol, 1.0 equiv). The mixture was stirred at
30°C for 1 hand at 100°C for 7h, cooled to 11, concentrated under reduced pressure, and
purified by silica gel colurmn chromatography, eluting with PE/EtOGAc (9: 1) to afford 170 mg
(56%) of fert-butyl N-{{/ R}-5-(5-ethvi-1,2 4-oxadiazol-3-v)-7-methoxy-2,3-dithy dro-1H-

inden-1-yljcarbamate {45-11} as a white solid.

11. Synthesis of Intermediate 45-12:

585'3

45-12
45-11

[6422] To asolution of tert~-butyl N-[{/ R)~5-(5-ethyi-1,2 4-oxadiazol-3-y1)}-7-methoxy-
2.3-dihydro-1H-inden-1-vljcarbamate (160 mg, 0.45 mmol, 1 O equiv) in DCM (3.0mbLYat 0
°C was added tribromoborane (2.23 mL, 2.23 mmol, 5.01 equiv) dropwise. The mixture was
stirred at rt for 80 h, cooled to 0 °C, quenched with MeOH (1mL), concentrated under
reduced pressure, and purified by Prep-HPLC with the following conditions (2Z4SHIMADZU
(HPLC-01)): Column, X Bridge Prep OBD C-18 Column, 30%150mm Sum; mobile phase,
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Water (10MMOL/L NH4HCO3) and ACN (34% Phase B up to 52% in 8 mun); Detector
254nm, 1o afford 30mg (20%) of rerr-butyl N-{(/R}-5-(5-athvi-1,2.4-oxadiazol-3-vI)-7-

hydroxy -2 3-dihydro~-1H-inden-~1-yljcarbamate (45-12) as a white solid.
12. Synthesis of Compound 609:
G
f
e
S - o]
N o N\

J\, /l(»,\
o N
HATU, DIPEA, DMF *\/L‘ N H =

10423} To asolution of ~-methyl-1H-pvrazole-4-carboxylic acid (21.9 mg, 0.17 nunol,
2.0 equivy in DCM (0.5 mL} were added HOA1 (13.0 mg, (.10 mmol, 1.1 equiv}), ERCI {183
mg, 0.10 mmol, 1.1 equiv), and DIEA (22.5 mg, 0.17 rmamol, 2 equiv). The mixture was
stirred at 1t for 5 min, followed by addition of rerf-butyl N-{(/R}-5-(S-ethvl-1,2 4-oxadiazol-
3-y13-7-hydroxy-2,3-dihvdro-1H-inden-1-yljcarbamate (30 mg, 0.09 mmol, 1.0 equiv). The
mixtare was stirred at 1t for 2 h and purified by Prep-HPLC with the following conditions
(ZHSHIMADZU (HPLC-01)): Column, X Bridge Prep OBD C18 Columm, 30%150mm Sum;
mobile phase, Water (10MMOL/L NH.HCO;) and ACN (26% Phase B up to 45% in 8 min);
Dietector, UV. 25 mg product was obtained. The crude product was purified by Chiral-Prep-
HPLC with the following conditions (Prep-HPLC): Column, CHIRALPAK IE, 2%25¢m, Sum;
maobile phase, Hex: DCM=3:1{10mM NH; in Me(OH) and E1OH (hold 50% EtOH/HE for 16
min) to afford 11.1 mg (36%:) of N-[{/R)-5-(5-ethyl-1,2 4-oxadiazoi-3-yvi}-7-hydroxy-2,3-
diby dro-1H-inden-1-yij-1-methyl-1H-pyrazole-4-carboxamide {Compound 609} as a white
solid. LRMS (ES) m/z 354 (M+H). "H NMR (300 MHz, Chloroform-d) 8 9.62 (br, 1H), 7.90
{(br, 1H), 7.75 (br, 1H), 7.50 (br, 2H), 6.30 (br, 1H), 549 br, 1H), 3.95(s. 3H), 327 -3.19
(m, 1H), 2.99 (m, 3H), 2.72 (s, 1H), 2.15 (s, 1H), 1.46 {br, 3H).

34241 The following compounds were prepared by methods analogous to the method

described for Compound 609

Compound No. | LRMS (ES) m/z |
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562 M+H=356
588 M+H=372
6499 M+H=356

Example 46
Synthesis of Compound 744

1. Synthests of Intermediate 46-2:

<Y
N7 S0
HCI (4M in dioxane) | P g
DCM NH,
HN\BOC HCE

46-2

16425} To astirred solution of fers-butvl N-[(35)-6-(5-ethvl-1,2.4-oxadiazol-3-v1}-2.3-
dihydro-1-benzofuran-3-yljcarbamate (900 mg, 2.716 mmol, 1 equv} i DCM (10 mb) atrt
was added HC (4 M 1n dioxane, 10 mL, 329119 mmol, 121.2 equiv) dropwise. The mixiure
was stirred for 1 h at vt and cpncentrated under reduced pressure to afford 739 mg of (38)-6-

{5-ethyl-1,2 4-oxadiazol-3-y1}-2,3-dihy dro-1-benzofuran-3-amine hydrochloride as an off

white solid.

2. Synthests of Intermediate 46-3:

\4-4?\;‘;\ O M
N

Q cr o

O
K005, THF H\\{f
NH2 O ~.?;\

HCH ]
6.2 46-3 \

8426} To astirred solution of (353-6-(5-ethyl-1,2.4-oxadiazol-3-v1)-2,3-dihy dro-1-
benzofuran-3-amine hydrochloride (700.0 mg, 2.62 mmol, 1.0 equiv) in THF (30.0 mL) at §

°C were added K,CO; (722.8 mg, 5.2 mmol, 2.0 equiv) and phenyl
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chloroformate (450.33 mg, 2.876 munol, 1.10 equiv) dropwise. The resulting nuxture was stir
red at 1t for 4 h and diluted with water. The precipitates were filtered

off, washed with EtOA¢ (10 mL) three times. The aqueous layer was

extracted with EtOAc (50 mL) twice. The combined organic layers were washed with brine,
(50 mL), dried over anhvdrous Na,SOy, concenirated, and purified on silica gel eluting with
PE/EA (4/1} to afford 0.88 g (96%) of phenyl N-{(38)-6-{5-ethyi-1.2 4-oxadiazol-3-y13-2,3-
dihydro-1-benzofuran-3-yl]carbamate as a white solid. LRMS (ES) m/z 352 (M+H).

3. Synthesis of Compound 744

g
\\#-é)xi\\i \N i R0,
N . a
O i
N/@ o L o
{ 5 ~TNoH HN~¢
HN O
o \ TEA, ACN Cormpound 744 S
46-3 " ,

HO

164271 To astirred solution of phenvl N-{{38)-6-(5-ethvi-1,2 4-oxadiazol-3-vi}-2,3-
dihydro-1-benzofuran-3-yljcarbamate {80.0 mg, 0.23 mmoi, 1.0 equiv) i ACN (4.0 mL) at
r.1 were added ethviene glveol (17.0 mg, 0.27 mmol, 1.2 equiv) and TEA (46.1 mg, 0.456
mmwol, 2 .Oequiv) dropwise. The resulting mixture was stirred at 65 °C for 4 b, cooled to r.t,
and purified by Prep-HPLC with the following conditions (Column: Xselect CSH OBD
Colunmm 307 150mm Sum, n; Mobile Phase A Water{ 1I0MMOL/L

NHAHCO3+0.1%NH3. H20), Mobile Phase B: ACN; Flow rate:60 mL/min; Gradient:18 B to
38 B in 9 mun} to afford 2-hydroxvethyl 26.5 mg (36%) of N-{(38)-6-(5-ethy1-1,2 4-
oxadiazol-3-y1}-2,3-dihvdro-1-benzofuran-3-vljcarbamate (Compound 744) (26.5 mg,
36.45%;3 as a white solid. LRMS (ES) m/z 320 (M+H). 'H NMR ((300 MHz, DMSO) 3 7.94
(s, 1H), 7.56 (d. J = 7.4 Hz, 1H), 7.48 (s, 1H), 7.35 (s, 1H), 5.38(d. § = 6.5 Hz, 1H), 4.74 (s,
1H), 431 (d, J= 9.8 Hz, 1H), 4.02 (s, 2H), 3.55 (s, 2H), 3.00 (q. J= 7.5 Hz, 2H), 1.33 (1, I =
7.6 Hz, 3H).

8428} The following compounds were prepared by methods analogous to the method

described for Compound 744:
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Compound No. | LRMS (ES)ym/z | Compound No. LRMS (ES)m/z
259 M+H=3231 740 M+H=345
300 M-+H=34091 741 M+H=331
301 MAH=3651 742 M-A+H=347
302 M-+H=378.1 743 MA+H=347
723 M-+H=343 1 744 M+H=320
724 M-+H=343 1 745 M+H=319
739 MAH=345 746 MAH=333

Biological Example B-1

Myofibril Assays

16429} To evaluate the effect of compounds on the ATPase activity of full-length cardiac
myosin in the context of the native sarcomere, skinned myofibrl assays were performed.
Bovine cardiac myofibrils were obtained by homogenizing bovine cardiac left ventricular
tissue in the presence of a detergent such as triton X-100. Such treatment removes
membranes and a majority of the soluble cvitoplasmic proteins but leaves intact the cardiac
sarcomeric acto-my osin apparatus. Myofibril preparations retaim the ability o hydrolyze
ATP inan Ca’' regulated manner. ATPase activities of such mwofibril preparations in the
presence and absence of compounds were assayed at Ca™ concentrations activating to a
defined fraction of the maximal rate {i.e., 25%, 75%}. Smali molecule agents were assessed
for thetr ability to inhubit the steady-state ATPase activity of bovine cardiac myofibrils using
pyruvate kinase and lactate dehydrogenase (PK/LDH)-coupled enzyme system. This assay
regenerates myosin-produced ADP into ATP by oxidizing NADH, producing an absorbance
change at 340 um. Prior o testing small molecule agents, the bovine cardiac myofibrils were
assessed for their calcium responsiveness and the calcium conceniration that achieves either a
50% (pCasg) or 75% (pCays) activation of the myofibril system was chosen as the final
condition for assessing the imhibitory activity of the small molecule agenis. All enzymatic
activity was measured in a buffered solution containing 12 mM PIPES (piperazine-N,N'-

bis{2-ethanesuifonic acid}. 2 mM magnesium chloride at pH 6.8 (PM 12 buffer). Final assay
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conditions were | mg/mk of bovine cardiac myofibrnils, 4 U/mL pyruvate kinase, 6 U/mL

lactate dehydrogenase, 50 uM ATP, 0.1 mg/mL BSA (bovine serum albumin), 10 ppm
antifoam, I mM DTT, 0.5 mM NADH, 1.5 mM PEP, 0.6 mM EGTA, and an amount of

CaCly sufficient to achieve either 50% or 75% activation of the mvofibril ATPase activity.

Results for compounds tested are provided in Table A, Compounds tested were prepared in

accordance with the synthetic procedures described herein.

Table A
Cmpd | CBME7S1Cs | CDMETS Iy Cmpd CBMFEF75 1 | CDMET751Cs
N, {ubi) (M) N, {1uM) {uM)
i 4.5 217 37 1.7 6.4
2 0.6 2.0 375 10.6 >392
3 1.8 7.0 376 3.9 13.5
4 .43 1.6 377 4.5 17.8
5 i.14 5.1 378 2.1 12.2
6 0.7 3.4 379 392 >392
7 i.d 4.8 380 2.2 10.3
8 0.4 1.4 381 39.2 >392
9 1.4 6.7 382 2.7 10.1
10 1.0 3.4 383 3.4 11.6
11 0.8 3.4 384 39.2 >392
2 0.6 2.0 385 0.5 1.7
13 0.5 221 386 0.3 0.8
14 392 >392 387 0.5 1.3
15 0.6 2.0 388 0.9 2.8
16 8.9 >392 389 0.6 1.9
17 23 113 390 0.4 i
18 11 6.8 391 1.3 4.6
19 1.3 4.6 392 0.9 2.7
20 23 >392 393 0.4 1.2
21 0.7 2.9 394 1.2 4.1
22 5.5 28.2 395 3.1 13.5
23 5.8 314 396 0.4 1.6
24 2.1 3.0 397 0.9 3.2
25 3.9 16.5 398 0.4 1.2
26 7.8 30.5 399 0.3 i
27 0.8 3.3 400 0.8 2.8
28 0.8 34 401 0.9 3.0
29 1.2 5.3 402 i 3.8
30 0.8 2.3 403 0.4 1.2
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Cmpd | CBMF751Css | CDMF751Cs; | Cmpd | CDMF7SICs | CDMF75ICs
No, (uVD) (uM) No. (uM) (M)
31 1.0 3.6 404 0.4 1.2
32 0.6 23 403 0.6 23
33 13 43 406 19 77
34 21 81 407 32 13.8
33 03 16 408 28 12.8
36 0.9 47 409 02 0.7
37 21 97 410 0.9 33
33 22 95 411 0.7 32
39 31.0 >392 412 05 1.8
40 39 16.2 413 0.4 1.5
41 6.6 >392 414 02 0.6
42 72 316 413 05 1.7
43 43 14.1 416 12 )
44 33 12.3 417 02 0.6
45 21 7.6 418 03 1.2
46 12 472 419 12 47
47 14 5.0 420 0.4 14
43 1.4 49 421 03 0.8
49 98 >392 422 0.4 1.5
50 1.5 52 423 03 1.2
51 12 36 424 02 0.6
52 16 49 425 03 1.2
53 25 88 426 08 26
54 22 7% 427 05 1.6
55 2.0 6.8 428 1.0 34
56 25 85 429 05 1.5
57 28 8.9 130 1.0 32
S8 48 21.0 431 03 09
59 s7 282 432 08 23
0 23 83 433 3 09
61 11 33 434 07 24
2 15 87 435 26 113
&3 23 101 436 06 2.1
4 12 51 437 83 344
65 0.8 30 438 37 15.8
66 12 45 439 1.1 48
67 0.9 47 440 2.7 10.7
68 1.6 6.1 441 34 13.0
69 0.6 23 442 25 12.6
70 14 48 443 0.7 2.6
71 0.4 12 444 16 79
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Cmpd | CBMF751Css | CDMF751Cs; | Cmpd | CDMF7SICs | CDMF75ICs

No, (uVD) (uM) No. (uM) (M)
72 03 1.0 445 0.8 3.0
73 07 25 446 0.7 2.6
74 22.3 >392 447 1.8 93
75 0.9 3.1 448 03 0.9
76 17 61 449 05 1.5
77 49 26.0 450 32 124
78 26 13.6 451 2.3 77
79 46 22.7 452 43 203
80 273 >392 453 02 7
81 11 3.7 454 05 18
82 03 2.0 453 02 0.7
83 1.9 78 436 03 1.1
84 27 10.8 457 12 53
85 53 241 458 2.0 97
86 41 14.9 459 0.4 1.2
87 37 15.7 460 13 55
88 07 25 461 13 6.3
89 1.0 3.3 462 0.4 14
90 0.4 1.9 463 0.7 2.
91 05 1.8 464 04 1.4
92 03 08 465 07 26
93 0.2 0.9 466 08 2.9
94 52 26.6 467 2.1 8 4
95 19 8.0 468 6.6 392
9% 3.0 13.4 469 03 1.1
97 2.0 7% 470 44 16.8
98 131 >392 471 19 7
99 0.6 26 472 08 31
100 0.7 30 473 11 338
101 03 11 474 06 22
102 16 53 475 09 338
103 0.7 2, 476 12 19.5
104 17 63 477 85 352
105 22 8.9 478 2.5 11.9
106 0.8 2, 479 153 231
107 0.5 1.7 480 66 392
108 52 24 481 1.9 738
109 1.9 71 482 39 15.9
110 392 >392 483 2.0 6.3
111 11 7 484 352 392
112 I 52 483 12 11
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Cmpd | CBMF751Css | CDMF751Cs; | Cmpd | CDMF7SICs | CDMF75ICs

No, (uVD) (uM) No. (uM) (M)
113 03 1.3 486 41 24.3
114 03 2.0 487 0.9 34
115 03 09 488 1.1 43
116 03 15 489 0.6 22
117 1.9 10.1 490 1.6 6.9
118 19.3 >392 491 1.0 37
119 392 >392 492 1.1 1.0
120 24 98 493 56 214
121 1.0 3.1 494 24 10.0
122 03 1.8 493 10.0 392
123 03 1.7 496 71 343
124 03 09 497 74 392
125 1.6 62 498 79 34.7
126 1.6 57 499 2. 392
127 17 77 500 1.0 6.5
128 26 12.2 501 03 1.1
129 03 15 502 2.0 8.0
130 25 10.3 503 0.8 34
131 1.4 5.4 504 44 16.6
132 43 17.7 505 65 292
133 15 57 506 153 20.0
134 392 >392 507 326 392
135 392 >392 508 26 113
136 0.8 2. 509 32 12.8
137 12 49 510 19 7
138 0.8 2, 511 30 14.0
139 36 17.3 512 153 182
140 7.6 >392 513 22 10.9
141 03 0.9 514 27 11.0
142 05 2. 515 3 19.5
143 03 1.0 516 352 352
144 0.6 2, 517 22 97
145 392 >392 518 27.8 392
146 212 >392 519 19 87
147 13 62 520 1.8 81
148 2.9 13.5 521 12 5.0
149 392 5397 522 2.0 91
150 03 12 523 2.5 133
151 0.3 2.0 524 1.7 73
152 0.6 22 525 0.7 25
153 ik 19 526 0.4 13
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Cmpd | CBMF751Css | CDMF751Cs; | Cmpd | CDMF7SICs | CDMF75ICs

No, (uVD) (uM) No. (uM) (M)
154 0.4 15 527 03 1.1
155 1.0 41 528 1.1 49
156 11 47 529 1.8 6.8
157 14 59 530 2.6 8.9
158 07 28 531 41 25.1
159 1.9 8.4 532 1.1 55
160 6.5 313 533 15 8.7
161 11 44 534 22 135
162 1.6 6.4 533 1.0 58
163 08 3.1 536 1.1 35
164 82 >392 537 0.4 1.8
165 46 235 538 0.7 33
166 2.0 7.0 539 13 6.0
167 1.0 3.8 540 0.7 2.
168 11 3.8 541 12 52
169 03 1.8 542 0.9 35
170 3 15.9 543 46 173
171 17 6.9 544 34.9 392
172 81 >392 543 32 13.1
173 39.2 >392 546 15.5 392
174 11 33 547 04 15
175 0.4 14 548 118 352
176 12 i3 549 352 352
177 05 18 530 131 352
178 19 6.8 551 36 14.6
179 0.7 2, 532 13.7 352
180 1.7 5.8 553 1.2 51
181 1.1 4.0 554 0.4 1.5
182 1.0 41 553 1.0 35
183 03 0.9 556 14 76
184 0.4 14 557 0.4 14
185 08 27 558 2.0 83
186 07 24 559 14 57
187 11.5 >392 560 13 47
188 53 23.6 561 14 70
189 14 5.1 562 03 1.0
190 06 2.0 563 0.4 12
191 03 09 564 02 0.6
192 1.0 3.8 563 03 1.1
193 03 21 566 02 0.8




WO 2019/144041 PCT/US2019/014344
Cmpd | CBMF751Css | CDMF751Cs; | Cmpd | CDMF7SICs | CDMF75ICs
No, (uVD) (uM) No. (uM) (M)
194 07 2.6 567 03 1.0
195 10.1 >392 568 0.4 1.6
196 43 17.4 569 0.7 28
197 3.2 12.4 570 0.4 14
198 2.0 72 571 0.4 13
199 6.0 241 572 05 1.8
200 26 11.3 573 0.9 41
201 14 5.4 574 1.0 )
202 26 10.5 573 1.1 )
203 1.0 3.6 576 35 152
204 03 1.8 577 0.4 13
205 11 40 578 0.4 12
206 07 23 579 12 51
207 1.0 3.6 580 31 17.6
208 03 16 581 0.4 14
209 0.9 3.3 582 0.4 13
210 03 16 583 0.4 13
211 08 2.8 584 03 12
212 17 6.0 583 05 25
213 12 47 586 05 2.3
214 13 49 587 23 12.0
215 3.0 124 538 12 13
216 13 49 589 07 23
217 0.6 19 590 14 68
218 05 16 591 44 938
219 0.7 253 592 27 10.9
220 383 >392 593 05 2.1
221 0.6 2.0 594 14 53
222 03 1.0 595 03 1.0
223 13 P 596 08 23
224 0.6 2, 597 05 19
225 392 392 598 39 15.7
226 12 10 599 09 32
227 0.7 2. 600 35 16.5
228 03 08 601 16 73
229 0.5 1.4 602 41 16.9
230 0.6 1.8 603 03 1.0
231 03 1.0 604 03 09
232 0.7 2.4 605 03 34
233 0.3 1.1 606 16 226
234 19 8.0 607 2.5 154
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Cmpd | CBMF751Css | CDMF751Cs; | Cmpd | CDMF7SICs | CDMF75ICs

No, (uVD) (uM) No. (uM) (M)
235 12 48 608 12 46
236 03 1.8 609 03 0.9
237 11 3.6 610 2.0 8.6
238 03 1.0 611 0.7 23
239 07 21 612 0.7 2.1
240 03 0.8 613 0.4 14
241 02 0.8 614 34 14.7
242 03 15 613 0.4 14
243 13 47 616 43 22.9
244 1.6 5.4 617 03 12
245 1.0 3.4 618 03 1.1
246 11 3.5 619 0.6 23
247 08 26 620 02 0.6
248 0.4 15 621 1.6 6.1
249 14 572 622 0.9 36
250 1.0 3.6 623 0.4 1.6
251 03 15 624 0.4 1.5
252 0.4 15 625 0.8 30
253 03 0.8 626 05 1.6
254 1.3 49 627 35 15.0
255 0.8 26 628 03 1.0
256 05 17 629 2.1 94
257 0.4 1.0 630 05 1.8
238 15 57 631 05 1.8
259 0.8 30 632 05 15
260 0.4 14 633 02 08
261 0.4 12 634 05 2.1
262 0.7 19 635 03 11
263 28 10.5 636 06 22
264 1.8 6.6 637 31 11.6
265 1.0 34 638 1.0 39
266 0.9 27 639 03 11
267 12 44 640 05 2.1
268 19 51 641 14 5
269 11 33 642 14 53
270 0.9 3.1 643 0.6 2.1
271 43 17.1 644 1.5 5
272 12 43 645 1.6 70
273 0.7 2.4 646 22 9.0
274 4.0 15.0 647 03 0.9
275 0.8 2.9 648 0.4 13
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Cmpd | CBMF751Css | CDMF751Cs; | Cmpd | CDMF7SICs | CDMF75ICs

No, (uVD) (uM) No. (uM) (M)
276 26 10.1 649 0.9 34
277 14 5.4 650 0.6 22
278 13 572 651 46 22.6
279 224 >392 652 05 1.5
280 07 27 653 02 0.7
281 0.9 >392 654 0.6 22
282 03 1.9 653 0.6 19
283 96 >392 656 19 81
284 383 >392 657 03 0.7
285 93 >392 658 03 0.9
286 21 10.2 659 05 1.7
287 392 >392 660 0.6 2.0
288 10.6 >392 661 03 1.1
289 392 >392 662 1.6 72
290 392 >392 663 2.3 196
291 17.3 >392 664 05 1.9
292 392 >392 663 0.4 18
293 20.4 >392 666 0.8 34
294 15.6 >392 667 0.9 37
295 49 >392 668 0.6 22
296 S8 >392 669 05 3
297 392 >392 670 53 26.6
29% 392 >392 671 65 30.2
299 67 30.0 672 32 13.7
300 123 >392 573 238 13.0
301 93 >392 674 19 72
302 392 >392 575 08 2.7
303 0.6 2, 676 05 1.8
304 0.2 0.7 677 03 09
305 03 12 678 07 3
306 0.9 37 679 08 30
307 0.6 2. 650 05 1.7
308 0.7 2, 651 13 5
309 392 >392 682 04 1.6
310 29 11.3 643 11 16
311 1.8 63 654 1.1 5.0
312 0.7 2. 685 0.7 2.6
313 1.6 6.3 686 09 31
314 0.7 2.4 687 1.0 44
315 6.1 26.4 658 1.7 6.8
316 15.6 >392 659 0.6 2.1
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Cmpd | CBMF751Css | CDMF751Cs; | Cmpd | CDMF7SICs | CDMF75ICs

No, (uVD) (uM) No. (uM) (M)
317 27 12.1 690 44 213
318 22 93 691 15 58
319 13 53 692 1.0 46
320 07 3.1 693 0.9 37
321 0.4 13 694 1.8 70
322 03 09 693 2.1 78
323 03 09 696 1.1 )
324 08 3.2 697 0.9 7
325 03 1.9 698 0.9 35
326 0.6 24 699 1.7 75
327 18 82 700 0.7 2.6
328 12 >392 701 03 1.1
329 17 7.0 702 2.6 11.7
330 38 17.7 703 1.7 6.2
331 20.0 >392 704 2.6 114
332 392 >392 705 49 281
333 03 09 706 0.6 23
334 0.6 1.9 707 0.9 36
335 19.1 >392 708 0.6 2.8
336 30.9 >392 709 0.6 23
337 24.7 >392 710 04 1.9
338 392 >392 711 08 2.8
339 0.4 12 712 05 24
340 03 0.7 713 27 11.0
341 19 73 714 14 55
342 8.0 >392 715 04 15
343 1.8 6.6 716 14 59
344 8.6 >392 717 04 1.8
345 0.2 08 718 11 5
346 0.9 32 719 08 37
347 05 16 720 23 10.4
348 05 18 721 15 67
349 03 0.9 722 14 5
350 05 2, 723 44 20.3
351 188 >392 724 1.7 638
352 13.0 >392 725 0.6 2.9
353 29.0 5397 726 12 6.0
354 341 5397 727 12 41
353 29 10.9 728 03 33
356 13.4 =397 729 2.6 13.2
357 ik 17 730 0.7 32
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Copd | CDMF751C;s | CDMF7SICsy | Cmpd | CDMF7SICs | CDMF75ICs

Ne. (uM) (B Ne. (1) (M)

358 0.6 22 731 1.1 53

359 23 95 732 0.7 3.4

360 21.6 >392 733 1.5 8.9

361 23.7 >392 734 0.8 4.1

362 1.9 6.6 735 16 8.5

363 47 211 736 12 5.4

364 1.6 6.8 737 24 14.9

365 0.6 22 738 21 9.5

366 8.6 >392 739 5.4 242

367 13.9 >392 740 1.9 6.9

368 17.6 >392 741 1.9 10.5

369 39.2 >392 742 3.4 16.6

370 3. 19.1 743 74 36.7

371 0.7 2.9 744 0.3 13

372 3.5 15.7 745 0.8 3.8

373 0.9 3.2 746 46 21.3

Biological Example B-2

Myocyte Assays

(i} PREPARATION OF ADULT CARDIAC VENTRICULAR RAT MYOCYTES.

[0430]

Adult male Sprague-Dawley rats were anesthetized and the hearts were guckly

excised, rinsed and the ascending aorta was cannulated. Continuous retrograde perfusion was

initiated on the hearts at a perfusion pressure of 60 cm HyO. Hearts were first perfused with a

nominally Ca” '~free modified Krebs solution of the following composition: 113 mM NaCl,
47 mM KL 0.6 mM KHRPO,, 0.6 mM NapgHPOy, 1.2 mM MgSQO;, 12 mM NaHCQO;, 10
mh KHCGO;, 30 mM taurine, 5.5 mM glucose and 10 mM Hepes (all Sigma). This medium

is not recirculated and is continually asrated with a 95% G,/5% C(, mixture. After

approximately 3 minuotes the heart was perfused with a modified Krebs buffer supplemented

with collagenase (Worthington) and 12.5 pM final calcium concentration. The heart was

removed from the cannulae after the heart appeared blanched and soft in appearance. The atria

and vessels were removed and the veniricles were gently dissected into smaller pieces with

forceps. The tissue was homogenized by repeated pipetie trituration and the collagenase
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reaction was stopped by 10% bovine calf serum (BCS), sedimentation and resuspension in
perfusion buffer containing 5% BCS and 12.5uM CaCl,. Myocytes were made calcium
tolerant by stepwise addition of a CalCl, sohution 1o a final concentration of 1.2mM. Cells
were then washed and resuspended in Tyrode’s buffer (137 mM MNaCl, 3.7 mM K1, 0.5 mM
MgCl 11 mM glucose, 4 mM Hepes, and 1.2 mM CaCl,, pH 7.4). Cells were kept for 60
min at 37°C prior to initiating experiments and used within 5 hrs of isolation. Preparations of
cells were used only if cells first passed QC criteria by demonstrating a contractile response
to standard{>150% of basal} and isoproterenol (ISG; > 250% of basal) treatment.
Additionally, only cells whose basal contractihity was between 3 and 8 % were used in

subsequent experiments with compounds.

(ii) ADULT VENTRICULARMYOCYTE CONTRACTILITY EXPERIMENTS.

10431} Aliquots of myocvtes in Tyrode’s buffer were placed in perfusion chambers
{series 20 RC-27NE; Warner Instruments) complete with heating platforms. Myocytes were
allowed to aftach, the chambers were heated 10 37°C, and the cells were perfused with 37°C
Tyrode’s buffer. Myocytes were field stmudated at 1 Hz in with platinum electrodes (20%
above threshold). Onlv cells that had clear striations and were quiescent prior {0 pacing were
used for contractility experiments. To determine basal coniractility, myocyies were imaged
through a 40x objective. Using a variable frame rate (60-240 Hz) charge-coupled device
camera, the images were digitized and displayed on a computer screen al a sampling speed of
240 Hz (IonOptix Milton, MA). Once cell contraction was stable over time, fest compounds
{0.01 ~ 15 uM) were perfused into the chambers on the myocytes for 5 miunutes. Contractility
of the myocytes and contraction and relaxation velocities were then recorded using edge

detection.

(iii) CONTRACTILITY ANALYSIS.

16432} Five or more individual myocvtes were tested per compound from two or more
different ravocyte preparations. For each cell, twenty or more contractility transients at basal
(definad as 1 min prior to compound infusion) and after compound addition {defined as 5 min
after starting compound perfusion), were averaged and compared. These average transients

were analyzed using the TonWizard software (IonOptix) to determine changes m diastolic
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length and fractional shortening. Fractional shortening was calculated as: ((resting length —
tength at peak contraction} divided by the resting length). The percent change in fractional
shoriening from baseline was calculated as: ({post-dose fractional shortening / basal
fractional shortening)*100). The percent reduction in fractional shortening from baseline was
calculated as: (100 - percent change in fractional shortening from baseline). Maximum
contraction and relaxation velocities (um/sec) was also determined. Resulis from individual

cells are averaged and the SEM calculated.

(8433} The effect of the compounds on the fractional shortening (FS) of the myocvies 15

shown in Table B

Table B
YaFS (Y
Compound No. Concentration redmtn_(m fralmm & of colls tested
{(1?d) baseline} =
SEM

5 10 73271 5
31 10 233 %189 15
82 10 89.6 457 5
100 5 34,7 £-98 5
116 10 72.5£-95 8
124 10 84.6+-9.8 6
142 5 67.8 +-54 3
184 5 67.4£-5.8 5
474 10 752 3.7 5
542 10 68.4 +-85 5

SoFS = Average of each cell's {post baseline percent peak height / pre-baseline percent peak
height) x 100

Biological Example B-3
16434} Echocardiography assessment of acute pharmacodynamic effect in rat cardiac

contractility

6435} Assessment of in vivo cardiac function by echocardiography was performed in
male Sprague Dawley rats under 1soflurane {1-3%) anesthesia. 2-D M-mode images of the

left ventricte were acquired in the parastemnal long-axis view before, during, and after
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adnunistration of compounds by continuous TV mnfusion or oral gavage. & vivo fractional
shortening was determined by M-mode image analvsis with the following calcuiation: {{End
diastolic diameter — end systolic diameter) end diastolic diameter x 100}, For continuous 1V
infusion experniments, three pre-dose baseline M-maode images were taken at 1 nunute
intervals prior to infusion of compound. Compounds were formulatad in 50% Propylene
Glyeol (PG 16% Captisol: 10% dimethylacetamide (BMA) and delivered via a jugular vein
catheter ai the rate of 1 ml/kg/h. During infuston, M-mode images were taken at § muinuie
mtervals. The mfusion stopped when fractional shortening reached up to a 60% reduction
from baseline. Blood samples were taken to determine the plasma concentration of the
compounds. Data was reported as an estimated 1Cso value, which is the conceniration at
which fractional shortening is 50% of the pre-dose basehine contractility. The 1Cs results are

summarized in Table C.

Table C
Compound Ne, ICs
(Mean + 8.D., uh)
124 0.7+002
141 1.5+005
144 3.4+012
142 27012
238 5.7+ 0.31
i84 7.2 4020
183 1.2+002
253 1.7+ 0.08
304 1.7+0.06
222 1.1+ 0403
236 114406
211 34+ 025
363 4.6+ 017
387 2.4+ 008
100 8.1+0.26
420 21003
388 S4+ 010
434 934+ 015
433 43011
158 1.1+ 0403
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| 538 | 10,9+ 0.37

6436} For oral dosing studies, three pre-dose baseline M-Mode images were taken at 1
minute intervals prior to compound administration. Compounds were formulated ina 0.5%
hydroxvpropyl methylcellulose 2910 (HPMC 2910): 0.1% Tween 80 suspension and
delivered as a single dose (5 ml/kg) by oral gavage. Rais were lightly anesthetized for M-
Mode echocardiography roeasurementsat select time points over a 24 hour period. Different
dose levels were evaluated for each compound. The compound effect on cardiac fractional
shortening at the highest dose evalualed 18 presented in Table D as a percent reduction of

baseline fractional shortening (=100%).

Table B
Compound Dose {% veduction from | (% reduction from
Na. \ baseline} at 1-2h | baseline) at 4h post
(mg/kg) .
post dose dose
{Mean = 5.0} {Mean = 5.8}
238 2 52+ 10 30+6
183 2 42 £ 16 15+ 13
184 2 13£9 319
253 6 3649 3347
142 ) 4G+ 9 18+ 11
100 6 60+ 4 40+ 3
387 6 50+ 24 50+ 18
32 10 656 55+£38
474 6 64+ 8 27+ 6
542 4.5 Ti+1 34+ 7
439 6 65+ 6 35+ 6
565 8 55+ 13 43413
377 4 6746 34+ 11
589 ) 3L 12 46+ 3
617 6 64+ 4 37+7
664 6 654 38£5
697 10 70+ 2 45 +3
709 8 68472 3143
727 8 63+ 1 33+ 1
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[0437] Concurrent with echocardiography measurements, blood sarmples were taken to
determine the corresponding compound plasma conceniration. The data in Table E
summarizes the estimated 1Cso and ICyp values, which is the concentration at which fractional

shortening is 50% and 10% of the pre-dose baseline contractility, respectively.

Table £
ICs Iy
Compound No. (b} (™)

38 49 0.9
183 0.9 0.2
i84 7. 0.8
253 1.3 0.3
142 2.9 0.7
160 9.1 2.3
387 1.6 0.4
82 4.9 1.5
474 1.4 0.2
542 3.5 0.9
489 2.4 0.7
565 37 i
377 0.7 0.1
589 1.6 0.3
617 1.2 0.3
664 33 2
697 8.3 33
709 43 15
727 t.7 1.2

Biological Example B-4
(6438} Longitudinal echocardiography assessment of mouse model of HCM

16439} Assessment over time of in vivo cardiac function by echocardiography was
performed using a previously reported mouse model of familial hypertrophic

cardiomyopathy, which was generated by an arginine to glutamine mutation at residus 403
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(R403Q) of the alpha cardiac myosin heavy chain {MHC) gene (Geisterfer-Lowrance ef af.,
Science. 1996 May 3,272(5262}.731-4). Cardiac dysfunction, fibrosis, and measures of

cardiac hypertrophy (including ventricular wall thickness) increase with age in this mouse

164401 R403Q mice received vehicle or Compound 142 formulated in chow for 24
weeks. Longitudinal echocardiography measurements were performed every 4 weeks.
Echocardiography measurements were taken with mice under isoflurane {1-3%) anesthesia.
2-D M~mode 1mages of the left ventricle were acquired in short-axis view. /n vivo fractional
shortening was determined by M-mode image analysis with the following calculation: ({End
diastolic diameter — end systolic diametery end diastolic diameter x 100). Treatment with
Compound 142 attenuated increases in septal and left ventricular posterior wall thickness that

were observed with age in unireated R403Q mice,

Biological Example B-5
441} Fibrosis reduction in a rat model of cardiac hypertrophy
(6442} Assessment of fibrosis reduction was performed using Dahl Salt Sensitive (IDSS)
rats, a previously reported hypertension-induced rat model of heart failure with preserved
gjection fraction (Fillmore er o/, Mol Med. 2018, 24(13:3; Drabl et al., J Exp Med. 1962,
115:1173-90). DSS rais fed a high salt diet demonstrate progressive cardiovascular
dysfunction, including increased svystolic blood pressure, diastolic dysfunction, cardiac
hypertrophy, and cardiac fibrosis (Fillmore, supra; Dahl, supra. Sakata ef al., J Am Coll
Cardiol. 2001 Jan;37(1%.293-9; Kim-Miisuyama ¢/ o/, Hypertens Res. 2004 Oct; 27103771 -
9),
(6443} DSE rats received vehicle or Compound 142 formulated m low or high salt chow
for 6 weeks. Perivascuiar and interstitial cardiac tissue samples were imaged and assayed for
% cardiac fibrosis. Treatment with Compound 142 attenuated mcreases in fibrosis in high-

salt diet fed DSS rats.
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[0444] While the foregoing written description of the compounds, uses, and methods
described herein enables one of ordinary skill to make and use the compounds, uses, and
methods described herein, those of ordimary skill will understand and appreciate the existence
of variations, combinations, and equivalents of the specific ernbodiment, method, and
examples herein. The compounds, uses, and methods provided herein should therefore not be
limited by the above-described embodiments, methods, or examples, but rather encompasses
all embodiments and methods within the scope and spirit of the compounds, uses, and

methods provided herein.

06445} Al references disclosed herein are incorporated by reference in their entirety.
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1.

CLAIMS

A compound of Formula (1), or a pharmaceutically acceptable salt thereof:

R?  G4-G, 1
R
=G; HN—
R3 Z-B
(1,
wherein:
G1 is —-CR*R°—;
G2 is a bond;
Gs3is —-CR®-:

R, R3, R* R®, and R® are each independently H, C1-Cs alkyl, halo, or hydroxyl;
R? is H, C2-Cs alkyl, halo, or hydroxyl;
Z is a bond,

A is 5- or 6- membered heteroaryl comprising at least one annular N atom,
wherein the 5- or 6- membered heteroaryl is unsubstituted or substituted with one or more

R10 substituents:

each R is independently selected from the group consisting of substituted or
unsubstituted C1-Cs alkyl, substituted or unsubstituted C>-Cs alkenyl, substituted or
unsubstituted C»-Ce alkynyl, substituted or unsubstituted cycloalkyl, substituted or
unsubstituted heterocycloalkyl, and -C(O)OR?,

B is heteroaryl, wherein the heteroaryl of B is unsubstituted or substituted with

one or more R*! substituents:

each R is independently selected from the group consisting of substituted or
unsubstituted heterocycloalkyl, substituted or unsubstituted heteroaryl, substituted or
unsubstituted cycloalkyl, substituted or unsubstituted aryl, unsubstituted C:-Cs alkyl, Ci-

Cs alkyl substituted with one or more R*? substituents, substituted or unsubstituted C2-Cs
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alkenyl, substituted or unsubstituted C2-Cg alkynyl, halo, -ORP, ~C(O)R¢, -C(O)OR?,
oxo, and —NR°R";

each R*? is independently selected from the group consisting of halo, -OR®, —
C(O)RY, —C(0)OR", and —-C(O)NR'R!; and

each R, R, R®, RY R¢, R, RY, R", R, and R! is independently H or C1-Cs alkyl.
2. The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein the

compound of Formula (1) is a compound of Formula (If):

R2 G1_Gz
R'l
=G, HN—
RS Z-B (If).
3. The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein RY, R?,
R3, R* R® and R® are each H.
4. The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein G is —
CHo—.
5. The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein Gz is —
CH-.
6. The compound of claim 1, wherein R?, R?, and R® are each H.
7. The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein A is 5-

membered heteroaryl comprising at least one annular N atom, wherein the 5- membered

heteroaryl is unsubstituted or substituted with one or more R*° substituents.

8. The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein A is

selected from the group consisting of pyrazolyl, oxazolyl, oxadiazolyl, isoxazolyl, tetrazolyl,
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triazolyl, thiazolyl, pyrimidinyl, pyridinyl, pyrazinyl, and pyridazinyl, each of which is

unsubstituted or substituted with one or more R substituents.

9. The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein A is
oxadiazolyl or isoxazolyl, each of which is unsubstituted or substituted with one or more R

substituents.

10.  The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein A is

selected from the group consisting of:

1%@” I L [

] 1 N\N 4
_ '}‘,/N\ _
T M Ay QH[H@% O Ot

CrQn QO O
, ,and \—= , each of which is unsubstituted or

substituted with one or more R10 substituents.

11.  The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein each
C1-Cs alkyl, cycloalkyl, or heterocycloalkyl of R is independently unsubstituted or substituted
with one more substituents independently selected from the group consisting of —OR* and —

OC(O)R™, wherein R¥ and R™ are each independently H or C;-Cs alkyl.

12.  The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein each
R is independently selected from the group consisting of —C(O)OCHs, methyl, ethyl, isopropyl,
difluoromethyl, cyclopropyl, cyclobutyl, and oxetanyl,

wherein each methyl, ethyl and isopropyl of R is independently unsubstituted or
substituted with one more substituents independently selected from the group consisting of —
OCHzs, —~OH, and —-OC(O)CHs.
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13.  The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein A is
oxadiazolyl, which is unsubstituted or substituted with one substituent selected from the group
consisting of methyl, methyl substituted with —-OCH3, —OH, or —OC(O)CHzg, ethyl, ethyl
substituted with —-OCHas, —OH, or —OC(O)CHg, isopropyl, isopropyl substituted with —-OCHzs, —
OH, or —-OC(O)CHgs, difluoromethyl, cyclopropyl, cyclobutyl, oxetanyl, and -C(O)OCHsa.

14.  The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein A is
oxadiazolyl, which is unsubstituted or substituted with one substituent selected from the group

consisting of methyl, ethyl, isopropyl, difluoromethyl, cyclopropyl, and cyclobutyl.

15.  The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein A is
isoxazolyl, which is unsubstituted or substituted with one or more substituents selected from the

group consisting of methyl, ethyl, and difluoromethyl.

16.  The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein A is
isoxazolyl, which is unsubstituted or substituted with one substituent selected from the group

consisting of methyl, ethyl, and difluoromethyl.

17.  The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein A is

selected from the group consisting of:

13

N I N P RO RC g RE
Lt A T 0 T
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HN\N R13 R1 R R
N —N N

Q g Q w )

R13 and R13 ’

wherein each R13 is mdependently selected from the group consisting of H, substituted or
unsubstituted C1-Ce alkyl, substituted or unsubstituted cycloalkyl, substituted or unsubstituted
heterocycloalkyl, and -C(O)OR?; and R? is H or C1-Cs alkyl.

18.  The compound of claim 17, or a pharmaceutically acceptable salt thereof, wherein each
R®3 is independently selected from the group consisting of H, —-C(O)OCHs, methyl, ethyl,
isopropyl, difluoromethyl, cyclopropyl, cyclobutyl, and oxetanyl,

wherein each methyl, ethyl and isopropyl of R? is independently unsubstituted or
substituted with one more substituents independently selected from the group consisting of —
OCHps, —~OH, and —-OC(O)CHs.

19.  The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein B is 5-
or 6-membered heteroaryl, wherein 5- or 6-membered heteroaryl of B is unsubstituted or
substituted with one or more R*! substituents;

each R is independently selected from the group consisting of heterocycloalkyl,
heteroaryl, cycloalkyl, aryl, C1-Cg alkyl, halo, fluoroalkyl, -OR?, -C(O)R¢, -C(O)ORY, oxo, and
—NR®R', wherein each heterocycloalkyl and heteroaryl of R is unsubstituted or substituted with
one or more substituents selected from the group consisting of C1-Cs alkyl, -C(O)R", —-C(O)ORP,
and —C(O)NRR'"; and

each R°, R®, RY, R®, R, R", R, RY, and R" is independently H or C1-Cs alkyl.

20.  The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein B is 5-

or 6-membered monocyclic heteroaryl comprising at least one annular N atom or 8- or 9-
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membered bicyclic heteroaryl comprising at least one annular N atom, each of which is

substituted or unsubstituted.

21.  The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein B is 5-
or 6-membered monocyclic heteroaryl comprising at least one annular N atom or 8- or 9-
membered bicyclic heteroaryl comprising at least one annular N atom, each of which is
unsubstituted or substituted with one or more R! substituents;

each R is independently selected from the group consisting of heterocycloalkyl,
heteroaryl, cycloalkyl, aryl, C1-Cs alkyl, halo, fluoroalkyl, -OR?, —C(O)R¢, —C(O)ORY, oxo, and
—~NReR', wherein each heterocycloalkyl and heteroaryl of R is unsubstituted or substituted with
one or more substituents selected from the group consisting of C1-Cs alkyl, -C(O)R", —-C(O)ORP,
and —C(O)NRUR', and wherein each C1-Cs alkyl of R is unsubstituted or substituted with -OR®;
and

each R, R®, RY, R¢, R, R", RP, RY, and R" is independently H or C;-Cg alkyl.

22.  The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein B is
selected from the group consisting of thiazolyl, triazolyl, imidazolyl, pyrazolyl, tetrazolyl,
oxazolyl, isoxazolyl, oxadiazolyl, pyrazinyl, pyridazinyl, pyrimidinyl, pyridinyl,
pyrrolopyrazolyl and benzoimidazolyl, each of which is unsubstituted or substituted with one or
more R substituents;

each R is independently selected from the group consisting of heterocycloalkyl,
heteroaryl, cycloalkyl, aryl, C1-Cg alkyl, halo, fluoroalkyl, -OR?, -C(O)R¢, -C(O)ORY, oxo, and
—~NReR', wherein each heterocycloalkyl and heteroaryl of R is unsubstituted or substituted with
one or more substituents selected from the group consisting of C1-Cs alkyl, -C(O)R", —-C(O)ORP,
and —C(O)NRUR', and wherein each C1-Cs alkyl of R is unsubstituted or substituted with -OR®;
and

each R°, R®, RY, Ré, R, R", R, RY, and R" is independently H or C1-Cs alkyl.

23.  The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein each
R is independently selected from the group consisting of methyl, ethyl, isopropyl, cyclopropyl,
difluoromethyl, trifluoromethyl, oxo, -C(O)CHs, -C(O)OtBu, -OCHs, -OH, -NHz, -Cl, oxetanyl,
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oxadiazolyl, and azetidinyl, wherein each oxadiazolyl and azetidinyl of R is unsubstituted or
substituted with one or more substituents selected from the group consisting of ethyl, -C(O)CHzs,
—C(0)OtBu, —C(O)OCH3z, —C(O)NHCH3s, —C(O)NH>, and —OCHzs, and wherein each methyl,
ethyl, and isopropyl of R is unsubstituted or substituted with -OH.

24.  The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein B is
pyrazolyl, oxazolyl, tetrazolyl, isoxazolyl, thiazolyl, imidazolyl, or pyridinyl, each of which is
unsubstituted or substituted with one or more R! substituents;

each R is independently selected from the group consisting of heterocycloalkyl,
heteroaryl, halo, C1-Cs alkyl, C1-Cs alkyl substituted with one or two R*? substituents,
cycloalkyl, cycloalkyl substituted with one or two R*? substituents, fluoroalkyl, -OR®, —C(O)R¢,
—C(0)ORY, oxo, and —-NR°R";

each R*? is independently selected from the group consisting of halo, -OR?, -C(O)RY, —
C(O)OR", and —-C(O)NR'R!; and

each R°, R®, RY, R%, and R, R, R", R, and R! is independently H or C1-Cs alkyl.

25.  The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein B is
pyrazolyl, oxazolyl, tetrazolyl, isoxazolyl, thiazolyl, imidazolyl, or pyridinyl, each of which is
unsubstituted or substituted with one or more R*! substituents;

each R is independently selected from the group consisting of heterocycloalkyl,
heteroaryl, halo, C1-Cs alkyl, C1-Cs alkyl substituted with one or two R*? substituents,
cycloalkyl, cycloalkyl substituted with one or two R*? substituents, fluoroalkyl, ~OR®, oxo, and —
NReR;

each R*? is independently selected from the group consisting of halo, -OR®, and —
C(O)NR'R’; and

each R, R®, R, R', and R} is independently H or C;1-Cg alkyl.

26.  The compound of claim 25, or a pharmaceutically acceptable salt thereof, wherein R® is
H.
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27.  The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein B is
selected from the group consisting of :

[y 0y @ D [ O

H H
_N = N-N N
Yot F U Il Lot HE\N% L

N N
N~ =
,N N ~
AL e éﬁ e My
\N H and , each of which is unsubstituted or substituted

H i) H

with one or more R substituents:

each R is independently selected from the group consisting of heterocycloalkyl,
heteroaryl, halo, C1-Cs alkyl, C1-Cs alkyl substituted with one or two R*? substituents,
cycloalkyl, cycloalkyl substituted with one or two R*? substituents, fluoroalkyl, -OR®, —~C(O)R¢,
—C(0)ORY, oxo, and —-NR°R";

each R*? is independently selected from the group consisting of halo, -OR?, -C(O)RY, —
C(O)OR", and —-C(O)NR'R!: and

each R, R®, RY, R¢, and R, RY, R", R, and R! is independently H or C1-Cs alkyl.

28.  The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein B is
selected from the group consisting of:
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Ny o SIS I
? N'\\ : \I//>—§ 14/"|‘\N/ : 1 N~ : 14/N\N/>_§
o] R

wherein each R* is independently selected from the group consisting of heterocycloalkyl,
heteroaryl, cycloalkyl, cycloalkyl substituted with one or two R? substituents, aryl, C1-Cg alkyl,
C1-Cs alkyl substituted with one or two R*? substituents, halo, fluoroalkyl, ~OR®, —-C(O)R¢, —
C(O)ORY, oxo, and —NR°R', wherein each heterocycloalkyl and heteroaryl of R* is unsubstituted
or substituted with one or more substituents selected from the group consisting of C:-Cs alkyl, —
C(O)R", —C(O)ORP, and —C(O)NRIR";

each R'? is independently selected from the group consisting of halo, -OR®, —C(O)RY, —
C(O)OR", and —-C(O)NR'R!; and

each R°, R®, RY, R¢, R, RY, R", R, and R, R", RP, RY, and R" is independently H or C1-Cs

alkyl.

29. A compound, or a pharmaceutically acceptable salt thereof, wherein the compound is

selected from the group consisting of:

| Structure | Name
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2-methyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)isonicotinamide;

N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-2-methylisonicotinamide;

N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-1-methyl-1H-imidazole-5-
carboxamide;

N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yI)-1-methyl-1H-pyrazole-4-

F N’ carboxamide;

O’N@ o 2-chloro-N-(5-(5-(difluoromethyl)-
F\(‘QN N S 1,2,4-oxadiazol-3-yl)-2,3-dihydro-1H-
L H | />~C| inden-1-yl)thiazole-5-carboxamide;

N
O/N@ 0 N-(5-(5-(difluoromethyl)-1,2,4-
F\(‘QN N o oxadiazol-3-yl)-2,3-dihydro-1H-inden-
[ Hol )— 1-yl)-2-methyloxazole-5-carboxamide;
N
O’N@ o N-(5-(5-(difluoromethyl)-1,2,4-
F YL\N N s oxadiazol-3-yl)-2,3-dihydro-1H-inden-
[ Hol )— 1-yl)-2-methylthiazole-5-carboxamide;
N
O’N\>_CQ\ o N-(5-(5-(difluoromethyl)-1,2,4-
F Y&N N s oxadiazol-3-yl)-2,3-dihydro-1H-inden-
L H | /> 1-yDthiazole-5-carboxamide;
N
O’N\>_CQ\ 9 N-(5-(5-(difluoromethyl)-1,2,4-
F\(‘QN N o oxadiazol-3-yl)-2,3-dihydro-1H-inden-
[ Hol ) 1-yl)-4-methyloxazole-5-carboxamide;
N
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N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-

N y 1-y1)-2,4-dimethyloxazole-5-
E N carboxamide;
o-N 0 N-(5j(5-(difluoromethyl)-1,2,4- _
> N oxadiazol-3-yl)-2,3-dihydro-1H-inden-
F\H\ N H /N\N 1-yl)-2-ethyl-5-methyl-2H-1,2,3-
F <N \\ triazole-4-carboxamide;
o-N 0 4-cyclopropyl-N-(5-(5- _
D (difluoromethyl)-1,2,4-oxadiazol-3-
F\(LN N = yl)-2,3-dihydro-1H-inden-1-
E o\//N yl)oxazole-5-carboxamide;

N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-2,5-dimethyloxazole-4-
carboxamide;

N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yI)-6-methylpyrazine-2-
carboxamide;

N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-

F _N 1-y)-2,6-dimethylisonicotinamide;
o-N, O N-(5-(5-(difluoromethyl)-1,2,4-
F <\ N oxadiazol-3-yl)-2,3-dihydro-1H-inden-
H o T\ 1-yl)-3-ethyl-1-methyl-1H-pyrazole-4-
F l\{ carboxamide;
o-N e} N-(5j(5-(difluoromethyl)-1,2,4- _
> N N oxadiazol-3-yl)-2,3-dihydro-1H-inden-
F\H\N Ho \7/ 1-yI)-2-methylpyrimidine-4-
F _N carboxamide;
o-N 0 N-(5t(5-(difluoromethyl)-1,2,4- _
> N oxadiazol-3-yl)-2,3-dihydro-1H-inden-
F\X\N H = 1-yl)-1,5-dimethyl-1H-pyrazole-4-
F \NfN\ carboxamide;
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N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-1,3-dimethyl-1H-pyrazole-4-
carboxamide;

N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-1-ethyl-1H-pyrazole-5-
carboxamide;

F
o”‘@ O N-(5-(5-(difluoromethyl)-1,2,4-
E \XQN N N/ oxadiazol-3-yl)-2,3-dihydro-1H-inden-
Ho N 1-yl)-1,3-dimethyl-1H-pyrazole-5-
F ¢ carboxamide;
-N 0]
Q- \>—C@\N (R)-2-methyl-N-(5-(5-methyl-1,2,4-
N H o J N oxadiazol-3-yl)-2,3-dihydro-1H-inden-
_N 1-yl)isonicotinamide;
0N o :
- N (R)-I\_I-(5-(5-(d|f|uoro_rnethyl)-1,2_,4-
F\H\N HoJ N oxadiazol-3-yl)-2,3-dihydro-1H-inden-
F _N 1-yl)-2-methylisonicotinamide;
_N o]
\o/\ )—CQ\N 2-amino-N-(5-(5-methyl-1,2,4-
N Ho N oxadiazol-3-yl)-2,3-dihydro-1H-inden-
=N 1-yl)isonicotinamide;
H,N
\V/N)_CQ 7 3-methyl-N-(5-(5-methyl-1,2,4-
O-N N / O oxadiazol-3-yl)-2,3-dihydro-1H-inden-
N 1-yl)isoxazole-5-carboxamide;
N @ o N-(5-(5-(difluoromethyl)-1,2,4-
7N / oxadiazol-3-yl)-2,3-dihydro-1H-inden-
F\H*N N ’ N\N 1-yD)-1-methyl-1H-pyrazole-5-

carboxamide;
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O’N@ 0 N-(5-(5-(difluoromethyl)-1,2,4-
F YL\N N \ oxadiazol-3-y)-2,3-dihydro-1H-inden-
| N 1-y1)-5,6-dihydro-4H-pyrrolo[1,2-
F N b]pyrazole-3-carboxamide;
O’N@ o N-(5-(5-(difluoromethyl)-1,2,4-
F YL\N N N oxadiazol-3-yl)-2,3-dihydro-1H-inden-
[ N 1-yl)-6-methylpyridazine-4-
F =N carboxamide;
U"B_C@ o N-(5-(5-(difluoromethyl)-1,2,4-
— NJS/L oxadiazol-3-yl)-2,3-dihydro-1H-inden-
F\H\ N H T SN 1-yl)-3-methylpyrazine-2-
F N carboxamide;
O’N@ o N-(5-(5-(difluoromethyl)-1,2,4-
F\(‘QN N N oxadiazol-3-yl)-2,3-dihydro-1H-inden-
[ H ] "N 1-yl)-2-methylnicotinamide;
O/N@ o R/ N-(5-(5-(difluoromethyl)-1,2,4-
F \(L\N N oxadiazol-3-yl)-2,3-dihydro-1H-inden-
Ho YN 1-yl)-1-methyl-3-(trifluoromethyl)-1H-
F N\ pyrazole-4-carboxamide;
o-N 0 N-(5-(5-(difluoromethyl)-1,2,4-
S > NJS/L oxadiazol-3-yl)-2,3-dihydro-1H-inden-
\H\N H SN 1-y1)-3,5-dimethylpyrazine-2-
F AN carboxamide;
YN o)
O N 2-hydroxy-N-(5-(5-methyl-1,2,4-
N Ho N oxadiazol-3-yl)-2,3-dihydro-1H-inden-
_N 1-yl)isonicotinamide;
HO
NN @ 0
) 2-methyl-N-(5-(5-methyl-1,2,4-
O-N N B oxadiazol-3-yl)-2,3-dihydro-1H-inden-
N\N/N 1-yl)-2H-1,2,3-triazole-4-carboxamide;
\
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1,2-dimethyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-1H-imidazole-5-carboxamide;

5-methyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)isoxazole-4-carboxamide;

1,3-dimethyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-1H-pyrazole-5-carboxamide;

(R)-2-methyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)oxazole-5-carboxamide;

N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-1H-pyrazole-5-carboxamide;

N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-1H-pyrazole-4-carboxamide;

4-methyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)oxazole-5-carboxamide;

4-cyclopropyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)oxazole-5-carboxamide;

2,4-dimethyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)oxazole-5-carboxamide;
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1,5-dimethyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-1H-pyrazole-4-carboxamide;

1,3-dimethyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-1H-pyrazole-4-carboxamide;

1-ethyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-

N 1-yI)-1H-pyrazole-5-carboxamide;
UN@ 9 N-(5-(5-methyl-1,2,4-oxadiazol-3-yl)-
=\ N 2,3-dihydro-1H-inden-1-yl)-5,6-
Ho ] \/N dihydro-4H-pyrrolo[1,2-b]pyrazole-3-
N carboxamide;

N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-3-methylpicolinamide;

o*‘@ 0 3-methyl-N-(5-(5-methyl-1,2,4-
=N N N oxadiazol-3-yl)-2,3-dihydro-1H-inden-
H N 1-yl)picolinamide;
—
F
FJ\(/N@ 0 N-(5-(5-(difluoromethyl)-1,2,4-
O\N/ N/ZS/S oxadiazol-3-yl)-2,3-dihydro-1H-inden-
H N/ p 1-yI)-4-methylthiazole-2-carboxamide;
F
FJ\(/N o N-(5-(5-(difluoromethyl)-1,2,4-
P N oxadiazol-3-yl)-2,3-dihydro-1H-inden-
O-N H )= 1-y1)-1,2-dimethyl-1H-imidazole-5-
N N carboxamide;

1-(5-(5-methyl-1,2,4-oxadiazol-3-yl)-
2,3-dihydro-1H-inden-1-yl)-3-(pyridin-
3-yl)urea;
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4-methyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)thiazole-2-carboxamide;

2-methyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-

N\N\/N 1-yl)-2H-tetrazole-5-carboxamide;
\
\(/N>_CQ\ o 1-methyl-N-(5-(5-methyl-1,2,4-
O\N/ N __ oxadiazol-3-yl)-2,3-dihydro-1H-inden-
H N 1-yl)-1H-pyrazole-5-carboxamide;
~"°N
/N@ ? (R)-1-methyl-N-(5-(5-methyl-1,2,4-
O\N/ N _ oxadiazol-3-yl)-2,3-dihydro-1H-inden-
H - N— 1-yl)-1H-pyrazole-4-carboxamide;
N
O’N@ o N-(5-(5-(difluoromethyl)-1,2,4-
F\(‘QN N N oxadiazol-3-yl)-2,3-dihydro-1H-inden-
[ H N 1-yl)-4-methylpicolinamide;
o*‘@ o 4-methyl-N-(5-(5-methyl-1,2 4-
=<\ N N oxadiazol-3-yl)-2,3-dihydro-1H-inden-
H K 1-yl)picolinamide;
—
N\
H ~ 'NH N-(5-(5-(difluoromethyl)-1,2,4-
o-N, N/ = oxadiazol-3-yl)-2,3-dihydro-1H-inden-
E \(‘QN 0 1-yl)-3-methyl-1H-pyrazole-4-
carboxamide;

3-methyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-1H-pyrazole-4-carboxamide;

(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-3-methyl-1H-pyrazole-4-
carboxamide;
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(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yI)-5-methylisoxazole-4-
carboxamide;

N-(5-(5-cyclopropyl-1,2,4-oxadiazol-
3-yl)-2,3-dihydro-1H-inden-1-yl)-1,3-
dimethyl-1H-pyrazole-4-carboxamide;

(3-(1-(1,3-dimethyl-1H-pyrazole-4-
carboxamido)-2,3-dihydro-1H-inden-
5-yl)-1,2,4-oxadiazol-5-yl)methyl
acetate;

N-(5-(5-isopropyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1,3-
dimethyl-1H-pyrazole-4-carboxamide;

N-(5-(5-(methoxymethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-1,3-dimethyl-1H-pyrazole-4-
carboxamide;

(15)-1-(3-(1-(1,3-dimethyl-1H-
pyrazole-4-carboxamido)-2,3-dihydro-
1H-inden-5-yl)-1,2,4-oxadiazol-5-
yl)ethyl acetate;

methyl 3-(1-(1,3-dimethyl-1H-
pyrazole-4-carboxamido)-2,3-dihydro-
1H-inden-5-yl)-1,2,4-oxadiazole-5-
carboxylate;
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N-(5-(5-(hydroxymethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yI)-1,3-dimethyl-1H-pyrazole-4-
carboxamide;

N-(5-(5-((S)-1-hydroxyethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-1,3-dimethyl-1H-pyrazole-4-
carboxamide;

N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-2-methyl-2H-tetrazole-5-
carboxamide;

(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-2-methyl-2H-tetrazole-5-
carboxamide;

N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-2-methyl-2H-1,2,3-triazole-4-
carboxamide;

N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yI)-5-methyl-1,2,4-oxadiazole-3-
carboxamide;

1-(5-(5-methyl-1,2,4-oxadiazol-3-yl)-
2,3-dihydro-1H-inden-1-yl)-3-(pyridin-
4-yl)urea;

1-(5-(5-methyl-1,2,4-oxadiazol-3-yl)-
2,3-dihydro-1H-inden-1-yl)-3-
(pyrazin-2-yl)urea;
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5-methyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-1,2,4-oxadiazole-3-carboxamide;

4-methyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-

| /\N 1-yl)isoxazole-5-carboxamide;
YN@ o 3-methyl-N-(5-(5-methyl-1,2,4-
O\N/ ” - oxadiazol-3-yl)-2,3-dihydro-1H-inden-
e 1-yl)isoxazole-4-carboxamide;
N
/
N (R)-N-(5-(5-(difluoromethyl)-1,2,4-
o-N H | oxadiazol-3-yl)-2,3-dihydro-1H-inden-
> -~ 1-yl)-1,3-dimethyl-1H-pyrazole-4-
F\H\N%Cb 0o carboxamide;
F
/
N (R)-N-(5-(5-(difluoromethyl)-1,2,4-
o-N H \, oxadiazol-3-yl)-2,3-dihydro-1H-inden-
> - 1-yl)-1,5-dimethyl-1H-pyrazole-4-
F\X\N%Cb 0o carboxamide;
F
Y (R)-N-(5-(5-(difluoromethyl)-1,2,4-
o-N, N N oxadiazol-3-yl)-2,3-dihydro-1H-inden-
F \(L\N o) 1-yl)-1-methyl-1H-pyrazole-5-
L carboxamide;
4 TN (R)-N-(5-(5-(difluoromethyl)-1,2,4-
o-N, N ¢ oxadiazol-3-yl)-2,3-dihydro-1H-inden-
F \(‘QN% 0 1-yl)-4-methylisoxazole-5-
L carboxamide;
F
F)\(/N)_CQ i N-(5-(5-(difluoromethyl)-1,2,4-
O-N H N\ oxadiazol-3-yl)-2,3-dihydro-1H-inden-
| _N 1-yl)-2-hydroxyisonicotinamide;
HO
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1-(5-(5-methyl-1,2,4-oxadiazol-3-yl)-
2,3-dihydro-1H-inden-1-yl)-3-
(pyrimidin-5-yl)urea;

1-(5-(5-methyl-1,2,4-oxadiazol-3-yl)-
2,3-dihydro-1H-inden-1-yl)-3-
(pyridazin-3-yl)urea;

H
_N o} _ 1-(5-(5-methyl-1,2,4-oxadiazol-3-yl)-
o 7 NJ( N 2,3-dihydro-1H-inden-1-yl)-3-
°N H N S\ (pyrimidin-4-yl)urea;
F
F/H//N O . .
)_CQ 2-amino-N-(5-(5-(difluoromethyl)-
O-N N N 1,2,4-oxadiazol-3-yl)-2,3-dihydro-1H-
Y inden-1-yl)isonicotinamide;
H,N
F
F/\//N 0 (R)-N-(5-(5-(difluoromethyl)-1,2,4-
O N o oxadiazol-3-yl)-2,3-dihydro-1H-inden-
B H -yl)-2-methyloxazole-5-carboxamide;
N > 1-yl)-2-methyl le-5-carb d
N
F
FJ\(/N o (R)-N-(5-(5-(difluoromethyl)-1,2,4-
/ N / oxadiazol-3-yl)-2,3-dihydro-1H-inden-
O-N HoY] N, 1-yl)-1,3-dimethyl-1H-pyrazole-5-
N carboxamide;
F

N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-

” o 1-yI)-3-methylisoxazole-5-
N carboxamide;
F .
N-(5-(5-(difluoromethyl)-1,2,4-
F&é%_@@\ o oxadiazol-3-yl)-2,3-dihydro-1H-inden-
O~/ N 0 1-yl)-4-methylisoxazole-5-
[ N carboxamide;
F
N-(5-(5-(difluoromethyl)-1,2,4-
FJ\KN%CQ o oxadiazol-3-yl)-2,3-dihydro-1H-inden-
O~/ N N 1-yl)-4-methylisoxazole-3-
N H N\ .
0 carboxamide;
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4-methyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-

H : 0 1-yl)isoxazole-3-carboxamide;
=N o (R)-1,3-dimethyl-N-(5-(5-methyl-
0/ N N 1,2,4-0xadiazol-3-y1)-2,3-dihydro-1H-
Ho N inden-1-yl)-1H-pyrazole-5-
carboxamide;
N O (R)-1-methyl-N-(5-(5-methyl-1,2,4-
O\N/ N N/ oxadiazol-3-yl)-2,3-dihydro-1H-inden-
Ho N 1-yl)-1H-pyrazole-5-carboxamide;
_N o 1-(5-(5-methyl-1,2,4-oxadiazol-3-yl)-
o7 N//( < 2,3-dihydro-1H-inden-1-y1)-3-(pyridin-
N H NN 2-yl)urea;

1-(5-(5-methyl-1,2,4-oxadiazol-3-yl)-
2,3-dihydro-1H-inden-1-yl)-3-

” N (pyrimidin-2-yl)urea;
=N O (R)-1,3-dimethyl-N-(5-(5-methyl-
O\N/ N 1,2,4-oxadiazol-3-yl)-2,3-dihydro-1H-
Ho inden-1-yl)-1H-pyrazole-4-
l\{ carboxamide;
J‘B_C@\ o (R)-2,4-dimethyl-N-(5-(5-methyl-
O~/ N 0 1,2,4-oxadiazol-3-yl)-2,3-dihydro-1H-
H . -
| )>— inden-1-yl)oxazole-5-carboxamide;
N
_N

(R)-4-methyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)isoxazole-5-carboxamide;

(R)-N-(5-(5-(methoxymethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-4-methylisoxazole-5-
carboxamide;

(R)-N-(5-(5-cyclopropyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-4-methylisoxazole-5-
carboxamide;
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(R)-N-(5-(5-isopropyl-1,2,4-oxadiazol-
3-yl)-2,3-dihydro-1H-inden-1-yl)-4-
methylisoxazole-5-carboxamide;

(R)-4-methyl-N-(5-(5-(oxetan-3-yl)-
1,2,4-oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)isoxazole-5-carboxamide;

N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-1-methyl-1H-1,2,4-triazole-3-
carboxamide;

1-methyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-1H-1,2,4-triazole-3-carboxamide;

1-methyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yI)-1H-1,2,4-triazole-5-carboxamide;

N-((R)-5-(5-((S)-1-methoxyethyl)-
1,2,4-oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-4-methylisoxazole-5-
carboxamide;

N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yI)-3-methyl-1,2,4-oxadiazole-5-
carboxamide;

3-methyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-1,2,4-oxadiazole-5-carboxamide;
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N-(5-(5-(difluoromethyl)-1,2,4-

F
F/SéN%C@ 2 oxadiazol-3-yl)-2,3-dihydro-1H-inden-
O~y _ 1-yl)-3-methylisoxazole-4-
. 0O carboxamide;
N
\WN@ 0 2-methyl-N-(5-(3-methyl-1,2,4-
N~g N N oxadiazol-5-yl)-2,3-dihydro-1H-inden-
Hol 1-yl)isonicotinamide;
=N
\WN@ 0 (R)-2-methyl-N-(5-(3-methyl-1,2,4-
N~g N N oxadiazol-5-yl)-2,3-dihydro-1H-inden-
Ho 1-yl)isonicotinamide;
—N

N-(5-(3-(difluoromethyl)-1,2,4-
oxadiazol-5-yl)-2,3-dihydro-1H-inden-
1-yI)-2-methylisonicotinamide;

F
F/\/N 0 (R)-N-(5-(3-(difluoromethyl)-1,2,4-

N oxadiazol-5-yl)-2,3-dihydro-1H-inden-

~0O N 1-yl)-2-methylisonicotinamide;
=N
\W}C@ o 2-methyl-N-(5-(2-methyloxazol-5-yI)-
N N 2,3-dihydro-1H-inden-1-
Ho Y yl)isonicotinamide;
=N

(R)-2-methyl-N-(5-(2-methyloxazol-5-
yl)-2,3-dihydro-1H-inden-1-
yl)isonicotinamide;

(R)-2-methyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-2H-tetrazole-5-carboxamide;

2-methyl-N-(5-(5-methylisoxazol-3-
yl)-2,3-dihydro-1H-inden-1-
ylisonicotinamide;
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(R)-2-methyl-N-(5-(5-methylisoxazol-
3-yl)-2,3-dihydro-1H-inden-1-
yl)isonicotinamide;

(R)-2-methyl-N-(5-(5-methyloxazol-2-
yl)-2,3-dihydro-1H-inden-1-
yl)isonicotinamide;

2-methyl-N-(5-(5-methyloxazol-2-yl)-
2,3-dihydro-1H-inden-1-
yl)isonicotinamide;

(R)-N-(5-(5-cyclopropyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-2-methyl-2H-tetrazole-5-
carboxamide;

(R)-N-(5-(5-isopropyl-1,2,4-oxadiazol-
3-y)-2,3-dihydro-1H-inden-1-yl)-2-
methyl-2H-tetrazole-5-carboxamide;

(R)-N-(5-(5-cyclobutyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yI)-2-methyl-2H-tetrazole-5-
carboxamide;

(R)-N-(5-(5-(methoxymethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-2-methyl-2H-tetrazole-5-
carboxamide;

2-methyl-N-(5-(2-methyloxazol-4-yl)-
2,3-dihydro-1H-inden-1-
ylisonicotinamide;

(R)-2-methyl-N-(5-(2-methyloxazol-4-
yl)-2,3-dihydro-1H-inden-1-
ylisonicotinamide;
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(R)-2-methyl-N-(5-(2-methyl-2H-
tetrazol-5-yl)-2,3-dihydro-1H-inden-1-

] N yl)isonicotinamide;
=N
\I}I’N@ N 2-methyl-N-(5-(2-methyl-2H-tetrazol-
NN N N 5-yl)-2,3-dihydro-1H-inden-1-
Hol yl)isonicotinamide;
=N
\I}I’N@// 0 (S)-2-methyl-N-(5-(2-methyl-2H-
N=y H N tetr_azol_-5->_/l)-2,_3-d|hydro-1H-|nden-1-
/ yl)isonicotinamide;
=N
/
N\N (R)-N-(5-(5-cyclobutyl-1,2,4-
o-N Hoo )l oxadiazol-3-yl)-2,3-dihydro-1H-inden-
D N 1-yl)-1,3-dimethyl-1H-pyrazole-4-
D/\ N O carboxamide;
/
N\N (R)-N-(5-(5-cyclobutyl-1,2,4-
oN Ho Ly, oxadiazol-3-yl)-2,3-dihydro-1H-inden-
> N 1-yI)-1,5-dimethyl-1H-pyrazole-4-
D/\ N O carboxamide;
N
/\ (R)-N-(5-(5-isopropyl-1,2,4-oxadiazol-

3-y)-2,3-dihydro-1H-inden-1-yl)-1,3-
dimethyl-1H-pyrazole-4-carboxamide;

(R)-N-(5-(5-cyclopropyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yI)-1,5-dimethyl-1H-pyrazole-4-
carboxamide;

(R)-N-(5-(5-cyclopropyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-1,3-dimethyl-1H-pyrazole-4-
carboxamide;
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(R)-4-methyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-4H-1,2,4-triazole-3-carboxamide;

(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-4-methyl-4H-1,2 4-triazole-3-
carboxamide;

N-(5-(5-(difluoromethyl)isoxazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-2-

carboxamide;

] N methylisonicotinamide;
=N
F
F _ 0 (R)-N-(5-(5-(difluoromethyl)isoxazol-
O N 3-y)-2,3-dihydro-1H-inden-1-yl)-2-
N HoJf N methylisonicotinamide;
=N
F
F 0 N-(5-(3-(difluoromethyl)isoxazol-5-
I N y1)-2,3-dihydro-1H-inden-1-y1)-2-
Y Ho TN methylisonicotinamide;
=N
F
F 0 (R)-N-(5-(3-(difluoromethyl)isoxazol-
I " 5-y1)-2,3-dihydro-1H-inden-1-y1)-2-
0 Ho TN methylisonicotinamide;
=N
| %_CQ\ o (R)-2-methyl-N-(5-(4-methyloxazol-2-
):N/ N N y1)-2,3-dihydro-1H-inden-1-
/ yl)isonicotinamide;
AN
| %_CQ o 2-methyl-N-(5-(4-methyloxazol-2-y!)-
N/ N N 2,3-dihydro-1H-inden-1-
Ho yl)isonicotinamide;
=N
L [N 1-methyl-N-((1R)-5-(5-(oxetan-2-y1)-
0N N N 1,2,4-oxadiazol-3-yl)-2,3-dihydro-1H-
D/QN o) inden-1-yl)-1H-pyrazole-5-
o
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(R)-N-(5-(5-(methoxymethyl)-1,2,4-

-N o]

07N / oxadiazol-3-yl)-2,3-dihydro-1H-inden-
/OJ*N N / N, 1-yl)-1-methyl-1H-pyrazole-5-

N carboxamide;

o-N, o (R)-N-(5-(5-(methoxymethyl)-1,2,4-
o=y N N oxadiazol-3-yl)-2,3-dihydro-1H-inden-
- Ho 1-yI)-2-methylisonicotinamide;

=N

o-N, o (R)-N-(5-(5-(methoxymethyl)-1,2,4-
o\/‘QN N o oxadiazol-3-yl)-2,3-dihydro-1H-inden-
- H o

[ ) 1-yl)-4-methyloxazole-5-carboxamide;
N
o-N 0 (R)-N-(5-(5-(methoxymethyl)-1,2,4-
J* N N oxadiazol-3-yl)-2,3-dihydro-1H-inden-
O N H T 1-yl)-1-methyl-1H-pyrazole-4-
\NfN\ carboxamide;
o-N O (R)-N-(5-(5-(methoxymethyl)-1,2,4-

\

o
g/‘
Z.

Irz

EE

oxadiazol-3-yl)-2,3-dihydro-1H-inden-

| /‘N 1-yI)-1,3-dimethyl-1H-pyrazole-5-
carboxamide;
o-N 0 (R)-I\_I-(S-(S-(methoxymethyl)-l,_2,4-
J* N N oxadiazol-3-yl)-2,3-dihydro-1H-inden-
0 N Ho] O>\ 1-yl)-2,4-dimethyloxazole-5-
N carboxamide;
o-N 0 (R)-I\_l-(5-(5-(methoxymethyl)-l,_2,4-
JL\ N N oxadiazol-3-yl)-2,3-dihydro-1H-inden-
O N H ™ 1-y1)-1,5-dimethyl-1H-pyrazole-4-
\N/N‘ carboxamide;
0N, O (R)-N-(5-(5-(methoxymethyl)-1,2,4-
OJQN N oxadiazoI-C_’a-yI)-2,3-dihydro-lH-inden-
- Ho N 1-y1)-1,3-dimethyl-1H-pyrazole-4-
l\{ carboxamide;
N//N\

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-2-
methyl-2H-tetrazole-5-carboxamide;
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(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-
methyl-1H-pyrazole-4-carboxamide;

(R)-N-(5-(5-cyclopropyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yI)-1-methyl-1H-pyrazole-4-
carboxamide;

(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-1-methyl-1H-pyrazole-4-
carboxamide;

(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-1-methyl-1H-tetrazole-5-
carboxamide;

(R)-1,3-dimethyl-N-(5-(3-methyl-
1,2,4-oxadiazol-5-yl)-2,3-dihydro-1H-
inden-1-yl)-1H-pyrazole-5-
carboxamide;

(R)-1,3-dimethyl-N-(5-(3-methyl-
1,2,4-oxadiazol-5-yl)-2,3-dihydro-1H-
inden-1-yl)-1H-pyrazole-4-
carboxamide;

(R)-2-methyl-N-(5-(3-methyl-1,2,4-
oxadiazol-5-yl)-2,3-dihydro-1H-inden-
1-yl)oxazole-5-carboxamide;

(R)-2-methyl-N-(5-(3-methyl-1,2,4-
oxadiazol-5-yl)-2,3-dihydro-1H-inden-
1-yl)-2H-tetrazole-5-carboxamide;

(R)-1-methyl-N-(5-(3-methyl-1,2,4-
oxadiazol-5-yl)-2,3-dihydro-1H-inden-
1-yl)-1H-pyrazole-5-carboxamide;
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(R)-N-(5-(3-(difluoromethyl)-1,2,4-
oxadiazol-5-yl)-2,3-dihydro-1H-inden-
1-yl)-1,3-dimethyl-1H-pyrazole-5-

N carboxamide;
F
o (R)-N-(5-(3-(difluoromethyl)-1,2,4-
Y %_CQ\ oxadiazol-5-yl)-2,3-dihydro-1H-inden-
N~g H _ 1-y)-1,3-dimethyl-1H-pyrazole-4-
- N— carboxamide;
N
F
F/\/N 0 (R)-N-(5-(3-(difluoromethyl)-1,2,4-
N N oxadiazol-5-yl)-2,3-dihydro-1H-inden-
Y Ho (3>\ 1-yl)-2-methyloxazole-5-carboxamide;
N
F
o (R)-N-(5-(3-(difluoromethyl)-1,2,4-
oy %_CQ\ oxadiazol-5-yl)-2,3-dihydro-1H-inden-
N~g H/ZgéN 1-yl)-2-methyl-2H-tetrazole-5-
Ne N— carboxamide;
°N
F :
(R)-N-(5-(3-(difluoromethyl)-1,2,4-
F/\TN%CQ\ o y oxadiazol-5-y)-2,3-dihydro-1H-inden-
N-g N N 1-yl)-1-methyl-1H-pyrazole-5-
Ho |l N carboxamide;
. b [ON (R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
07\ N N yl)-2,3-dihydro-1H-inden-1-yl)-1-
\/L\N 0 methyl-1H-pyrazole-5-carboxamide;
Y (R)-N-(5-(5-cyclopropyl-1,2,4-

oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yI)-1-methyl-1H-pyrazole-5-
carboxamide;

(R)-1-methyl-N-(5-(5-(methyl-d3)-
1,2,4-oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-1H-pyrazole-5-
carboxamide;
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_N
’ N7 N— (R)-2-methyl-N-(5-(5-(methyl-d3)-
O’N\ \Nﬁ N 1,2,4-oxadiazol-3-yl)-2,3-dihydro-1H-
D >(L\N ‘ o inden-1-yl)-2H-tetrazole-5-
0’} carboxamide;
/N\
H N— (R)-1-methyl-N-(5-(5-(methyl-d3)-
o-N N/ = 1,2,4-oxadiazol-3-yl)-2,3-dihydro-1H-
D %QN ‘ o inden-1-yl)-1H-pyrazole-4-
D carboxamide;
D
S
o-N H ~ (R)-Z-meth_yI-N-(5-(5-(methy|-d3)-
> o 1,2,4-oxadiazol-3-yl)-2,3-dihydro-1H-
D%\N O inden-1-yl)isonicotinamide;
D
D
/
\ N~N (R)-1,3-dimethyl-N-(5-(5-(methyl-d3)-
o-N Hﬁ 1,2,4-oxadiazol-3-yl)-2,3-dihydro-1H-
> > inden-1-yl)-1H-pyrazole-4-
D>(LN o carboxamide;
D
D
\ Ny (R)-1,3-dimethyl-N-(5-(5-(methyl-d3)-
o-N § N 1,2,4-oxadiazol-3-yl)-2,3-dihydro-1H-
) > \ inden-1-yl)-1H-pyrazole-5-
D>H\N © carboxamide;
D
D
N
N P (R)-4-methyl-N-(5-(5-(methyl-d3)-
> > 1,2,4-oxadiazol-3-yl)-2,3-dihydro-1H-
D%\ N o inden-1-yl)isoxazole-5-carboxamide;
Db
N\
o-N Ho o>_/ (R)-2-methyl-N-(5-(5-(methyl-d3)-
> N 1,2,4-oxadiazol-3-yl)-2,3-dihydro-1H-
D>(LN O inden-1-yl)oxazole-5-carboxamide;
)
/N -
H N— (R)-1,5-dimethyl-N-(5-(5-(methyl-d3)-
o-N N/ = 1,2,4-oxadiazol-3-yl)-2,3-dihydro-1H-
D %N ‘ X inden-1-yl)-1H-pyrazole-4-
D carboxamide;
D
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(R)-4-methyl-N-(5-(5-(methyl-d3)-
1,2,4-oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)oxazole-5-carboxamide;

D
= o (R)-2-methyl-N-(5-(5-methylisoxazol-
O~/ N"N_N 3-yl)-2,3-dihydro-1H-inden-1-yl)-2H-
: Ns N— tetrazole-5-carboxamide;
°N
_— O (R)-N-(5-(5-ethylisoxazol-3-yl)-2,3-
O\N/ N/ZS/N dihydro-1H-inden-1-yl)-2-methyl-2H-
Ho 7 N— tetrazole-5-carboxamide;
N\\N/
NN 0 (R)-N-(5-(3-ethyl-1,2,4-oxadiazol-5-
N~g ”J%\ yl)-2,3-dihydro-1H-inden-1-yl)-1-
- N— methyl-1H-pyrazole-4-carboxamide;
N
/\WN@ o (R)-N-(5-(3-ethyl-1,2,4-oxadiazol-5-
N~g ”J%< yl)-2,3-dihydro-1H-inden-1-yl)-1,5-
- N— dimethyl-1H-pyrazole-4-carboxamide;
N
/YN%CQ\ Q9 (R)-N-(5-(3-ethyl-1,2,4-oxadiazol-5-
N~g H _N, yl)-2,3-dihydro-1H-inden-1-yl)-2-
- N— methyl-2H-tetrazole-5-carboxamide;
°N
/\TN@ O y (R)-N-(5-(3-ethyl-1,2,4-oxadiazol-5-
N~g N N yl)-2,3-dihydro-1H-inden-1-yl)-1-
Ho ] N methyl-1H-pyrazole-5-carboxamide;
%/N ; 1 o (R)-N-(5-(3-cyclopropyl-1,2,4-
[N oxadiazol-5-yl)-2,3-dihydro-1H-inden-
N~g H/[%\ 1-yl)-1-methyl-1H-pyrazole-4-
\N,N\ carboxamide;
%/N ; 1 o (R)-N-(5-(3-cyclopropyl-1,2,4-
[N oxadiazol-5-yl)-2,3-dihydro-1H-inden-
N-g HJ%< 1-yl)-1,5-dimethyl-1H-pyrazole-4-
\N,N\ carboxamide;
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(R)-N-(5-(3-cyclopropyl-1,2,4-
oxadiazol-5-yl)-2,3-dihydro-1H-inden-
1-yI)-2-methyl-2H-tetrazole-5-
carboxamide;

(R)-N-(5-(3-cyclopropyl-1,2,4-
oxadiazol-5-yl)-2,3-dihydro-1H-inden-
1-yI)-1-methyl-1H-pyrazole-5-
carboxamide;

(R)-1-methyl-N-(5-(3-methyl-1,2,4-
oxadiazol-5-yl)-2,3-dihydro-1H-inden-
1-yI)-1H-pyrazole-4-carboxamide;

(R)-1,5-dimethyl-N-(5-(3-methyl-
1,2,4-oxadiazol-5-yl)-2,3-dihydro-1H-
inden-1-yl)-1H-pyrazole-4-
carboxamide;

(R)-2-methyl-N-(5-(3-(methyl-d3)-
1,2,4-oxadiazol-5-yl)-2,3-dihydro-1H-
inden-1-yl)-2H-tetrazole-5-
carboxamide;

(R)-1-methyl-N-(5-(3-(methyl-d3)-
1,2,4-oxadiazol-5-yl)-2,3-dihydro-1H-
inden-1-yl)-1H-pyrazole-5-
carboxamide;

(R)-1-methyl-N-(5-(3-(methyl-d3)-
1,2,4-oxadiazol-5-yl)-2,3-dihydro-1H-
inden-1-yl)-1H-pyrazole-4-
carboxamide;

(R)-4-methyl-N-(5-(3-(methyl-d3)-
1,2,4-oxadiazol-5-yl)-2,3-dihydro-1H-
inden-1-yl)isoxazole-5-carboxamide;

(R)-N-(5-(3-(difluoromethyl)-1,2,4-
oxadiazol-5-yl)-2,3-dihydro-1H-inden-
1-yl)-1-methyl-1H-pyrazole-4-
carboxamide;
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(R)-N-(5-(3-(difluoromethyl)-1,2,4-
oxadiazol-5-yl)-2,3-dihydro-1H-inden-
1-yl)-1,5-dimethyl-1H-pyrazole-4-
carboxamide;

(R)-1-methyl-N-(5-(pyrimidin-2-yl)-
2,3-dihydro-1H-inden-1-yl)-1H-
pyrazole-5-carboxamide;

(R)-1-methyl-N-(5-(pyridin-2-yl)-2,3-
dihydro-1H-inden-1-yl)-1H-pyrazole-
5-carboxamide;

(R)-1-methyl-N-(5-(pyrazin-2-yl)-2,3-
dihydro-1H-inden-1-yl)-1H-pyrazole-
5-carboxamide;

(R)-1-methyl-N-(5-(pyridazin-4-yl)-
2,3-dihydro-1H-inden-1-yl)-1H-
pyrazole-5-carboxamide;

(R)-1-methyl-N-(5-(thiazol-2-yl)-2,3-
dihydro-1H-inden-1-yl)-1H-pyrazole-
5-carboxamide;

\ LN (R)-1-methyl-N-(5-(5-methylthiazol-2-
i \ N N yl)-2,3-dihydro-1H-inden-1-yl)-1H-
S o} pyrazole-5-carboxamide;
7\ O y (R)-1-methyl-N-(5-(6-methylpyridin-
= N N 3-yl)-2,3-dihydro-1H-inden-1-yl)-1H-
Ho N pyrazole-5-carboxamide;
7\ O (R)-1-methyl-N-(5-(5-methylpyridin-
_ N / 3-yl)-2,3-dihydro-1H-inden-1-yl)-1H-
N N
Ho N pyrazole-5-carboxamide;
VRN 0 (R)-1-methyl-N-(5-(6-methylpyridin-
B N N 2-y1)-2,3-dihydro-1H-inden-1-yl)-1H-
Ho N pyrazole-5-carboxamide;
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(R)-1-methyl-N-(5-(4-
methylpyrimidin-2-yl)-2,3-dihydro-
1H-inden-1-yl)-1H-pyrazole-5-
carboxamide;

(R)-1-methyl-N-(5-(2-

N. N i / methylpyrimidin-4-yl)-2,3-dihydro-
— N N, 1H-inden-1-yl)-1H-pyrazole-5-
[N carboxamide;
VRN 0 y (R)-1-methyl-N-(5-(4-methylpyridin-
_ N N 2-yl)-2,3-dihydro-1H-inden-1-yl)-1H-
Ho ) /‘N pyrazole-5-carboxamide;

(R)-1-methyl-N-(5-(6-
methylpyrimidin-4-yl)-2,3-dihydro-
1H-inden-1-yl)-1H-pyrazole-5-
carboxamide;

(R)-1-methyl-N-(5-(6-methylpyrazin-
2-yl)-2,3-dihydro-1H-inden-1-yl)-1H-
pyrazole-5-carboxamide;

Ir=z

(R)-1-methyl-N-(5-(5-
methylpyridazin-3-yl)-2,3-dihydro-1H-
inden-1-yl)-1H-pyrazole-5-
carboxamide;

(R)-1-methyl-N-(5-(6-
methylpyridazin-4-yl)-2,3-dihydro-1H-
inden-1-yl)-1H-pyrazole-5-
carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-2-
methyloxazole-5-carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-4-
methyloxazole-5-carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-2-
methylisonicotinamide;
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(R)-N-(5-(5-cyclopropyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-2-methyloxazole-5-carboxamide;

(R)-N-(5-(5-cyclopropyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yI)-2-methylisonicotinamide;

(R)-N-(5-(5-cyclopropyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yI)-4-methyloxazole-5-carboxamide;

(R)-N-(5-(5-isopropyl-1,2,4-oxadiazol-
3-y)-2,3-dihydro-1H-inden-1-yl)-2-
methyloxazole-5-carboxamide;

(R)-N-(5-(5-isopropyl-1,2,4-oxadiazol-
3-yl)-2,3-dihydro-1H-inden-1-yl)-2-
methylisonicotinamide;

(R)-N-(5-(5-isopropyl-1,2,4-oxadiazol-
3-y)-2,3-dihydro-1H-inden-1-yl)-4-
methyloxazole-5-carboxamide;

(R)-N-(5-(5-isopropyl-1,2,4-oxadiazol-
3-y)-2,3-dihydro-1H-inden-1-yl)-1-
methyl-1H-pyrazole-4-carboxamide;

(R)-N-(5-(5-isopropyl-1,2,4-oxadiazol-
3-yl)-2,3-dihydro-1H-inden-1-yl)-3-
methyl-1H-pyrazole-4-carboxamide;

(R)-N-(5-(5-(methoxymethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-3-methyl-1H-pyrazole-4-
carboxamide;
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(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-3-
methyl-1H-pyrazole-4-carboxamide;

(R)-N-(5-(5-cyclobutyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yI)-3-methyl-1H-pyrazole-4-
carboxamide;

(R)-3-methyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden
1-yl)-1H-pyrazole-4-carboxamide;

(R)-3-methyl-N-(5-(5-(methyl-d3)-
1,2,4-oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-1H-pyrazole-4-
carboxamide;

D
o-N, o (R)-1-methyl-N-(5-(5-methylisoxazol-
S N . 3-yl)-2,3-dihydro-1H-inden-1-yl)-1H-
H - N— pyrazole-4-carboxamide;
N
o-N, O (R)-1-methyl-N-(5-(5-methylisoxazol-
< N N 3-yl)-2,3-dihydro-1H-inden-1-yl)-1H-
Ho ] /‘N pyrazole-5-carboxamide;
0N o (R)-N-(5-(5-ethylisoxazol-3-yl)-2,3-
S N N dihydro-1H-inden-1-yl)-2-
Ho methylisonicotinamide;
=N
N
N oD (R)-N-(5-(5-cyclobutyl-1,2,4-
07N N © oxadiazol-3-yl)-2,3-dihydro-1H-inden-
D/*N o} 1-yl)-4-methyloxazole-5-carboxamide;
N

(R)-N-(5-(5-cyclobutyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden
1-yl)-2-methyloxazole-5-carboxamide;
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(R)-N-(5-(5-cyclobutyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yI)-1-methyl-1H-pyrazole-4-
carboxamide;

(R)-N-(5-(5-cyclobutyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yI)-2-methylisonicotinamide;

o-N (R)-N-(5-(5-ethylisoxazol-3-yl)-2,3-
=~ N _ dihydro-1H-inden-1-yl)-1-methyl-1H-
H - N— pyrazole-4-carboxamide;
N
0N 0 (R)-N-(5-(5-ethylisoxazol-3-yl)-2,3-
< N N dihydro-1H-inden-1-yl)-1-methyl-1H-
H | /‘N pyrazole-5-carboxamide;
o, o (R)-N-(5-(5-ethylisoxazol-3-yl)-2,3-
=~ N o dihydro-1H-inden-1-yl)-2-
ol )— methyloxazole-5-carboxamide;
N
0N 0 (R)-2-methyl-N-(5-(5-methylisoxazol-
S N 0 3-yl)-2,3-dihydro-1H-inden-1-
Hol />\ yl)oxazole-5-carboxamide;
N
0N 0 (R)-N-(5-(5-ethylisoxazol-3-yl)-2,3-
< NM dihydro-1H-inden-1-yl)-4-
H N methyloxazole-5-carboxamide;
%
o-N, O (R)-4-methyl-N-(5-(5-methylisoxazol-
- NM 3-y1)-2,3-dihydro-1H-inden-1-
H N yl)oxazole-5-carboxamide;
O

(R)-N-(5-(5-cyclopropyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-3-methyl-1H-pyrazole-4-
carboxamide;
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(R)-N-(5-(5-ethylisoxazol-3-yl)-2,3-
dihydro-1H-inden-1-yl)-5-methyl-1H-
pyrazole-4-carboxamide;

(R)-5-methyl-N-(5-(5-methylisoxazol-
3-yl)-2,3-dihydro-1H-inden-1-yl)-1H-
pyrazole-4-carboxamide;

(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-4-methyloxazole-5-carboxamide;

(R)-4-methyl-N-(5-(5-methyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)oxazole-5-carboxamide;

(R)-1-methyl-N-(5-(5-(1-
methylcyclopropyl)-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1H-
pyrazole-5-carboxamide;

N-((1R)-5-(5-(2,2-
dimethylcyclopropyl)-1,2,4-oxadiazol-
3-yl)-2,3-dihydro-1H-inden-1-yl)-1-
methyl-1H-pyrazole-5-carboxamide;

(R)-2-methyl-N-(5-(5-(1-
methylcyclopropyl)-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-
yl)oxazole-5-carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-2-
(methoxymethyl)oxazole-4-
carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-2-
((methylsulfonyl)methyl)oxazole-4-
carboxamide;
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(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1H-
pyrazole-4-carboxamide;

H

N\
| N

-N H /
(O ‘\N\Y}/
\/L\N o)

&

N\

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-
(oxetan-3-yl)-1H-pyrazole-4-
carboxamide;

tert-butyl (R)-3-(4-((5-(5-ethyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)carbamoyl)-1H-pyrazol-1-
yl)azetidine-1-carboxylate;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-(2-
methoxyethyl)-1H-pyrazole-4-
carboxamide;

O/
K&o methyl (R)-2-(4-((5-(5-ethyl-1,2,4-
N, oxadiazol-3-yl)-2,3-dihydro-1H-inden-
o-N Ho N 1-yl)carbamoyl)-1H-pyrazol-1-
\ ~N yl)acetate;
VL\N o
OH
(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
N, yl)-2,3-dihydro-1H-inden-1-yl)-1-(2-

hydroxyethyl)-1H-pyrazole-4-
carboxamide;
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(R)-1-(2-amino-2-oxoethyl)-N-(5-(5-
ethyl-1,2,4-oxadiazol-3-yl)-2,3-
dihydro-1H-inden-1-yl)-1H-pyrazole-
4-carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-

N yl)-2,3-dihydro-1H-inden-1-yl)-1-(2-
o-N H 7 hydroxy-2-methylpropyl)-1H-
\/Q \>_% pyrazole-4-carboxamide;
N o]
OY
N - -
g) (R)-1-(1-acetylazetidin-3-yl)-N-(5-(5-
ethyl-1,2,4-oxadiazol-3-yl)-2,3-
N\N dihydro-1H-inden-1-yl)-1H-pyrazole-
N Hjﬁ// 4-carboxamide;
(OJAN N
Palos
0
\,S/:o
N
S) (R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-(1-
N\N (methylsulfonyl)azetidin-3-yl)-1H-
N Hj%// pyrazole-4-carboxamide;
(OJAN N
\/L\N o
') H
Y
N
(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-(1-
N, (methylcarbamoyl)azetidin-3-yl)-1H-

pyrazole-4-carboxamide;
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methyl (R)-3-(4-((5-(5-ethyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)carbamoyl)-1H-pyrazol-1-
yl)azetidine-1-carboxylate;

(R)-1-(1-carbamoylazetidin-3-yl)-N-
(5-(5-ethyl-1,2,4-oxadiazol-3-yl)-2,3-
dihydro-1H-inden-1-yl)-1H-pyrazole-

| N ) o
O’N\ H Y 4-carboxamide;
\/QN 0
/
o /LN/;N 5-(5-ethy|-1,2,4-oxadiazol-3-y|_)-N-(1-
O/N\ methyl-1H-pyrazol-4-yl)-2,3-dihydro-
\/*N N 1H-indene-1-carboxamide;
Z N
o ) 5-(5-ethyl-1,2,4-oxadiazol-3-yl)-N-(2-
O”N\ N methylpyridin-4-yl)-2,3-dihydro-1H-
\/%N H indene-1-carboxamide;
H
N
S) (R)-1-(azetidin-3-yl)-N-(5-(5-ethyl-
N, 1,2,4-oxadiazol-3-yl)-2,3-dihydro-1H-
o LN inden-1-yl)-1H-pyrazole-4-
-N .
07\ N carboxamide;
\/L\N o
OH
HO
VS 1-(2,3-dihydroxypropy!)-N-((R)-5-(5-
N, ethyl-1,2,4-oxadiazol-3-yl)-2,3-

dihydro-1H-inden-1-yl)-1H-pyrazole-
4-carboxamide;
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(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-

N
o-N, HT}// yl)-2,3-dihydro-1H-inden-1-yl)-5-
\/QN : W methoxy-1H-pyrazole-4-carboxamide;
N
| N (R)-N-(5-(5-methyl-1,2,4-oxadiazol-3-
0N, H 7 yl)-2,3-dihydro-1H-inden-1-yl)-1H-
= ‘ pyrazole-4-carboxamide;
N o]
N
ao |l /\N (R)-N-(5-(5-isopropyl-1,2,4-oxadiazol-
0N N 3-yI)-2,3-dihydro-1H-inden-1-yl)-1H-
\(L\N B pyrazole-4-carboxamide;
N
ol /\N (R)-N-(5-(5-cyclopropyl-1,2,4-
0N N oxadiazol-3-yl)-2,3-dihydro-1H-inden-
%N ‘ 0 1-yI)-1H-pyrazole-4-carboxamide;
N
| N (R)-N-(5-(5-(methoxymethyl)-1,2,4-
| O/N\ H 7 oxadiazol-3-yl)-2,3-dihydro-1H-inden-
o <N ' s 1-yI)-1H-pyrazole-4-carboxamide;
H
N\
N g |\ N (R)-N-(5-(5-(methyl-d3)-1,2,4-
SN N oxadiazol-3-yl)-2,3-dihydro-1H-inden-
D%N o) 1-yl)-1H-pyrazole-4-carboxamide;
D
D
N
oL N
0N N N ethyl 2-(3-((R)-1-(1-methyl-1H-
=\ ‘ O pyrazole-5-carboxamido)-2,3-dihydro-
1H-inden-5-yl)-1,2,4-oxadiazol-5-
o~ O yl)propanoate;
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ethyl 2-(3-(1-(2-methyloxazole-5-
carboxamido)-2,3-dihydro-1H-inden-
5-yl)-1,2,4-oxadiazol-5-yl)propanoate;

(R)-2-(4-((5-(5-ethyl-1,2,4-oxadiazol-
3-yl)-2,3-dihydro-1H-inden-1-
yl)carbamoyl)-1H-pyrazol-1-yl)ethyl
acetate;

o}

N ~OR N-((1S,25)-5-(5-ethyl-1,2,4-oxadiazol-
07\ 3-yl)-2-hydroxy-2,3-dihydro-1H-
\/*N ﬁj%\ inden-1-yl)-1-methyl-1H-pyrazole-4-
\N,N‘ carboxamide;

A\
N gl N,N N-((1R)-5-(5-(1-hydroxypropan-2-yl)-
07\ ~N \ 1,2,4-oxadiazol-3-yl)-2,3-dihydro-1H-
\f*N o inden-1-yl)-1-methyl-1H-pyrazole-5-

carboxamide;

N-((R)-5-(5-((R)-1-hydroxypropan-2-
yl)-1,2,4-oxadiazol-3-yl)-2,3-dihydro-
1H-inden-1-yl)-1-methyl-1H-pyrazole-
5-carboxamide;

N-((R)-5-(5-((S)-1-hydroxypropan-2-
yl)-1,2,4-oxadiazol-3-yl)-2,3-dihydro-

\
., SN o) 1H-inden-1-yl)-1-methyl-1H-pyrazole-
5-carboxamide;
OH
H
N-N, : .
H | N (R)-N-(5-(5-isopropyl-1,2,4-oxadiazol-
0N ‘\NTX\N 3-yl)-2,3-dihydro-1H-inden-1-yl)-2H-
o) tetrazole-5-carboxamide;
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N-N (R)-2-benzyl-N-(5-(5-isopropyl-1,2,4-
o-N H#NN oxadiazol-3-yl)-2,3-dihydro-1H-inden-
— \>—% 1-yl)-2H-tetrazole-5-carboxamide;
Y\N o
N (R)-2-benzyl-N-(5-(5-ethyl-1,2,4-
\ v Il LN oxadiazol-3-yl)-2,3-dihydro-1H-inden-
07\ ‘\NTX\ N 1-yl)-2H-tetrazole-5-carboxamide;
\/QN%% O
H
N (R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-

yl)-2,3-dihydro-1H-inden-1-yl)-2H-
tetrazole-5-carboxamide;

N-N (R)-2-benzyl-N-(5-(5-cyclobutyl-1,2,4-
o-N H N oxadiazol-3-yl)-2,3-dihydro-1H-inden-
D)Q %\N N 1-yl)-2H-tetrazole-5-carboxamide;
N o}
N//N\N"‘
o-N, \H\«QN ethyl 2-(3-((R)-1-(2-methyl-2H-
=\ | % tetrazole-5-carboxamido)-2,3-dihydro-
1H-inden-5-yl)-1,2,4-oxadiazol-5-
o )o yl)propanoate;
N
o (R)-N-(5-(5-cyclobutyl-1,2,4-

oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-2H-tetrazole-5-carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-
(oxetan-3-ylmethyl)-1H-pyrazole-4-
carboxamide;
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(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-((3-
methyloxetan-3-yl)methyl)-1H-
pyrazole-4-carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-((3-
fluorooxetan-3-yl)methyl)-1H-
pyrazole-4-carboxamide;

(R)-1-(2-methoxyethyl)-N-(5-(5-
methyl-1,2,4-oxadiazol-3-yl)-2,3-
dihydro-1H-inden-1-yl)-1H-pyrazole-
4-carboxamide;

O/
(R)-N-(5-(5-cyclopropyl-1,2,4-
B oxadiazol-3-yl)-2,3-dihydro-1H-inden-
O/N\ H Z 1-yl)-1-(2-methoxyethyl)-1H-pyrazole-
% ‘ 4-carboxamide;
N o}
O/
N (R)-N-(5-(5-isopropyl-1,2,4-oxadiazol-
Y 3-yl)-2,3-dihydro-1H-inden-1-yl)-1-(2-
o-N, H 7 methoxyethyl)-1H-pyrazole-4-
\HQ ‘ carboxamide;
N o]
O/
(R)-1-(2-methoxyethyl)-N-(5-(5-
, N (methoxymethyl)-1,2,4-oxadiazol-3-
o-N " T&N yl)-2,3-dihydro-1H-inden-1-yl)-1H-
o. M= ' pyrazole-4-carboxamide;
_ N o)
O/

(R)-N-(5-(5-cyclobutyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-1-(2-methoxyethyl)-1H-pyrazole-
4-carboxamide;
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(R)-1-(2-methoxyethyl)-N-(5-(5-
(methyl-d3)-1,2,4-oxadiazol-3-yl)-2,3-
dihydro-1H-inden-1-yl)-1H-pyrazole-
4-carboxamide;

_N
\ TR N-((LR)-5-(5-(1-hydroxypropan-2-yl)-
07\ ‘\NTQ\N 1,2,4-oxadiazol-3-yl)-2,3-dihydro-1H-
\N% 0 inden-1-yl)-2-methyl-2H-tetrazole-5-
carboxamide;
OH
OH
2 \N/// (R)-1-(2-hydroxyethyl)-N-(5-(5-
o-N H )= (methyl-d3)-1,2,4-oxadiazol-3-yl)-2,3-
> > dihydro-1H-inden-1-yl)-1H-pyrazole-
'[3)>(L N>—Cb O 4-carboxamide;
D
OH
N (R)-1-(2-hydroxyethyl)-N-(5-(5-
o N methyl-1,2,4-oxadiazol-3-y)-2,3-
O/N\ N dihydro-1H-inden-1-yl)-1H-pyrazole-
\N% N 4-carboxamide;
OH
_ \N/// (R)-N-(5-(5-cyclopropyl-1,2,4-
N H V- oxadiazol-3-yl)-2,3-dihydro-1H-inden-
07\ N 1-yl)-1-(2-hydroxyethyl)-1H-pyrazole-
%N o] 4-carboxamide;

(R)-1-(2-hydroxyethyl)-N-(5-(5-
isopropyl-1,2,4-oxadiazol-3-yl)-2,3-
dihydro-1H-inden-1-yl)-1H-pyrazole-
4-carboxamide;

(R)-1-(2-hydroxyethyl)-N-(5-(5-
(methoxymethyl)-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1H-
pyrazole-4-carboxamide;

(R)-N-(5-(5-cyclobutyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-1-(2-hydroxyethyl)-1H-pyrazole-
4-carboxamide;
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(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-
vinyl-1H-pyrazole-4-carboxamide;

(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-y)-1-(2-hydroxyethyl)-1H-pyrazole-
4-carboxamide;

(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-y)-1-(2-methoxyethyl)-1H-pyrazole-
4-carboxamide;

F
_0
N IO\ (R)-1-(2,2-dimethoxyethyl)-N-(5-(5-
~ "N ethyl-1,2,4-oxadiazol-3-yl)-2,3-
0N HT}J dihydro-1H-inden-1-yl)-1H-pyrazole-
=\ S 4-carboxamide;
O\ OH i
N l’ 2-(4-(((R)-5-(5-ethyl-1,2,4-oxadiazol-
y ~ N 3-yl)-2,3-dihydro-1H-inden-1-
0N ‘\ng:J yl)carbamoyl)-1H-pyrazol-1-
= ) yl)propanoic acid;
0
' j/o” (R)-2-(4-((5-(5-ethyl-1,2,4-oxadiazol-
y ~ N 3-yl)-2,3-dihydro-1H-inden-1-
0N ~\NT§:J yI)_carbamoyI)-lH-pyrazoI-1-y|)acetic
= ) acid;
OH
N, ( N-((R)-5-(5-ethyl-1,2,4-oxadiazol-3-
y j;:JN y1)-2,3-dihydro-1H-inden-1-yl)-1-(1-
O’N\ N hydroxypropan-2-yl)-1H-pyrazole-4-
\/L\N o) carboxamide;

N-((R)-5-(5-ethyl-1,2,4-oxadiazol-3-
yD)-2,3-dihydro-1H-inden-1-yl)-1-(2-
hydroxypropyl)-1H-pyrazole-4-
carboxamide;
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HO
N-[(1R)-5-(5-ethyl(1,2,4-oxadiazol-3-
Ny yl))indanyl][1-((2R)-2,3-
/\r/N H T§=J dihydroxypropyl)pyrazol-4-
O a yl]carboxamide;
~N o}
ho,  OH
f N-[(1R)-5-(5-ethyl(1,2,4-oxadiazol-3-
Ny yl))indanyl][1-((2S)-2,3-
/\r/N H = dihydroxypropyl)pyrazol-4-
O/ yl]carboxamide;
~N o}
HO
N-[(1R)-5-(5-ethyl(1,2,4-oxadiazol-3-
~ N yl))indanylI][1-((2S)-2-
/\r/N H — hydroxypropyl)pyrazol-4-
O\N»_Cb‘ b yl]carboxamide;
HO

N-[(1R)-5-(5-ethyl(1,2,4-oxadiazol-3-
yl))indanyl][1-((2R)-2-
hydroxypropyl)pyrazol-4-
yl]carboxamide;

1-(3-{(1R)-1-[(1-methylpyrazol-4-
yl)carbonylamino]indan-5-yl}(1,2,4-
oxadiazol-5-yl))(1S)ethyl acetate;

methyl 2-(3-{(1R)-1-[(1-
methylpyrazol-4-
yl)carbonylamino]indan-5-yl}-1,2,4-
oxadiazol-5-yl)acetate;

N-[(1R)-5-(5-acetyl(1,2,4-oxadiazol-3-
yl))indanyl](1-methylpyrazol-4-
yl)carboxamide;

N-{(1R)-5-[5-(2-methoxyethyl)(1,2,4-
oxadiazol-3-yl)]indanyl}(1-
methylpyrazol-4-yl)carboxamide;

/ N/
/ _N
O\ V/

N-[(1R)-5-(5-vinyl(1,2,4-oxadiazol-3-
yl))indanyl](1-methylpyrazol-4-
yl)carboxamide;
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2-(3-{(1R)-1-[(1-methylpyrazol-4-
yl)carbonylamino]indan-5-yl}-1,2,4-
oxadiazol-5-yl)ethyl acetate;

N-{(1R)-5-[5-(hydroxyethyl)(1,2,4-
oxadiazol-3-yl)]indanyl}(1-
methylpyrazol-4-yl)carboxamide;

N-{(1R)-5-[5-((1R)-1-
hydroxyethyl)(1,2,4-oxadiazol-3-
yl)]indanyl}(1-methylpyrazol-4-
yl)carboxamide;

N-{(1R)-5-[5-(methoxyethyl)(1,2,4-
oxadiazol-3-yl)]indanyl}(1-
methylpyrazol-4-yl)carboxamide;

N-{(1R)-5-[5-(2-hydroxyethyl)(1,2,4-
oxadiazol-3-yl)]indanyl}(1-
methylpyrazol-4-yl)carboxamide;

N-[(1R)-5-(5-ethyl(1,2,4-oxadiazol-3-
yl))indanyl][1-(2,3-
dihydroxypropyl)pyrazol-4-
yl]carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-7-fluoro-2,3-dihydro-1H-inden-1-
yl)-1-methyl-1H-pyrazole-4-
carboxamide;

Ethyl (R)-4-((5-(5-ethyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)carbamoyl)picolinate;
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e

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-5-
fluoro-2-methylisonicotinamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-2-
methoxyisonicotinamide;

""'U/%

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-

= o methyl-2-oxo-1,2-dihydropyridine-4-
o carboxamide;
~0 )
7 (R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
Y _ yl)-2,3-dihydro-1H-inden-1-yl)-1-(2-
° hydroxyethyl)-2-oxo0-1,2-
N\ dihydropyridine-4-carboxamide;
0 T

N-((R)-5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-y1)-1-((R)-
2-hydroxypropyl)-2-oxo-1,2-
dihydropyridine-4-carboxamide;

""’///%

an(®)

o]

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-2-
methyloxazole-4-carboxamide;
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oy %

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-4-fluoro-2,3-dihydro-1H-inden-1-
yl)-1-methyl-1H-pyrazole-4-
carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1,3-
dimethyl-1H-pyrazole-4-carboxamide;

gy T

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-5-
methylisoxazole-4-carboxamide;

""’///%

O/N

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-3-
methylisoxazole-5-carboxamide;

gy T

N

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-3-
methylisoxazole-4-carboxamide;

Iy %
~

o—N

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1,3-
dimethyl-1H-pyrazole-5-carboxamide;
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=
™~

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1,2-
dimethyl-1H-imidazole-5-
carboxamide;

gy %

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-5-
methylisoxazole-3-carboxamide;

gy %

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1,5-
dimethyl-1H-pyrazole-4-carboxamide;

oy %

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1,5-
dimethyl-1H-pyrazole-4-carboxamide;

RE

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-(2-
hydroxyethyl)-5-methyl-1H-pyrazole-
4-carboxamide;

(R)-1-(2-ethoxyethyl)-N-(5-(5-ethyl-
1,2,4-oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-1H-pyrazole-4-
carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yD)-2,3-dihydro-1H-inden-1-yl)-1-(2-
methoxyethyl)-5-methyl-1H-pyrazole-
4-carboxamide;
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(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-(2-
methoxyethyl)-5-methyl-1H-pyrazole-
4-carboxamide;

N-((R)-5-(5-cyclopropyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-y-1-((R)-2-hydroxypropyl)-1H-
pyrazole-4-carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-2-
(hydroxymethyl)isonicotinamide;

""’U/%

N

(R)-2-(difluoromethyl)-N-(5-(5-ethyl-
1,2,4-oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)isonicotinamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-
methyl-1H-imidazole-2-carboxamide;

oy %

Oh—

N

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1,5-
dimethyl-1H-pyrazole-3-carboxamide;
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iy Z

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-

O\ yl)isoxazole-5-carboxamide;
N
N
/O]
7 (R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
N yl)-2,3-dihydro-1H-inden-1-
H d’\ yl)isoxazole-5-carboxamide;
N

O/N

iy %

o—N

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-
yl)oxazole-5-carboxamide;

gy T

O/N

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-
yl)oxazole-5-carboxamide;

iy %

O/N

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-
yl)isoxazole-3-carboxamide;

e

O/N

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-
yl)isoxazole-3-carboxamide;
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oy T

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-
yl)oxazole-4-carboxamide;

(R)-N-(7-chloro-5-(5-ethyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yI)-1-methyl-1H-pyrazole-4-
carboxamide;

e

N

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-
methyl-6-oxo-1,6-dihydropyridine-3-
carboxamide;

,u///// %

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-2-
methylthiazole-4-carboxamide;

oy %

O/N

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-
methyl-1H-pyrazole-3-carboxamide;

o—N

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-
yl)oxazole-2-carboxamide;
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(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-6-
methylpicolinamide;

gy %

O/N

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-2-
methylthiazole-5-carboxamide;

gy X

~O /

O

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-(2-
methoxyethyl)-3-methyl-1H-pyrazole-
4-carboxamide;

u//,/// %

OH

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-(2-
hydroxyethyl)-3-methyl-1H-pyrazole-
4-carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-(3-
methoxypropyl)-5-methyl-1H-
pyrazole-4-carboxamide;
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:/I///// %

__ o

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-(3-
methoxypropyl)-5-methyl-1H-
pyrazole-4-carboxamide;

(R)-N-(5-(5-cyclopropyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-y)-1-(3-methoxypropyl)-1H-
pyrazole-4-carboxamide;

(R)-N-(5-(5-cyclopropyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yI)-1-(3-hydroxypropyl)-1H-
pyrazole-4-carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-(2-
methoxyethyl)-1H-pyrazole-3-
carboxamide;

iy Z

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-6-o0xo-
1,6-dihydropyridine-3-carboxamide;

N\
N (0}
/O]
7 (R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
HN yl)-2,3-dihydro-1H-inden-1-yl)-6-o0xo-
s W 1,6-dihydropyridine-3-carboxamide;
N\

N
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(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-(2-
hydroxyethyl)-6-oxo-1,6-
dihydropyridine-3-carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-(2-
methoxyethyl)-6-oxo-1,6-
dihydropyridine-3-carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-(2-
hydroxyethyl)-1H-pyrazole-5-
carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-(2-
hydroxyethyl)-1H-pyrazole-3-
carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-7-hydroxy-2,3-dihydro-1H-inden-
1-yl)-1-methyl-1H-pyrazole-4-
carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-2-(2-
hydroxypropan-2-yl)isonicotinamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yD)-2,3-dihydro-1H-inden-1-yl)-1-(3-
hydroxypropyl)-5-methyl-1H-
pyrazole-4-carboxamide;
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iy Z

O/N

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1-(3-
hydroxypropyl)-3-methyl-1H-
pyrazole-4-carboxamide;

m=
~

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-2-
(hydroxymethyl)-1-methyl-1H-
imidazole-5-carboxamide;

(R)-2-(5-((5-(5-ethyl-1,2,4-oxadiazol-
3-y)-2,3-dihydro-1H-inden-1-
yl)carbamoyl)-2-oxopyridin-1(2H)-
yl)acetic acid;

e

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1,2,5-
oxadiazole-3-carboxamide;

N
N
Q]
7 (R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
HN yl)-2,3-dihydro-1H-inden-1-yl)-1-
N Q methyl-1H-1,2,3-triazole-4-
N\N/N\ carboxamide;
7 (R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
N yl)-2,3-dihydro-1H-inden-1-yl)-5-
§ _ methyl-1,3,4-oxadiazole-2-
N©>\ carboxamide;

o—N
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O/N

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-5-
methyl-1,3,4-oxadiazole-2-
carboxamide;

o—N

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-5-
methyl-1,3,4-thiadiazole-2-
carboxamide;

gy T
o
/o
o

(R)-3-chloro-N-(5-(5-ethyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)isoxazole-5-carboxamide;

oy %

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-1,5-
dimethyl-1H-1,2,3-triazole-4-

N carboxamide;
7 (R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
N yl)-2,3-dihydro-1H-inden-1-yl)-5-
H methyloxazole-4-carboxamide;
®)

y—N

iy Z

y—N

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-
yl)picolinamide;
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e
o
(@]
[ Q

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-
yl)nicotinamide;

e

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-6-
methylnicotinamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-5-
methylnicotinamide;

gy S

o—N

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-4-
methylnicotinamide;

gy Z

y—N

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-
yl)isonicotinamide;

iy Z

o] O

O/N

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-3-
methylisonicotinamide;
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e

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-
yl)pyrimidine-4-carboxamide;

O/N

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-6-
methylpyrimidine-4-carboxamide;

o—N

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-
yl)pyridazine-4-carboxamide;

gy I

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-4-
methyl-1,2,5-oxadiazole-3-
carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-3-
hydroxyisoxazole-5-carboxamide;

N

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-3-
methoxyisoxazole-5-carboxamide;
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O/N

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-5-
methyloxazole-2-carboxamide;

oy S

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-3-
methylpyridazine-4-carboxamide;

gy %

o—N

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-2-
hydroxyoxazole-5-carboxamide;

gy %

N

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-4-
(trifluoromethyl)oxazole-5-
carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-5-
methylthiazole-2-carboxamide;

T

O/N

(R)-1-ethyl-N-(5-(5-ethyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-6-0x0-1,6-dihydropyridine-3-
carboxamide;
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o—N

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-5-
methylpicolinamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-5-
methylpyrimidine-4-carboxamide;

HN
s N=
N—
- \
N

o—N

(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yI)-1-methyl-6-0x0-1,6-
dihydropyridine-3-carboxamide;

gy T

i

(R)-N-(5-(5-cyclobutyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-1-methyl-6-oxo-1,6-
dihydropyridine-3-carboxamide;

oy T

(R)-1-methyl-N-(5-(5-(methyl-d3)-
1,2,4-oxadiazol-3-yl)-2,3-dihydro-1H-
inden-1-yl)-6-0xo0-1,6-
dihydropyridine-3-carboxamide;

oy Z
o
z
Q

N

(R)-2-chloro-N-(5-(5-ethyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)isonicotinamide;
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oy T

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-6-
methylpyridazine-4-carboxamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-4-
(hydroxymethyl)picolinamide;

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-2-
vinylisonicotinamide;

(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-1-(2-hydroxyethyl)-6-o0x0-1,6-
dihydropyridine-3-carboxamide;

R

(R)-2-ethyl-N-(5-(5-ethyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)isonicotinamide;

iy g

O/N

(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-2-
(hydroxymethyl)isonicotinamide;
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gy S

O

(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-2-
(hydroxymethyl)isonicotinamide;

(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yI)-4-(hydroxymethyl)picolinamide;

S

NQ OH

(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-y)-4-(hydroxymethyl)picolinamide;

(R)-4-(hydroxymethyl)-N-(5-(5-
(methoxymethyl)-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-
yl)picolinamide;

(R)-4-(hydroxymethyl)-N-(5-(5-
(methoxymethyl)-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-
yl)picolinamide;

—~Or QL.

(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-3-hydroxyisoxazole-5-
carboxamide;

(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-1-(2-hydroxyethyl)-5-methyl-1H-
pyrazole-4-carboxamide;
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gy T

0

0]

(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yI)-2-methylthiazole-5-carboxamide;

gy T

0

O/N

(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yI)-3-methylisoxazole-4-
carboxamide;

//// %
~

0

o—N

(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yD)-1,2-dimethyl-1H-imidazole-5-
carboxamide;

(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-3-methylisoxazole-5-
carboxamide;

(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-3-methoxyisoxazole-5-
carboxamide;

0

O/N

(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-5-methyloxazole-2-carboxamide;
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(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yD)-4-(trifluoromethyl)oxazole-5-
carboxamide;

gy T

(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yI)-6-methylpyrimidine-4-
carboxamide;

(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yI)-2-methoxyisonicotinamide;

""’///%
-n

N

-

(R)-2-(difluoromethyl)-N-(5-(5-
(difluoromethyl)-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-
yl)isonicotinamide;

oy Z

(R)-N-(5-(5-(difluoromethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-1-(2-hydroxyethyl)-3-methyl-1H-
pyrazole-4-carboxamide;

E N
)~
Qi /
OH
7 (R)-N-(5-(5-(difluoromethyl)-1,2,4-
HY oxadiazol-3-yl)-2,3-dihydro-1H-inden-
s 1-yl)-6-methylpyridazine-4-
Q carboxamide;

O/N
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(R)-N-(5-(5-(methoxymethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yI)-3-methylisoxazole-5-
carboxamide;

oy Z

(R)-N-(5-(5-(methoxymethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yI)-3-methylisoxazole-4-
carboxamide;

(R)-N-(5-(5-(methoxymethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yI)-5-methylisoxazole-3-

N\CO) carboxamide;
7 (R)-N-(5-(5-(methoxymethyl)-1,2,4-
H / oxadiazol-3-yl)-2,3-dihydro-1H-inden-

_—0

o—N

1-yl)-1,2-dimethyl-1H-imidazole-5-
carboxamide;

gy
zf

(R)-N-(5-(5-(methoxymethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-4-methyl-1,2,5-oxadiazole-3-
carboxamide;

(R)-3-methoxy-N-(5-(5-
(methoxymethyl)-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-
yl)isoxazole-5-carboxamide;
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(R)-1-(2-hydroxyethyl)-N-(5-(5-
(methoxymethyl)-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-5-
methyl-1H-pyrazole-4-carboxamide;

iy Z

OH

(R)-1-(2-hydroxyethyl)-N-(5-(5-
(methoxymethyl)-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-3-
methyl-1H-pyrazole-4-carboxamide;

gy Z

(R)-N-(5-(5-(methoxymethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yI)-2-methylthiazole-5-carboxamide;

(R)-N-(5-(5-(methoxymethyl)-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)-5-methyl-1,3,4-oxadiazole-2-
carboxamide;

\N
an(©®
7 (R)-N-(5-(5-(methoxymethyl)-1,2,4-
HN oxadiazol-3-yl)-2,3-dihydro-1H-inden-
O()}\ 1-yl)-5-methyl-1,3,4-oxadiazole-2-
AN carboxamide;
(@
7 (R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-
N yl)-6-fluoro-2,3-dihydro-1H-inden-1-
. H yl)-1-methyl-1H-pyrazole-4-
Q/N\ carboxamide;

O/N
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oy T

—0

(R)-1,2-dimethyl-N-(5-(3-methyl-
1,2,4-oxadiazol-5-yl)-2,3-dihydro-1H-
inden-1-yl)-1H-imidazole-5-
carboxamide;

“unyZ

(R)-5-methyl-N-(5-(3-methyl-1,2,4-
oxadiazol-5-yl)-2,3-dihydro-1H-inden-
1-yI)-1,3,4-oxadiazole-2-carboxamide;

~
N
—Q]
7 (R)-1-(2-hydroxyethyl)-5-methyl-N-
HN (5-(3-methyl-1,2,4-oxadiazol-5-yl)-
s ov | 2,3-dihydro-1H-inden-1-yl)-1H-
O/N\/\ pyrazole-4-carboxamide;

\—O

:/I///// %
j o Z

(R)-6-methyl-N-(5-(3-methyl-1,2,4-
oxadiazol-5-yl)-2,3-dihydro-1H-inden-
1-yl)pyridazine-4-carboxamide;

oy %

-

(R)-2-(difluoromethyl)-N-(5-(3-
methyl-1,2,4-oxadiazol-5-yl)-2,3-
dihydro-1H-inden-1-
yl)isonicotinamide;

R

N

(R)-4-acetyl-N-(5-(5-ethyl-1,2,4-
oxadiazol-3-yl)-2,3-dihydro-1H-inden-
1-yl)picolinamide;
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%

N-((R)-5-(5-ethyl-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-yl)-4-(1-
hydroxyethyl)picolinamide;

\oﬁbY@Q -

(R)-2-(hydroxymethyl)-N-(5-(5-
(methoxymethyl)-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-
yl)isonicotinamide;

(R)-2-(difluoromethyl)-N-(5-(5-
methyl-1,2,4-oxadiazol-3-yl)-2,3-
dihydro-1H-inden-1-
yl)isonicotinamide;

(R)-2-(difluoromethyl)-N-(5-(5-
(methoxymethyl)-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-
yl)isonicotinamide;

(R)-4-(difluoromethyl)-N-(5-(5-
methyl-1,2,4-oxadiazol-3-yl)-2,3-
dihydro-1H-inden-1-yl)picolinamide;
and

(R)-4-(difluoromethyl)-N-(5-(5-
(methoxymethyl)-1,2,4-oxadiazol-3-
yl)-2,3-dihydro-1H-inden-1-
yl)picolinamide.

30.  The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein the

compound is
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(R)-N-(5-(5-(difluoromethyl)-1,2,4-oxadiazol-3-yl)-2,3-dihydro-1H-inden-1-yl)-2-

methyloxazole-5-carboxamide.

31.  The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein the

compound is

O~N

HO,
N
Z N
H R
/\FN N
) ,
o)

N-[(1R)-5-(5-ethyl(1,2,4-oxadiazol-3-yl))indanyl][1-((2R)-2-hydroxypropyl)pyrazol-4-

yl]carboxamide.

32.  The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein the

compound is

—
_N H — N
O™\ N
\/‘QN (0]

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-yl)-2,3-dihydro-1H-inden-1-yl)-1-methyl-1H-pyrazole-4-

carboxamide.

33.  The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein the

compound is
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(R)-N-(5-(5-isopropyl-1,2,4-oxadiazol-3-yl)-2,3-dihydro-1H-inden-1-yl)-2-methyl-2H-tetrazole-

5-carboxamide.
34.  The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein the

compound is
OH

N\
O/N\ H T}//N
\)QN%% (0]

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-yl)-2,3-dihydro-1H-inden-1-yl)-1-(2-hydroxyethyl)-1H-

pyrazole-4-carboxamide.

35.  The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein the

_— O
7
O\N: ::i HJS&N\
>~ /N\
°N

(R)-N-(5-(5-ethylisoxazol-3-yl)-2,3-dihydro-1H-inden-1-yl)-2-methyl-2H-tetrazole-5-

carboxamide.

compound is

36.  The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein the

o
/~Q

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-yl)-2,3-dihydro-1H-inden-1-yl)-2-
(hydroxymethyl)isonicotinamide.

compound is

=
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37.  The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein the

compound is

&
oz\

~O

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-yl)-2,3-dihydro-1H-inden-1-yl)-1-methyl-6-0x0-1,6-
dihydropyridine-3-carboxamide.
38. A pharmaceutical composition comprising a compound according to claim 1, or a

pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable excipient.

39. A compound of any one of claims 1-37, or a pharmaceutically acceptable salt thereof, for

use in therapy.

40. Use of a compound of any one of claims 1-37, or a pharmaceutically acceptable salt
thereof, for the manufacture of a medicament for treating heart disease, wherein the heart disease
is hypertrophic cardiomyopathy (HCM) or heart failure with preserved ejection fraction
(HFpEF).

41.  The use according to claim 40, wherein the heart disease is hypertrophic cardiomyopathy
(HCM).

42.  The use according to claim 41, wherein the HCM is obstructive or nonobstructive or is

associated with a sarcomeric and/or non-sarcomeric mutation.

43.  The use according to claim 40, wherein the heart disease is heart failure with preserved

ejection fraction (HFpEF).
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44, Use of a compound of any one of claims 1-37, or a pharmaceutically acceptable salt

thereof, for the manufacture of a medicament for inhibiting the cardiac sarcomere.

45.  The use according to any one of claims 40-44, wherein the compound is

@ J%

(R)-N-(5-(5-(difluoromethyl)-1,2,4-oxadiazol-3-yl)-2,3-dihydro-1H-inden-1-yl)-2-

methyloxazole-5-carboxamide, or a pharmaceutically acceptable salt thereof.

46.  The use according to any one of claims 40-44, wherein the compound is

o W;J
N-[(1R)-5-(5-ethyl(1,2,4-oxadiazol-3-yl))indanyl][1-((2R)-2-hydroxypropyl)pyrazol-4-

yl]carboxamide, or a pharmaceutically acceptable salt thereof.
47.  The use according to any one of claims 40-44, wherein the compound is

ey

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-yl)-2,3-dihydro-1H-inden-1-yl)-1-methyl-1H-pyrazole-4-
carboxamide, or a pharmaceutically acceptable salt thereof.

48.  The use according to any one of claims 40-44, wherein the compound is

H |
O/N\ \N\«\N
\%QN o)



(R)-N-(5-(5-isopropyl-1,2,4-oxadiazol-3-yl)-2,3-dihydro-1H-inden-1-yl)-2-methyl-2H-tetrazole-

5-carboxamide, or a pharmaceutically acceptable salt thereof.

49.  The use according to any one of claims 40-44, wherein the compound is
OH

N\
O/N\ H T}//N
\)QN%% (0]

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-yl)-2,3-dihydro-1H-inden-1-yl)-1-(2-hydroxyethyl)-1H-
pyrazole-4-carboxamide, or a pharmaceutically acceptable salt thereof.

50.  The use according to any one of claims 40-44, wherein the compound is

N :< I o}
/
O~N u/zgéN\
>~ /N\
°N

(R)-N-(5-(5-ethylisoxazol-3-yl)-2,3-dihydro-1H-inden-1-yl)-2-methyl-2H-tetrazole-5-

carboxamide, or a pharmaceutically acceptable salt thereof.

51.  The use according to any one of claims 40-44, wherein the compound is

o
/—~Q

(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-yl)-2,3-dihydro-1H-inden-1-yl)-2-
(hydroxymethyl)isonicotinamide, or a pharmaceutically acceptable salt thereof.

=

52.  The use according to any one of claims 40-44, wherein the compound is
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(R)-N-(5-(5-ethyl-1,2,4-oxadiazol-3-yl)-2,3-dihydro-1H-inden-1-yl)-1-methyl-6-0x0-1,6-

dihydropyridine-3-carboxamide, or a pharmaceutically acceptable salt thereof.
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