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CLAIMS 

 

1.   A compound having the structure of Formula (I) 

  

(I) 

or a salt thereof, wherein: 

 

   R1 is ; 

each R1a is independently H, F, Cl, ˗OH, C1˗3 alkyl, C1˗3 fluoroalkyl, C3˗6 

cycloalkyl, C1˗3 alkoxy, or C1˗3 fluoroalkoxy;  

R1c is H, C1˗4 alkyl, C1˗4 fluoroalkyl, or C3˗6 cycloalkyl;  

L1 is  ˗CHRb˗, ˗CHRaCHRb˗, ˗CH(Ra)C(O)˗, ˗C(Rb)2˗, ˗C(Ra)2CH(Rb)˗, or 

˗CH(Ra)C(Rb)2˗;  

L2 is –CH2˗, ˗C(O)˗, ˗CH2˗CH2˗, or –C(R)2˗;  wherein R is independently 

selected from hydrogen, F, C1˗3alkyl, C1˗3 hyroxyalkyl, C1˗3 alkoxyalkyl, or 

C1˗3fluoroalkyl; 

Ra is H, halo, ˗OH, C1˗4 alkyl, C1˗3 fluoroalkyl, C1˗3 hydroxyalkyl, C3˗6 

cycloalkyl, C1˗3 alkoxy, OC(O)-C1-4 alkyl substituted with 0-1 OH, halo or NH2, 

NR1eR1e, or C1˗3 fluoroalkoxy;  

each R1e is independently H, C1˗6 alkyl, C1˗6  fluoroalkyl, C3˗6  cycloalkyl, 

C3˗6  fluorocycloalkyl, C(O)˗C1˗6 alkyl, C(O)˗C1˗6 fluoroalkyl, C(O)˗C3˗6 

cycloalkyl, C(O)heterocyclyl, C(O)O˗C1˗6 alkyl, C(O)O-C3-6 cycloalkyl, C(O)O-

C1-6 fluoroalkyl, C(O)O-C3-6 fluorocycloalkyl, SO2˗C1˗6  alkyl, SO2˗C3˗5 

cycloalkyl, SO2˗C1˗6 fluoroalkyl, SO2˗C3˗6 fluorocycloalkyl, C(O)NReRe, wherein 

the heterocyclyl is 5 or 6 membered ring having 1, 2, 3, or 4 heteroatoms selected 

from O, S, and N,  and the alkyl, cycloalkyl, or heterocyclyl is substituted with 0-

1 of halo, OH, CN, NH2, C1-3 alkyl, C1-3 alkoxy,  C1-3 fluoroalkyl, C1-3 
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fluroalkoxy; or two R1e along with the nitrogen atom to which they are attached 

form a 3˗7 membered heterocyclyl having 1, 2, 3, or 4 heteroatoms selected from 

O, S, and N, and being substituted with 0-1 halo, C1-3 alkyl, or =O; 

Rb is H, C1˗4 alkyl, C1˗3 fluoroalkyl, C1˗3 hydroxyalkyl, C3˗6 cycloalkyl, 

C1˗3 alkoxyalkyl, or C1˗3 fluoroalkoxyalkyl;  

Ring B is phenyl, pyridinyl, pyrimidinyl, pyrrazolyl, indolyl,  indazolyl, 

thiazolyl, imidizolyl, , pyridinonyl, , triazolyl, tetrazolyl, oxadiazolyl, 

thiadiazolyl, isothiazolyl, isoxazolyl, pyrazinyl, oxazolyl, pyridazinyl, furanyl, 

thiophenyl, pyrrolyl, triazinyl, azaindolyl, benzimidazolyl, bezoxazolyl, 

bezothiazolyl, benzofuranyl, or benzothiophenyl. 

R2 is a C6-10 aryl, or a 5 to 10 membered heteroaryl ring containing 1 to 4 

heteroatoms selected from N, O, and S, the heteroaryl optionally containing an 

oxo substitution, and the heteroaryl and aryl being substituted with 0˗3 R2a; 

R2a is OH, =O, CN, halo, C(O)N(Re)2, C(O)O-C1-4 alkyl,  C1˗4alkyl,  C1˗4 

fluoroalkyl, C1˗4 alkoxy, C1˗4 fluoroalkoxy, C3˗6 cycloalkyl, C3˗6 cycloalkoxy, 

SO2Re, or a 4 to 6 membered heterocyclyl having 1, 2, 3, or 4 heteroatoms 

selected from O, S, and N, and wherein the heterocyclyl is substituted with 0-3 

Rd; 

each R3 is independently H, C1˗4 alkyl, C1˗4 fluoroalkyl, C1˗3 hydroxyalkyl, 

C1˗3 alkoxyalkyl, C3-6cycloalkyl, ˗(CH2)-C3-6cycloalkyl , ˗(CH2)˗heterocyclyl, 

˗SO2Re, ˗C(O)Re, ˗C(O)ORe, or ˗C(O)NReRe, wherein the heterocyclyl is a 5-6 

membered ring have 1, 2, or 3 heteroatoms selected from N, O, and S;  

each Rd is independently H, C1˗3 alkyl, C1˗3 alkoxy, halo, OH, =O, CN 

OCF3, OCHF2, CHF2 and CF3; and  

each Re is independently H, C1˗3 alkyl, C1˗3 fluoroalkyl, C3˗6 cycloalkyl, 

C3˗6 fluorocycloalkyl, C1˗3 hydroxyalkyl, C1˗3 alkoxyalkyl, C6˗10 aryl, or a 5 to 10 

membered heteroaryl having 1, 2, 3, or 4 heteroatoms selected from O, S, and N; 

or two Re along with the nitrogen atom to which they are attached form a 3˗7 

membered heterocyclyl having 1, 2, 3, or 4 heteroatoms selected from O, S, and 

N; and 

n is zero, 1 2 or 3. 
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2.   A compound of claim 1, or salt thereof, wherein: 

R2 is phenyl, pyridinyl, indolyl, indazolyl,  benzo[d]oxazol˗2(3H)˗onyl, 

1H˗pyrazolo[4,3˗b]pyridinyl, pyridin˗2(1H)˗onyl, 1H˗pyrazolyl, 

[1,2,4]triazolo[1,5˗a]pyridinyl, imidazo[1,2˗b]pyridazinyl, pyrazinyl, 

pyrazolo[1,5˗a]pyrimidinyl, thiazolyl, thiophenyl, 1H˗1,2,3˗triazolyl, 

1H˗benzo[d][1,2,3]triazolyl, [1,2,4]triazolo[4,3˗b]pyridazinyl, 

1H˗benzo[d]imidazolyl, 1H˗imidazolyl, 1H˗pyrazolo[3,4˗b]pyridinyl, 

1H˗pyrazolo[3,4˗c]pyridinyl, 1H˗pyrazolo[4,3˗c]pyridinyl, 1H˗pyrrolyl, 

1H˗pyrrolo[2,3˗b]pyridinyl, 1H˗pyrrolo[2,3˗c]pyridinyl, 

1H˗pyrrolo[3,2˗b]pyridinyl, 1H˗pyrrolo[3,2˗c]pyridinyl, 

pyrazolo[1,5˗a]pyrimidinyl, 1H˗tetrazolyl, 4H˗1,2,4˗triazolyl, isothiazolyl, 

isoxazolyl, oxazolyl, pyridazinyl, pyrimidinyl,or benzo[d]oxazol˗2(3H)˗only, 

each being substituted with with 0˗3 R2a. 

 

3.    A compound of claim 2, or salt thereof, wherein: 

R2 is phenyl, pyridinyl, indolyl, indazolyl,  benzo[d]oxazol˗2(3H)˗onyl, 

1H˗pyrazolo[4,3˗b]pyridinyl, pyridin˗2(1H)˗onyl, 1H˗pyrazolyl, 

[1,2,4]triazolo[1,5˗a]pyridinyl, imidazo[1,2˗b]pyridazinyl, pyrazinyl, 

pyrazolo[1,5˗a]pyrimidinyl, thiophenyl, [1,2,4]triazolo[4,3˗b]pyridazinyl, 

pyrazolo[1,5˗a]pyrimidinyl,or benzo[d]oxazol˗2(3H)˗only, each being substituted 

with with 0˗3 R2a. 

 

4.    A compound of claim 3, or salt thereof, wherein: 

R2 is phenyl, pyridinyl, indolyl, indazolyl, benzo[d]oxazol˗2(3H)˗onyl, 

1H˗pyrazolo[4,3˗b]pyridinyl, or pyridin˗2(1H)˗onyl. 

 

5.    A compound of claims 1˗4, or salt thereof, wherein: 

Ring B is phenyl, pyridinyl, pyrimidinyl, pyrrazolyl, indolyl, indazolyl, 

thiazolyl, imidizolyl, pyridinonyl, 1,2˗dihydro˗3H pyrazol˗3˗onyl, 

1H˗1,2,3˗triazolyl, pyrazinyl or pyridazinyl, or oxazolyl. 
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6.    A compound of claims 1˗4, or salt thereof, wherein: 

Ring B is phenyl, pyridinyl, pyrimidinyl, pyrrazolyl, indolyl, or indazolyl. 

 

7.   A compound of claims 1˗6, or salt thereof, wherein:   

R1 is: ; 

each R1a is independently selected from F, Cl, C1˗3 alkyl, C1˗3 fluoroalkyl, 

and C3˗6 cycloalkyl; 

R1c is H, C1˗2 alkyl, or C3˗6 cycloalkyl;  

n is zero, 1, or 2; 

Ra is H, F, ˗OH, C1˗2 alkyl, ˗CHF2, ˗CF3, ˗CH2OH, cyclopropyl, ˗OCH3, 

˗OCHF2, or ˗OCF3; 

Rb is H, C1˗2 alkyl, C1˗2 hydroxyalkyl, or cyclopropyl; 

Rc is H or ˗CH3; 

each R3 is independently H, C1˗4 alkyl, ˗(CH2)-C3-6cycloalkyl , 

˗(CH2)˗heterocyclyl wherein the heterocyclyl is a 5-6 membered ring have 1, 2, or 

3 heteroatoms selected from N, O, and S,  or ˗C(O)-C1-3alkyl ; 

and  

each Re is independently H, ˗CH3, ˗CF3, or C3˗6 cycloalkyl. 

 

8.   The compound according to claims 1˗7 or a salt thereof, wherein:  

R1 is  ;  

L1 is ˗CH2˗, ˗CH2CH2˗, ˗CH(CH2OH)˗, or ˗CH(OH)CH2˗; 

R3 is H. 
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9.    The compound according to claims 1˗8, or salt thereof, wherein: 

Ring B is phenyl, pyridinyl, pyrimidinyl, indolyl, or pyrrazolyl, indazolyl; 

and 

R2 is phenyl, indolyl, pyridinyl, benzo[d]oxazol˗2(3H)˗onyl, 

pyridin˗2(1H)˗onyl, or indazolyl.   

 

10.   A compound of claim 1, or salt thereof, wherein the compound is selected from:  

5˗(5˗(((2˗hydroxy˗2˗(4˗methyl˗1˗oxo˗1,3˗dihydroisobenzofuran˗5˗yl)ethyl)(methyl)amin

o)methyl)pyridin˗2˗yl)˗3˗methylbenzo[d]oxazol˗2(3H)˗one; 

1˗(5˗(((2˗hydroxy˗1˗(4˗methyl˗1˗oxo˗1,3˗dihydroisobenzofuran˗5˗yl)ethyl)(methyl)amin

o)methyl)pyrimidin˗2˗yl)˗1H˗indazole˗4˗carbonitrile; 

2˗fluoro˗4˗(5˗(((2˗hydroxy˗2˗(4˗methyl˗1˗oxo˗1,3˗dihydroisobenzofuran˗5˗yl)ethyl)amin

o)methyl)pyridin˗2˗yl)benzonitrile; 

5'˗(((2˗hydroxy˗2˗(4˗methyl˗1˗oxo˗1,3˗dihydroisobenzofuran˗5˗yl)ethyl)amino)methyl)˗

4˗methyl˗[2,2'˗bipyridine]˗5˗carbonitrile; 

6˗(4˗(((2˗hydroxy˗2˗(4˗methyl˗1˗oxo˗1,3˗dihydroisobenzofuran˗5˗yl)ethyl)amino)methyl

)˗1H˗pyrazol˗1˗yl)˗4˗methylnicotinonitrile;  

5˗(1˗hydroxy˗2˗(((1˗(1˗oxo˗1,3˗dihydroisobenzofuran˗5˗yl)˗1H˗indol˗5˗yl)methyl)amino

)ethyl)˗4˗methylisobenzofuran˗1(3H)˗one; 

5˗(5˗(((2˗hydroxy˗2˗(4˗methyl˗1˗oxo˗1,3˗dihydroisobenzofuran˗5˗yl)ethyl)(methyl)amin

o)methyl)pyrimidin˗2˗yl)˗3˗methylbenzo[d]oxazol˗2(3H)˗one;  

3˗fluoro˗4'˗(((2˗hydroxy˗2˗(4˗methyl˗1˗oxo˗1,3˗dihydroisobenzofuran˗5˗yl)ethyl)amino)

methyl)˗[1,1'˗biphenyl]˗4˗carbonitrile; 

3˗fluoro˗4'˗(((2˗hydroxy˗2˗(4˗methyl˗1˗oxo˗1,3˗dihydroisobenzofuran˗5˗yl)ethyl)(pyridi

n˗3˗ylmethyl)amino)methyl)˗[1,1'˗biphenyl]˗4˗carbonitrile;   

1˗(4˗(((2˗hydroxy˗2˗(4˗methyl˗1˗oxo˗1,3˗dihydroisobenzofuran˗5˗  

yl)ethyl)(methyl)amino)methyl)phenyl)˗1H˗indole˗3˗carbonitrile;  

5˗(5˗(((2˗hydroxy˗1˗(4˗methyl˗1˗oxo˗1,3˗dihydroisobenzofuran˗5˗yl)ethyl)(methyl)amin

o)methyl)pyrimidin˗2˗yl)˗3˗methylbenzo[d]oxazol˗2(3H)˗one;  

3˗fluoro˗3'˗(2˗((2˗hydroxy˗1˗(4˗methyl˗1˗oxo˗1,3˗dihydroisobenzofuran˗5˗yl)ethyl)amin

o)ethyl)˗[1,1'˗biphenyl]˗4˗carbonitrile;   
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5˗(2˗(((1˗(4˗fluorophenyl)˗1H˗indazol˗5˗yl)methyl)amino)˗1˗hydroxyethyl)˗4˗methylisob

enzofuran˗1(3H)˗one; 

5˗(2˗(((2˗(1H˗pyrazolo[4,3˗b]pyridin˗1˗yl)pyrimidin˗5˗yl)methyl)(methyl)amino)˗1˗hydr

oxyethyl)˗4˗methylisobenzofuran˗1(3H)˗one; 

1˗(5˗(((2˗hydroxy˗2˗(4˗methyl˗1˗oxo˗1,3˗dihydroisobenzofuran˗5˗yl)ethyl)(methyl)amin

o)methyl)pyrimidin˗2˗yl)˗1H˗indazole˗4˗carbonitrile; 

2˗fluoro˗4˗(5˗(((2˗hydroxy˗2˗(4˗methyl˗1˗oxo˗1,3˗dihydroisobenzofuran˗5˗yl)ethyl)(met

hyl)amino)methyl)pyrimidin˗2˗yl)benzonitrile; 

3˗fluoro˗4'˗(((2˗hydroxy˗2˗(4˗methyl˗1˗oxo˗1,3˗dihydroisobenzofuran˗5˗yl)ethyl)amino)

methyl)˗[1,1'˗biphenyl]˗4˗carbonitrile; 

2˗fluoro˗4˗(5˗(((2˗hydroxy˗2˗(4˗methyl˗1˗oxo˗1,3˗dihydroisobenzofuran˗5˗yl)ethyl)(met

hyl)amino)methyl)pyridin˗2˗yl)benzonitrile; 

5'˗(((2˗hydroxy˗2˗(4˗methyl˗1˗oxo˗1,3˗dihydroisobenzofuran˗5˗yl)ethyl)(methyl)amino)

methyl)˗4˗methyl˗[2,2'˗bipyridine]˗5˗carbonitrile; 

5˗(5˗(((2˗hydroxy˗2˗(4˗methyl˗1˗oxo˗1,3˗dihydroisobenzofuran˗5˗yl)ethyl)amino)methyl

)pyridin˗2˗yl)˗3˗methylbenzo[d]oxazol˗2(3H)˗one; 

1˗(5˗(((2˗hydroxy˗2˗(4˗methyl˗1˗oxo˗1,3˗dihydroisobenzofuran˗5˗yl)ethyl)(methyl)amin

o)methyl)pyridin˗2˗yl)˗1H˗indole˗4˗carbonitrile; 

3˗fluoro˗4'˗(((2˗hydroxy˗2˗(4˗methyl˗1˗oxo˗1,3˗dihydroisobenzofuran˗5˗yl)ethyl)(methyl

)amino)methyl)˗[1,1'˗biphenyl]˗4˗carbonitrile; 

1˗(4˗(((2˗hydroxy˗2˗(4˗methyl˗1˗oxo˗1,3˗dihydroisobenzofuran˗5˗yl)ethyl)(methyl)amin

o)methyl)phenyl)˗1H˗indole˗4˗carbonitrile; 

3˗fluoro˗4'˗((methyl((1˗oxo˗1,3˗dihydroisobenzofuran˗5˗yl)methyl)amino)methyl)˗[1,1'˗

biphenyl]˗4˗carbonitrile; 

1˗(4˗(((2˗hydroxy˗2˗(4˗methyl˗1˗oxo˗1,3˗dihydroisobenzofuran˗5˗yl)ethyl)(methyl)amin

o)methyl)phenyl)˗1H˗indole˗5˗carbonitrile; 

6˗(4˗(((2˗hydroxy˗2˗(4˗methyl˗1˗oxo˗1,3˗dihydroisobenzofuran˗5˗yl)ethyl)(methyl)amin

o)methyl)phenyl)˗4˗methylnicotinonitrile; 

1˗(4˗(((2˗hydroxy˗2˗(4˗methyl˗1˗oxo˗1,3˗dihydroisobenzofuran˗5˗yl)ethyl)(methyl)amin

o)methyl)phenyl)˗1H˗indole˗5˗carbonitrile; 

6˗(5˗(((2˗hydroxy˗2˗(4˗methyl˗1˗oxo˗1,3˗dihydroisobenzofuran˗5˗yl)ethyl)(methyl)amin
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o)methyl)˗1H˗indol˗1˗yl)˗4˗methylnicotinonitrile; 

N˗((4'˗cyano˗3'˗fluoro˗[1,1'˗biphenyl]˗4˗yl)methyl)˗N˗(2˗hydroxy˗2˗(4˗methyl˗1˗oxo˗1,3

˗dihydroisobenzofuran˗5˗yl)ethyl)acetamide; 

(R)-6-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-5-methoxy-1H-pyrazol-1-yl)-4-methylnicotinonitrile;   

(R)-6-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-5-oxo-2,5-dihydro-1H-pyrazol-1-yl)-4-methylnicotinonitrile; 

(R)-5-(4-(2-((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)propan-2-yl)-1H-pyrazol-1-yl)-3-methylbenzo[d]oxazol-2(3H)-one; 

N-(2-(1-(5-cyano-4-methylpyridin-2-yl)-1H-pyrazol-4-yl)ethyl)-2-(4-methyl-1-oxo-1,3-

dihydroisobenzofuran-5-yl)acetamide; 

(R)-N-(2-(((1-(5-cyano-4-methylpyridin-2-yl)-1H-pyrazol-4-yl)methyl)amino)-1-(4-

methyl-1-oxo-1,3-dihydroisobenzofuran-5-yl)ethyl)acetamide; 

(R)-6-(2-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)pyrimidin-5-yl)-4-methylnicotinonitrile;   

(R)-5-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1H-pyrazol-1-yl)pyrazine-2-carbonitrile; 

(R)-6-(5-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1-methyl-1H-1,2,4-triazol-3-yl)-4-methylnicotinonitrile; 

(R)-5-(1-hydroxy-2-((2-(4-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-yl)-1H-pyrazol-

1-yl)ethyl)amino)ethyl)-4-methylisobenzofuran-1(3H)-one; 

(R)-1-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-yl)-2-(((1-(3-methyl-2-oxo-2,3-

dihydrobenzo[d]oxazol-5-yl)-1H-pyrazol-4-yl)methyl)amino)ethyl D-valinate; 

(R)-1-(5-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)pyrimidin-2-yl)-1H-imidazole-4-carbonitrile; 

6-(4-(((2-(4-cyclopropyl-1-oxo-1,3-dihydroisobenzofuran-5-yl)2-

hydroxyethyl)amino)methyl)-1H-pyrazol-1-yl)-4-methylnicotinonitrile; 

(R)-5-(2-(((2-(3,5-dimethyl-4H-1,2,4-triazol-4-yl)pyrimidin-5-yl)methyl)amino)-1-

hydroxyethyl)-4-methylisobenzofuran-1(3H)-one; 

(R)-6-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1H-pyrazol-1-yl)-2-methoxynicotinonitrile; 



 
318 

(R)-2-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1H-pyrazol-1-yl)-5-methylisonicotinonitrile; 

(R)-2-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1H-pyrazol-1-yl)-4-methylpyrimidine-5-carbonitrile; 

(R)-6-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1H-imidazol-1-yl)-4-methoxynicotinonitrile;    

(R)-6-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-2-methyl-1H-imidazol-1-yl)-4-methoxynicotinonitrile; 

(R)-5-(1-hydroxy-2-(((6-(4-methyl-1H-imidazol-1-yl)pyridazin-3-

yl)methyl)amino)ethyl)-4-methylisobenzofuran-1(3H)-one; 

(R)-5-(1-hydroxy-2-(((1-(6-(methylsulfonyl)pyridin-3-yl)-1H-pyrazol-4-

yl)methyl)amino)ethyl)-4-methylisobenzofuran-1(3H)-one; 

((R)-6-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1H-indazol-1-yl)-4-methoxynicotinonitrile; 

(R)-6-(4-(((2-((2-hydroxyethyl)amino)-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1H-pyrazol-1-yl)-4-methylnicotinonitrile; 

(R)-6-(4-(((2-((2-methoxyethyl)amino)-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1H-pyrazol-1-yl)-4-methylnicotinonitrile; 

(R)-6-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-5-methyl-2H-1,2,3-triazol-2-yl)-4-methylnicotinonitrile; 

6-(4-(1-(((R)-2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)ethyl)-2H-1,2,3-triazol-2-yl)-4-methylnicotinonitrile;  

methyl (R)-(2-(((1-(5-cyano-4-methylpyridin-2-yl)-1H-pyrazol-4-yl)methyl)amino)-1-(4-

methyl-1-oxo-1,3-dihydroisobenzofuran-5-yl)ethyl)carbamate; 

(R)-N-(2-(((1-(5-cyano-4-methylpyridin-2-yl)-1H-pyrazol-4-yl)methyl)amino)-1-(4-

methyl-1-oxo-1,3-dihydroisobenzofuran-5-yl)ethyl)methanesulfonamide; 

(R)-N-(2-(((1-(5-cyano-4-methylpyridin-2-yl)-1H-pyrazol-4-yl)methyl)amino)-1-(4-

methyl-1-oxo-1,3-dihydroisobenzofuran-5-yl)ethyl)cyclopropanesulfonamide; 

(R)-N-(2-(((1-(5-cyano-4-methylpyridin-2-yl)-1H-pyrazol-4-yl)methyl)amino)-1-(4-

methyl-1-oxo-1,3-dihydroisobenzofuran-5-yl)ethyl)-2-hydroxyacetamide; 

(R)-4-methyl-6-(4-(((2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-yl)-2-
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(methylamino)ethyl)amino)methyl)-1H-pyrazol-1-yl)nicotinonitrile; 

(R)-N-(2-(((1-(5-cyano-4-methylpyridin-2-yl)-1H-pyrazol-4-yl)methyl)amino)-1-(4-

methyl-1-oxo-1,3-dihydroisobenzofuran-5-yl)ethyl)-N-methylmethanesulfonamide;  

(R)-6-(4-(((2-(1,1-dioxidoisothiazolidin-2-yl)-2-(4-methyl-1-oxo-1,3-

dihydroisobenzofuran-5-yl)ethyl)amino)methyl)-1H-pyrazol-1-yl)-4-

methylnicotinonitrile; 

(R)-6-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1H-1,2,3-triazol-1-yl)-2-methoxy-4-methylnicotinonitrile; 

(R)-6-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1H-imidazol-1-yl)-2,4-dimethylnicotinonitrile; 

(R)-6-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1H-1,2,3-triazol-1-yl)-2,4-dimethylnicotinonitrile; 

(R)-6-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1H-pyrazol-1-yl)-4-methoxy-2-methylnicotinonitrile; 

(R)-6-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1H-pyrazol-1-yl)-2,4-dimethylnicotinonitrile;  

(R)-6-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1H-pyrazol-1-yl)-2,4-dimethylnicotinonitrile; 

(R)-5-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1H-pyrazol-1-yl)-3-methylpicolinonitrile; 

(R)-6-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-3-methyl-1H-pyrazol-1-yl)-4-methylnicotinonitrile; 

(R)-5-(1-hydroxy-2-(((1-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-yl)-1H-pyrazol-4-

yl)methyl)amino)ethyl)-4-methylisobenzofuran-1(3H)-one; 

(R)-5-(1-hydroxy-2-(((4-methyl-6-(4-methyl-1H-imidazol-1-yl)pyridin-3-

yl)methyl)amino)ethyl)-4-methylisobenzofuran-1(3H)-one; 

(R)-5-(1-hydroxy-2-(((2-methyl-6-(4-methyl-1H-imidazol-1-yl)pyridin-3-

yl)methyl)amino)ethyl)-4-methylisobenzofuran-1(3H)-one;  

(R)-6-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1H-pyrazol-1-yl)-5-methylnicotinonitrile; 

(R)-5-(2-(((1-([1,2,4]triazolo[4,3-b]pyridazin-6-yl)-1H-pyrazol-4-yl)methyl)amino)-1-
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hydroxyethyl)-4-methylisobenzofuran-1(3H)-one; 

(R)-5-(1-hydroxy-2-(((1-(2-methoxypyridin-4-yl)-1H-pyrazol-4-yl)methyl)amino)ethyl)-

4-methylisobenzofuran-1(3H)-one; 

(R)-5-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1H-pyrazol-1-yl)-3-methylbenzo[d]oxazol-2(3H)-one;  

(R)-5'-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-4,6'-dimethoxy-[2,2'-bipyridine]-5-carbonitrile; 

(R)-5-(2-(((5-fluoro-6-(4-methyl-1H-imidazol-1-yl)pyridin-3-yl)methyl)amino)-1-

hydroxyethyl)-4-methylisobenzofuran-1(3H)-one; 

(R)-5-(6-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)(methyl)amino)methyl)pyridin-3-yl)-3-methylbenzo[d]oxazol-2(3H)-one; 

6-(4-((((R)-2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)((tetrahydrofuran-3-yl)methyl)amino)methyl)-1H-pyrazol-1-yl)-4-

methylnicotinonitrile; 

(R)-6-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1-methyl-1H-imidazol-2-yl)-4-methylnicotinonitrile; 

(R)-2-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1H-pyrazol-1-yl)-4,6-dimethylpyrimidine-5-carbonitrile; 

(R)-5-(2-(((2-(4,5-dimethyl-1H-imidazol-1-yl)pyrimidin-5-yl)methyl)amino)-1-

hydroxyethyl)-4-methylisobenzofuran-1(3H)-one; 

(R)-5-(1-hydroxy-2-(((4-methoxy-6-(4-methyl-1H-imidazol-1-yl)pyridin-3-

yl)methyl)amino)ethyl)-4-methylisobenzofuran-1(3H)-one; 

(R)-5-(2-(((2-(5-(difluoromethyl)-4-methyl-1H-imidazol-1-yl)pyrimidin-5-

yl)methyl)amino)-1-hydroxyethyl)-4-methylisobenzofuran-1(3H)-one; 

6-(4-(((1-hydroxy-1-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-yl)propan-2-

yl)amino)methyl)-1H-1,2,3-triazol-1-yl)-4-methoxynicotinonitrile; 

(R)-1-(5-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)pyridin-2-yl)-4-methyl-1H-pyrazole-3-carbonitrile; 

(R)-6-(3-(difluoromethyl)-4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-

5-yl)ethyl)amino)methyl)-1H-pyrazol-1-yl)-4-methylnicotinonitrile; 

(R)-1-(5-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-



 
321 

yl)ethyl)amino)methyl)pyrimidin-2-yl)-4-methyl-1H-pyrazole-3-carbonitrile; 

(R)-5-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-3-(trifluoromethyl)-1H-pyrazol-1-yl)-3-

methylbenzo[d]oxazol-2(3H)-one; 

(R)-5-(1-hydroxy-2-(((2-(4-(trifluoromethyl)-1H-imidazol-1-yl)pyrimidin-5-

yl)methyl)amino)ethyl)-4-methylisobenzofuran-1(3H)-one; 

(R)-6-(3-cyclopropyl-4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1H-pyrazol-1-yl)-4-methylnicotinonitrile; 

ethyl (R)-1-(5-cyano-4-methylpyridin-2-yl)-4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-

dihydroisobenzofuran-5-yl)ethyl)amino)methyl)-1H-pyrazole-3-carboxylate; 

(R)-5-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-4'-methyl-2-oxo-2H-[1,2'-bipyridine]-5'-carbonitrile; 

(R)-5-(3-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1-methyl-1H-pyrazol-5-yl)-3-methylbenzo[d]oxazol-2(3H)-

one; 

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

methylisobenzofuran-1(3H)-one; 

(R)-5-(5-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1-methyl-1H-pyrazol-3-yl)-3-methylbenzo[d]oxazol-2(3H)-

one; 

(R)-3-ethyl-1-(5-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)pyridin-2-yl)-1H-pyrazole-4-carbonitrile; 

(R)-1-(5-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)pyridin-2-yl)-3-methoxy-1H-pyrazole-4-carbonitrile; 

(R)-1-(5-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)pyrimidin-2-yl)-3-methyl-1H-pyrazole-4-carbonitrile; 

(R)-5-(1-hydroxy-2-(((2-(4-methyl-1H-imidazol-1-yl)pyrimidin-5-

yl)methyl)amino)ethyl)-4-methylisobenzofuran-1(3H)-one; 

(R)-7-fluoro-5-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1H-pyrazol-1-yl)-3-methylbenzo[d]oxazol-2(3H)-one 

carbonitrile; 
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(R)-5-(1-hydroxy-2-(((6-(4-methyl-1H-imidazol-1-yl)pyridin-3-yl)methyl)amino)ethyl)-

4-methylisobenzofuran-1(3H)-one; 

(R)-5-(2-(((6-(1H-imidazol-1-yl)pyridin-3-yl)methyl)amino)-1-hydroxyethyl)-4-

methylisobenzofuran-1(3H)-one; 

(R)-1-(5-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)pyrimidin-2-yl)-3-(trifluoromethyl)-1H-pyrazole-4-

carbonitrile; 

(R)-5-(1-hydroxy-2-(((6-(2-methylthiazol-5-yl)pyridin-3-yl)methyl)amino)ethyl)-4-

methylisobenzofuran-1(3H)-one; 

(R)-5-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-di Hydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1H-pyrazol-1-yl)-7-methoxy-3-methylbenzo[d]oxazol-2(3H)-

one; 

(R)-1-(5-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)pyrimidin-2-yl)-3-methoxy-1H-pyrazole-4-carbonitrile; 

(R)-3-ethyl-1-(5-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)pyrimidin-2-yl)-1H-pyrazole-4-carbonitrile; 

(R)-3-(difluoromethyl)-1-(5-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-

5-yl)ethyl)amino)methyl)pyrimidin-2-yl)-1H-pyrazole-4-carbonitrile; 

(R)-3-cyclopropyl-1-(5-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)pyridin-2-yl)-1H-pyrazole-4-carbonitrile; 

(R)-3-cyclopropyl-1-(5-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)pyrimidin-2-yl)-1H-pyrazole-4-carbonitrile; 

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

yl)methyl)amino)ethyl)-4-methylisobenzofuran-1(3H)-one; 

(R)-6-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1H-pyrazol-1-yl)-4-(pyrrolidin-1-yl)nicotinonitrile; 

(R)-5-(5-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)pyridin-3-yl)-3-methylbenzo[d]oxazol-2(3H)-one; 

(R)-5-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1H-pyrazol-1-yl)benzo[d]oxazol-2(3H)-one; 

(R)-6-(5-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-
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yl)ethyl)amino)methyl)pyridin-2-yl)-2-methylpyridazin-3(2H)-one; 

(R)-5-(1-hydroxy-2-(((2-(3-methyl-1H-1,2,4-triazol-1-yl)pyrimidin-5-

yl)methyl)amino)ethyl)-4-methylisobenzofuran-1(3H)-one; 

(R)-5-(1-hydroxy-2-(((6-(1-methyl-1H-pyrazol-4-yl)pyridin-3-yl)methyl)amino)ethyl)-4-

methylisobenzofuran-1(3H)-one; 

(R)-3-ethyl-5-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1H-pyrazol-1-yl)benzo[d]oxazol-2(3H)-one; 

(R)-5-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1H-imidazol-2-yl)-3-methylbenzo[d]oxazol-2(3H)-one; 

(R)-5-(1-hydroxy-2-(((6-(5-methyl-2H-tetrazol-2-yl)pyridin-3-yl)methyl)amino)ethyl)-4-

methylisobenzofuran-1(3H)-one; 

(R)-6-(5-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)thiazol-2-yl)-4-methylnicotinonitrile; 

(R)-6-(5-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)thiazol-2-yl)-4-methoxynicotinonitrile; 

(R)-5'-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-4-methoxy-[2,2'-bipyridine]-5-carbonitrile; 

(R)-1-(5-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)pyridin-2-yl)-1H-imidazole-4-carbonitrile; 

(R)-1-(5-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)pyridin-2-yl)-1H-1,2,4-triazole-3-carbonitrile; 

(R)-5-(6-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)pyridin-2-yl)-3-methylbenzo[d]oxazol-2(3H)-one; 

(R)-6-(5-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)pyrimidin-2-yl)-4-methoxynicotinonitrile; 

(R)-5-(5-((ethyl(2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)pyridin-2-yl)-3-methylbenzo[d]oxazol-2(3H)-one; 

(R)-N-(2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-yl)ethyl)-2-(3-methyl-

2-oxo-2,3-dihydrobenzo[d]oxazol-5-yl)thiazole-5-carboxamide;   

(R)-6-(5-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)isoxazol-3-yl)-4-methoxynicotinonitrile; 
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(R)-6-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1H-1,2,3-triazol-1-yl)-4-methoxynicotinonitrile; 

(R)-5-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1H-1,2,3-triazol-1-yl)-3-methylbenzo[d]oxazol-2(3H)-one; 

(R)-6-(5-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)isoxazol-3-yl)-4-methylnicotinonitrile; 

(R)-5-(1-hydroxy-2-(((5-(4-methyl-1H-imidazol-1-yl)pyrazin-2-yl)methyl)amino)ethyl)-

4-methylisobenzofuran-1(3H)-one; 

(R)-N-(2-(((1-(5-cyano-4-methylpyridin-2-yl)-1H-pyrazol-4-yl)methyl)amino)-1-(4-

methyl-1-oxo-1,3-dihydroisobenzofuran-5-yl)ethyl)cyclopropanecarboxamide; 

(R)-3-(2-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1H-pyrazol-1-yl)pyridin-4-yl)oxazolidin-2-one; 

(R)-2-(((1-(5-cyano-4-methylpyridin-2-yl)-1H-pyrazol-4-yl)methyl)amino)-1-(4-methyl-

1-oxo-1,3-dihydroisobenzofuran-5-yl)ethyl methylcarbamate; 

(R)-5-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1H-pyrazol-1-yl)-3-methyloxazolo[4,5-b]pyridin-2(3H)-one; 

(R)-6-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1H-pyrazol-1-yl)-4-(methylamino)nicotinonitrile; 

(R)-6-(4-(((2-methoxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1H-pyrazol-1-yl)-4-methylnicotinonitrile; 

(R)-4-cyclopropyl-6-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1H-pyrazol-1-yl)nicotinonitrile; 

(R)-5-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1H-imidazol-1-yl)-3,4-dimethylbenzo[d]oxazol-2(3H)-one; 

(R)-6-(4-(((2-hydroxy-2-(4-methoxy-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1H-pyrazol-1-yl)-4-methoxynicotinonitrile; 

(R)-1-(5-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)pyridin-2-yl)-1H-pyrazole-3-carbonitrile; 

(R)-4-ethoxy-6-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1H-pyrazol-1-yl)nicotinonitrile; 

(R)-5-(2-(((2-(2-cyclopropyl-4-methyl-1H-imidazol-1-yl)pyrimidin-5-yl)methyl)amino)-
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1-hydroxyethyl)-4-methylisobenzofuran-1(3H)-one; 

(R)-1-(5-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)pyridin-2-yl)-1H-pyrazole-4-carboxamide; 

(R)-4-ethoxy-6-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-2H-1,2,3-triazol-2-yl)nicotinonitrile; 

(R)-4-ethoxy-6-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1H-1,2,3-triazol-1-yl)nicotinonitrile; 

(R)-6-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1H-pyrazol-1-yl)-4-isopropoxynicotinonitrile; 

(R)-3-(3-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1H-pyrazol-1-yl)phenyl)oxazolidin-2-one; 

(R)-6-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-3-methyl-2-oxo-2,3-dihydro-1H-imidazol-1-yl)-4-

methylnicotinonitrile; 

(R)-4-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1H-pyrazol-1-yl)benzonitrile; 

(R)-3-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1H-pyrazol-1-yl)benzonitrile; 

(R)-5-(5-(((cyclopropylmethyl)(2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-

5-yl)ethyl)amino)methyl)pyridin-2-yl)-3-methylbenzo[d]oxazol-2(3H)-one; 

(R)-5-(5-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-yl)ethyl)(4,4,4-

trifluorobutyl)amino)methyl)pyridin-2-yl)-3-methylbenzo[d]oxazol-2(3H)-one; 

(R)-5-(2-(((1-(2,6-dimethylpyridin-4-yl)-1H-pyrazol-4-yl)methyl)amino)-1-

hydroxyethyl)-4-methylisobenzofuran-1(3H)-one; 

(R)-5-(1-hydroxy-2-(((1-(pyrazin-2-yl)-1H-pyrazol-4-yl)methyl)amino)ethyl)-4-

methylisobenzofuran-1(3H)-one; 

(R)-5-(1-hydroxy-2-(((1-(1-methyl-1H-pyrrolo[2,3-b]pyridin-4-yl)-1H-pyrazol-4-

yl)methyl)amino)ethyl)-4-methylisobenzofuran-1(3H)-one; 

(R)-6-(4-(((2-fluoro-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1H-pyrazol-1-yl)-4-methylnicotinonitrile; 

(R)-6-(3-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-
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yl)ethyl)amino)methyl)-1H-pyrrolo[3,2-b]pyridin-1-yl)-4-methylnicotinonitrile; 

(R)-6-(3-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1H-pyrrolo[2,3-b]pyridin-1-yl)-4-methylnicotinonitrile; 

6-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)propyl)amino)methyl)-1H-pyrazol-1-yl)-4-methylnicotinonitrile; 

(R)-3-(6-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1H-pyrazol-1-yl)pyridin-3-yl)-4-methyl-1,2,4-oxadiazol-

5(4H)-one; 

6-(4-(((2-(3,4-dimethyl-1-oxo-1,3-dihydroisobenzofuran-5-yl)-2-

hydroxyethyl)amino)methyl)-1H-pyrazol-1-yl)-4-methylnicotinonitrile; 

(R)-6-(4-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1H-pyrazol-1-yl)-4-methoxynicotinonitrile; 

(R)-6-(4-(((2-(dimethylamino)-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)-1H-pyrazol-1-yl)-4-methylnicotinonitrile; 

(R)-3-(difluoromethoxy)-1-(5-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-

dihydroisobenzofuran-5-yl)ethyl)amino)methyl)pyridin-2-yl)-1H-pyrazole-4-

carbonitrile; 

6-(4-(((1-hydroxy-1-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-yl)propan-2-

yl)amino)methyl)-1H-pyrazol-1-yl)-4-methylnicotinonitrile; 

((R)-1-(5-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)pyridin-2-yl)-1H-pyrazole-4-carbonitrile; and 

(R)-1-(5-(((2-hydroxy-2-(4-methyl-1-oxo-1,3-dihydroisobenzofuran-5-

yl)ethyl)amino)methyl)pyridin-2-yl)-3-methyl-1H-pyrazole-4-carbonitrile.   

 

11. A compound selected from 

  5-[5-[[[2-hydroxy-2-(3-methyl-2-oxo-1,3-benzoxazol-5-yl)ethyl]-methyl-

amino]methyl]-2-pyridyl]-3-methyl-1,3-benzoxazol-2-one; and 

  2˗fluoro˗4˗(5˗(((2˗hydroxy˗2˗(3˗methyl˗2˗oxo˗2,3˗dihydrobenzo[d]oxa 

zol˗5˗yl)ethyl)(methyl)amino)methyl)pyridin˗2˗yl)benzonitrile; 

 or a salt thereof. 
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12.   A pharmaceutical composition comprising one or more compounds according to 

claims 1 to 11, or a salt thereof; and a pharmaceutically acceptable carrier or 

diluent. 

 

13.   A compound according to claims 1˗11 for use in therapy in treating of 

cardiovascular disease.  

 

14.   The compound according to claim 13, wherein said disease is selected from 

hypertension, coronary heart disease, stroke, heart failure, systolic heart failure, 

diastolic heart failure, diabetic heart failure, acute˗decompensated heart failure, 

post˗operative volume overload, idiopathic edema, pulmonary hypertension, 

pulmonary arterial hypertension, cardiac insufficiency, nephrotic syndrome, and 

acute kidney insufficiency. 

 

15.   Use of a compound according to any one of claims 1˗11 in the manufacture of a 

medicament for the treatment of cardiovascular disease. 

 

16.   A compound according to any one of claims 1˗11 for use in prophylaxis and/or 

treatment of diuresis or natriuresis. 

 

17.   Use of compound according to any one of claims 1˗11 in the manufacture of a 

medicament for the prophylaxis and/or treatment of diuresis or natriuresis. 

 

 


