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diabetic nephropathy, sepsis, pulmonary hypertension, acute lung disorder, acute respiratory distress 

syndrome (ARDS) heart failure, stroke, malignant tumor , and muscular dystrophy. There remains a need 

for agents that exploit different mechanisms of action and may have better outcomes in terms of relief of 

symptoms, safety, and patient mortality, both short-term and long-term.   

SUMMARY  5 

The present disclosure provides compounds which inhibit TRPC proteins, and more specifically 

inhibit TRPC6 proteins.  The present disclosure provides, in one example, benzimidazole compounds 

which inhibit TRPC6 activity.  Inhibition of TRPC6 activity may be particularly desirable in the 

treatment or prevention of a variety of diseases including nephrotic syndrome, focal segmental 

glomerulosclerosis, membranous nephropathy, diabetic nephropathy, heart failure, stroke, acute lung 10 

injury, acute respiratory distress syndrome (ARDS) and acute renal failure. 

In one aspect, the present disclosure refers to a compound or pharmaceutically acceptable salt 

thereof, according to Formula I:  

 (I) 

Wherein  15 

p is 0 or 1; 

when p is 0, then R1 is hydrogen, C1-C6alkyl, halogen or hydroxy; R2 is amino or aminoC1-

C4alkyl; R3 is hydrogen; and R4 is C1-C6alkyl or phenyl; or  

when p is 0, then R1 and R3, taken in combination, form a fused C3-C6cycloalkyl ring or a fused 4 

to 6 member heterocycle ring having 1 or 2 ring heteroatoms independently selected from N, O or S, 20 

which cycloalkyl or heterocycle is optionally substituted with amino; R2 is hydrogen, C1-C6alkyl or 

aminoC1-C4alkyl; and R4 is hydrogen; or 

when p is 1, then R1 is NHR1a; R1a is hydrogen, C1-C4alkyl, C3-C7cycloalkyl, hydroxyC1-

C4alkyl,or 4 to 6 member heterocycloalkyl having one ring heteroatom selected from N, O or S; R2 is 

hydrogen, C1-C4alkyl, hydroxyC1-C4alkyl or C(O)NH2;  R3 is halogen, C1-C4alkyl, C1-C4alkoxy or 25 

hydroxy; and R4 is hydrogen, C1-C4alkyl or halogen; or  

when p is 0 or 1, then CR1R2, taken in combination, form a spirocyclic 4 to 6 member 

heterocycloalkyl; R3 is hydrogen, halogen, C1-C4alkyl, C1-C4alkoxy, or hydroxy; and R4 is hydrogen or 

halogen; or  
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when p is 1, then R1 and R3, taken in combination, form a fused 4 to 6 member heterocycle or a 

fused 3 to 7 member carbocycle, which heterocycle comprises a ring nitrogen atom and optionally 0 or 1 

additional ring heteroatoms selected from N, O and S, and which carbocycle is substituted with amino; 

and R2 is hydrogen; and R4 is hydrogen, halogen or hydroxy;  

R5 represents 1 or 2 substituents independently selected from hydrogen, halogen, hydroxy, amino, 5 

C1-C6alkyl or C1-C6alkoxy; 

R6 is (CR7R8)-A; or  

R6 is a 4 to 7 member lactam which is optionally substituted with one or two substituents 

independently selected from the group consisting of hydroxy, C1-C6alkyl, C2-C6alkenyl, C2-C6alkynyl, C3-

C6cycloalkyl, haloC1-C6alkyl, C1-C6alkoxy, haloC1-C6alkoxy, hydroxyC1-C6alkyl, C1-C6alkoxyC1-C6alkyl, 10 

phenyl, 4 to 7 member heterocycle having 1 ring atoms selected from N, O or S and 0 or 1 additional ring 

N atoms or 5 or 6 member heteroaryl having one ring heteroatom selected from N, O or S and 0 or 1 

additional ring nitrogen atom, wherein the heteroaryl, heterocycle or phenyl group is optionally 

substituted with 0, 1 or 2 C1-C6alkyl or halogen; or  

R6 is a partially unsaturated 9 or 10 member bicyclic carbocycle, which is optionally substituted 15 

with 1 or 2 substituents independently selected from halogen, cyano, C1-C6alkyl, C2-C6alkenyl, C2-

C6alkynyl, haloC1-C6alkyl, C1-C6alkoxy, haloC1-C6alkoxy, C(O)NH2 and C(O)NHC1-C6alkyl; 

A is 5 or 6 member heteroaryl, which heteroaryl comprises one ring heteroatom selected from N, 

O or S and 0, 1 or 2 additional ring nitrogen atoms, which heteroaryl is optionally substituted with 0, 1, 2, 

3 or 4 groups independently selected from halogen, cyano, C1-C6alkyl, C2-C6alkenyl, C2-C6alkynyl, C3-20 

C6cycloalkyl, haloC1-C6alkyl, C1-C6alkoxy, haloC1-C6alkoxy, C(O)N(RA)2, S(O)2C1-C6alkyl, phenyl or 5 

or 6 member heteroaryl having one ring heteroatom selected from N, O or S and 0, 1 or 2 additional ring 

nitrogen atoms, wherein the optional heteroaryl or phenyl substituent is further substituted with 0, 1 or 2 

C1-C6alkyl; or  

A is phenyl substituted with 1, 2 or 3 substituents independently selected from halogen, C1-25 

C6alkyl, C2-C6alkenyl, C2-C6alkynyl, haloC1-C6alkyl, cyanoC1-C6alkyl, C1-C6alkoxy, haloC1-C6alkoxy, 

cyanoC1-C6 alkoxy, S(O)qC1-C6alkyl, S(O)2NH2, S(O)2NHC1-C6alkyl, S(O)2N(C1-C6alkyl)2, C(O)NH2, 

C(O)NHC1-C6alkyl, C(O)N(C1-C6alkyl)2, hydroxy, cyano, or 5 or 6 member heteroaryl having one ring 

heteroatom selected from N, O or S and 0, 1 or 2 additional ring nitrogen atoms which heteroaryl is 

further substituted with 0, 1 or 2 C1-C6alkyl; or 30 

A is C(O)OR9 or C(O)NR9R10; or 

A is optionally substituted 9 or 10 member aromatic or partially unsaturated bicyclyl having 0, 1 

or 2 ring nitrogen atoms and 0 or 1 additional ring heteroatoms selected from N, O or S, which bicyclyl is 

substituted with 0, 1 or 2 substituents independently selected from the group consisting of halogen, cyano, 
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C1-C6alkyl, C2-C6alkenyl, C2-C6alkynyl, haloC1-C6alkyl, C1-C6alkoxy, haloC1-C6alkoxy, 

C(O)NH2, C(O)OH or C(O)NHC1-C6alkyl; 

RA is independently selected at each occurrence from hydrogen or C1-C4alkyl; or 

N(RA)2, taken in combination, forms a 4 to 7 member azacycle which is optionally substituted 

with 0, 1, or 2 C1-C4alkyl; 5 

R7 is hydrogen, C1-C4alkyl or amino; 

R8 is hydrogen or C1-C4alkyl; or  

CR7R8, taken in combination form a 3 to 6 member cycloalkandiyl group; 

R9 is hydrogen, C1-C6alkyl, C3-C6cycloalkyl, hydroxyC1-C6alkyl, C1-C4alkoxyC1-C6alkyl, haloC1-

C6alkyl, cyano C1-C6alkyl or (CH2)rR9A wherein r is 0 or 1 and R9A is phenyl, 4 to 7 member heterocycle 10 

having one ring heteroatoms selected from N, O or S, which ring sulfur may be optionally oxidized, and 0 

or 1 additional ring N atoms or 5 or 6 member heteroaryl having one ring heteroatom selected from N, O 

or S and 0, 1, or 2 additional ring N atoms, which phenyl, heterocycle or heteroaryl is optionally 

substituted with 0, 1 or 2 halogen, C1-C4alkyl or C(O)C1-C4alkyl; 

R10 is hydrogen, C1-C6alkyl, C2-C6alkenyl, C2-C6alkynyl, halo C1-C6alkyl, C3-C7cycloalkyl or 15 

saturated, partially unsaturated or aromatic 5 or 6 member heterocycle having 1 or 2 ring heteroatoms 

independently selected from N, O and S, which sulfur is optionally oxidized, and which heterocycle is 

optionally substituted with 1 or 2 substituents independently selected from C1-C6alkyl and halogen, which 

heterocycle has 1 or 2 ring hetero atoms selected from N, O or S, which sulfur may be optionally 

oxidized, and wherein each alkyl or cycloalkyl is optionally substituted with cyano, halogen, hydroxy, C1-20 

C6alkoxy, S(O)qC1-C6alkyl, 4 to 6 member heterocycle having 1 or 2 ring heteroatoms selected from N, O 

or S or 5 or 6 member heteroaryl having 1 ring heteroatom selected from N, O or S and 0, 1 or 2 

additional ring nitrogen atoms and where each heterocycle or heteroaryl is optionally substituted with 0, 1, 

or 2 C1-C4alkyl; or 

NR9R10, taken in combination, form a monocyclic or bicyclic 4 to 10 member saturated or 25 

partially unsaturated heterocycle having one or two ring nitrogen atoms and 0 or 1 additional ring 

heteroatom selected from N, O or S, which ring sulfur may be optionally oxidized, which heterocycle is 

optionally substituted with 0, 1 or 2 substitutents selected from halogen, oxo, hydroxy, cyano, C1-C6alkyl, 

C3-C6cycloalkyl, haloC1-C6alkyl, hydroxyC1-C6alkyl, cyanoC1-C6alkyl, C1-C6alkoxy, haloC1-C6alkoxy, 

C1-C6alkoxyC1-C4alkyl, S(O)qC1-C6alkyl, C1-C6alkylS(O)qC1-C6alkyl CO2H, C(O)C1-C6alkyl, C(O)OC1-30 

C6alkyl, C(O)C3-C6cycloalkyl, N(R15)C(O)C1-C6alkyl or C(O)N(R15)2, phenyl, 4 to 6 member heterocycle 

having 1 or 2 ring heteroatoms selected from N, O or S or a 5 or 6 member heteroaryl having 1 ring 

heteroatom selected from N, O or S and 0, 1 or 2 additional ring nitrogen atoms and where each 

heterocycle or heteroaryl is optionally substituted with 0, 1, or 2 C1-C4alkyl;  

q is 0, 1 or 2; 35 

Z1 is N or CR11;
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Z2 is N or CR12; 

Z3 is N or CR13; 

Z4 is N or CR14,  

Z5 and Z6 are each independently N or C; 

 wherein 0, 1 or 2 of Z1, Z2, Z3, Z4, Z5 and Z6 are N; 5 

each of R11, R12, R13 and R14 is independently selected from the group consisting of hydrogen, 

halogen, C1-C6alkyl, C2-C6alkenyl, C2-C6alkynyl, C1-C6alkoxy, haloC1-C6alkyl, haloC1-C6alkoxy, C3-

C7cycloalkyl, cyano, SO2C1-C6alkyl, phenyl, and saturated, partially unsaturated or aromatic 5 or 6 

member heterocycle having 1 or 2 ring heteroatoms independently selected from N, O and S, which 

heterocycle is optionally substituted with 1 or 2 substituents independently selected from C1-C6alkyl 10 

andhalogen; and 

R15 is selected at each occurrence from hydrogen or C1-C4alkyl, or N(R15)2, taken in combination, 

form a 4 to 7 member azacycle optionally substituted with 0, 1 or 2 C1-C4alkyl; with the proviso that 

compounds of Formula I do not include 1- [7-fluoro-6-methoxy-1-[[2-(trifluoromethyl)phenyl]methyl]-

1H-benzimidazol-2-yl]-3-piperidinamine. 15 

In another aspect, the present disclosure refers to a compound or pharmaceutically acceptable salt thereof, 

according to Formula I:  

 (I) 

Wherein  

p is 0 or 1; 20 

when p is 0, then R1 is hydrogen, C1-C6alkyl, halogen or hydroxy; R2 is amino or aminoC1-

C4alkyl; R3 is hydrogen; and R4 is C1-C6alkyl or phenyl; or  

when p is 0, then R1 and R3, taken in combination, form a fused C3-C6cycloalkyl ring or a fused 4 

to 6 member heterocycle ring having 1 or 2 ring heteroatoms independently selected from N, O or S, 

which cycloalkyl or heterocycle is optionally substituted with amino; R2 is hydrogen, C1-C6alkyl or 25 

aminoC1-C4alkyl; and R4 is hydrogen; or 

when p is 1, then R1 is NHR1a; R1a is hydrogen, C1-C4alkyl, C3-C7cycloalkyl, hydroxyC1-

C4alkyl,or 4 to 6 member heterocycloalkyl having one ring heteroatom selected from N, O or S; R2 is 

hydrogen, C1-C4alkyl, hydroxyC1-C4alkyl or C(O)NH2;  R3 is halogen, C1-C4alkyl, C1-C4alkoxy or 

hydroxy; and R4 is hydrogen, C1-C4alkyl or halogen; or 30 
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when p is 0 or 1, then C(NHR1a)R2, taken in combination, form a spirocyclic 4 to 6 member 

heterocycloalkyl; R3 is hydrogen, halogen C1-C4alkyl, C1-C4alkoxy, or hydroxy; and R4 is hydrogen or 

halogen; or  

when p is 1, then R1 and R3, taken in combination, form a fused 4 to 6 member heterocycle or a 

fused 3 to 7 member carbocycle, which heterocycle comprises a ring nitrogen atom and optionally 0 or 1 5 

additional ring heteroatoms selected from N, O and S, and which carbocycle is substituted with amino; 

and R2 is hydrogen; and R4 is hydrogen, halogen or hydroxy;  

R5 represents 1 or 2 substituents independently selected from hydrogen, halogen, hydroxy, amino, 

C1-C6alkyl or C1-C6alkoxy; 

R6 is (CR7R8)-A; or  10 

R6 is a 4 to 7 member lactam which is optionally substituted with one or two substituents 

independently selected from the group consisting of hydroxy, C1-C6alkyl, C2-C6alkenyl, C2-C6alkynyl, 

haloC1-C6alkyl, C1-C6alkoxy, haloC1-C6alkoxy, hydroxyC1-C6alkyl, C1-C6alkoxyC1-C6alkyl, phenyl or 5 

or 6 member heteroaryl having one ring heteroatom selected from N, O or S and 0 or 1 additional ring 

nitrogen atom, wherein the heteroaryl or phenyl group is optionally substituted with 0, 1 or 2 C1-C6alkyl 15 

or halogen; or  

R6 is a partially unsaturated 9 or 10 member bicyclic carbocycle, which is optionally substituted 

with 1 or 2 substituents independently selected from  halogen, cyano, C1-C6alkyl, C2-C6alkenyl, C2-

C6alkynyl, haloC1-C6alkyl, C1-C6alkoxy, haloC1-C6alkoxy, C(O)NH2 and C(O)NHC1-C6alkyl; 

A is 5 or 6 member heteroaryl, which heteroaryl comprises one ring heteroatom selected from N, 20 

O or S and 0, 1 or 2 additional ring nitrogen atoms, which heteroaryl is optionally substituted with 0, 1, 2, 

3 or 4 groups independently selected from halogen, cyano, C1-C6alkyl, C2-C6alkenyl, C2-C6alkynyl, 

haloC1-C6alkyl, C1-C6alkoxy, haloC1-C6alkoxy, C(O)NH2, C(O)NHC1-C6alkyl, phenyl or 5 or 6 member 

heteroaryl having one ring heteroatom selected from N, O or S and 0, 1 or 2 additional ring nitrogen 

atoms, wherein the optional heteroaryl or phenyl substituent is further substituted with 0, 1 or 2 C1-25 

C6alkyl; or  

A is phenyl substituted with 1, 2 or 3 substituents independently selected from halogen, C1-

C6alkyl, C2-C6alkenyl, C2-C6alkynyl, haloC1-C6alkyl, cyanoC1-C6alkyl, C1-C6alkoxy, haloC1-C6alkoxy, 

cyanoC1-C6 alkoxy, S(O)qC1-C6alkyl, S(O)2NH2, S(O)2NHC1-C6alkyl, S(O)2N(C1-C6alkyl)2, C(O)NH2, 

C(O)NHC1-C6alkyl, C(O)N(C1-C6alkyl)2, hydroxy, cyano, or 5 or 6 member heteroaryl having one ring 30 

heteroatom selected from N, O or S and 0, 1 or 2 additional ring nitrogen atoms which  heteroaryl is 

further substituted with 0, 1 or 2 C1-C6alkyl; or 

A is C(O)OR9 or C(O)NR9R10; or 

A is optionally substituted 9 or 10 member aromatic or partially unsaturated bicyclyl having 0, 1 

or 2 ring nitrogen atoms and 0 or 1 additional ring heteroatoms selected from N, O or S, which bicyclyl is 35 

substituted with 0, 1 or 2 substituents independently selected from the group consisting of halogen, cyano, 
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C1-C6alkyl, C2-C6alkenyl, C2-C6alkynyl, haloC1-C6alkyl, C1-C6alkoxy, haloC1-C6alkoxy, C(O)NH2, 

C(O)OH or C(O)NHC1-C6alkyl; 

R7 is hydrogen, C1-C4alkyl or amino; 

R8 is hydrogen or C1-C4alkyl; or  

CR7R8, taken in combination form a 3 to 6 member cycloalkandiyl group; 5 

R9 is hydrogen, C1-C6alkyl, hydroxyC1-C6alkyl, haloC1-C6alkyl or cyano C1-C6alkyl; 

R10 is hydrogen, C1-C6alkyl, C2-C6alkenyl, C2-C6alkynyl, halo C1-C6alkyl, C3-C7cycloalkyl or 4 to 

7 member heterocycle, which heterocycle has 1 or 2 ring hetero atoms selected from N, O or S, which 

sulfur may be optionally oxidized, and wherein each alkyl or cycloalkyl is optionally substituted with 

cyano, halogen, hydroxy, C1-C6alkoxy, S(O)qC1-C6alkyl, 4 to 6 member heterocycle having 1 or 2 ring 10 

heteroatoms selected from N, O or S or 5 or 6 member heteroaryl having 1 ring heteroatom selected from 

N, O or S and 0, 1 or 2 additional ring nitrogen atoms; or 

NR9R10, taken in combination, form a monocyclic or bicyclic 4 to 9 member heterocycle having 

one ring nitrogen atom and 0 or 1 additional ring heteroatom selected from N, O or S, which ring sulfur 

may be optionally oxidized, which heterocycle is optionally substituted with 0, 1 or 2 substitutents 15 

selected from halogen, oxo, hydroxy, cyano, C1-C6alkyl, halo C1-C6alkyl, hydroxyC1-C6alkyl, C1-

C6alkoxy, S(O)qC1-C6alkyl, CO2H, C(O)C1-C6alkyl, or C(O)NH2;  

q is 0, 1 or 2; 

Z1 is N or CR11; 

Z2 is N or CR12; 20 

Z3 is N or CR13; 

Z4 is N or CR14,  

Z5 and Z6 are each independently N or C; 

 wherein 0, 1 or 2 of Z1, Z2, Z3, Z4, Z5 and Z6 are N; 

each of R11, R12, R13 and R14 is independently selected from the group consisting of hydrogen, 25 

halogen, C1-C6alkyl, C2-C6alkenyl, C2-C6alkynyl, C1-C6alkoxy, haloC1-C6alkyl, haloC1-C6alkoxy, C3-

C7cycloalkyl, cyano, SO2C1-C6alkyl, phenyl, and saturated, partially unsaturated or aromatic 5 or 6 

member heterocycle having 1 or 2 ring heteroatoms independently selected from N, O and S, which 

heterocycle is optionally substituted with 1 or 2 substituents independently selected from C1-C6alkyl and     

halogen; and with the proviso that compounds of Formula I do not include 1- [7-fluoro-6-methoxy-1-[[2-30 

(trifluoromethyl)phenyl]methyl]-1H-benzimidazol-2-yl]-3-piperidinamine. 

In another aspect, the present disclosure refers to a compound of Formula III:  



 
 

3e 

 (III) 

Wherein  

X1 is CR16 or N; 

X2 is CR17 or N; 

X3 is CR18 or N; 5 

Z4 is N or CR14; 

R1 is NHR1a;  

R1a is hydrogen or C1-C4alkyl;  

R2 is hydrogen or C1-C4alkyl;   

R3 is hydrogen or halogen;  10 

R4 is hydrogen or halogen; 

R7 is hydrogen, methyl or ethyl; 

R11 is hydrogen, halogen, cyano or C1-C4alkyl; 

R12 and R13 are each independently selected from the group consisting of hydrogen, halogen, 

cyano, C1-C4alkyl, haloC1-C4alkyl, C1-C4alkoxy, or haloC1-C4alkoxy; 15 

R14 is hydrogen, halogen, cyano or C1-C4alkyl; 

R15 is hydrogen, halogen, cyano, C1-C4alkyl, C1-C4alkoxy, haloC1-C4alkyl, haloC1-C4alkoxy, 

C(O)NH2, C(O)NH(C1-C4alkyl) or 5 member heteroaryl having one ring heteroatom selected from N, O or 

S and 0, 1 or 2 additional ring nitrogen atoms; 

R16 is hydrogen, halogen, cyano, C1-C4alkyl, C1-C4alkoxy, haloC1-C4alkyl or haloC1-C4alkoxy; 20 

R17 is hydrogen or halogen; and  

R18 is hydrogen, halogen, cyano, C1-C4alkyl, C1-C4alkoxy, haloC1-C4alkyl or haloC1-C4alkoxy, 

wherein at least one of R15, R16, R17 or R18 is not hydrogen. 

In another aspect, the present disclosure refers to a compound of Formula VI:  

 25 
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   (VI) 

Wherein  

R1a is hydrogen or C1-C4alkyl;  

R3 is hydrogen or halogen;  

R4 is hydrogen or halogen; 5 

R7 is hydrogen, methyl or ethyl; 

R11 is hydrogen, halogen, cyano or C1-C4alkyl; 

R12 and R13 are each independently selected from the group consisting of hydrogen, halogen, 

cyano, C1-C4alkyl, haloC1-C4alkyl, C1-C4alkoxy, or haloC1-C4alkoxy; 

R14 is hydrogen, halogen, cyano or C1-C4alkyl; 10 

R15 is hydrogen, halogen, cyano, C1-C4alkyl, C1-C4alkoxy, haloC1-C4alkyl, haloC1-C4alkoxy, 

C(O)NH2, C(O)NH(C1-C4alkyl) or 5 member heteroaryl having one ring heteroatom selected from N, O or 

S and 0, 1 or 2 additional ring nitrogen atoms; 

R16 is hydrogen, halogen, cyano, C1-C4alkyl, C1-C4alkoxy, haloC1-C4alkyl or haloC1-C4alkoxy; 

R17 is hydrogen or halogen; and  15 

R18 is hydrogen, halogen, cyano, C1-C4alkyl, C1-C4alkoxy, haloC1-C4alkyl or haloC1-C4alkoxy, 

wherein at least one of R15, R16, R17 or R18 is not hydrogen. 

In another aspect, the present disclosure refers to a compound of Formula VII: 

 

 (VII) 20 
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Wherein  

R1a is hydrogen or C1-C4alkyl;  

R3 is hydrogen or halogen;  

R4 is hydrogen or halogen; 

R7 is hydrogen, methyl or ethyl; 5 

R9 is hydrogen, methyl or ethyl; 

R10 is C1-C4alkyl or haloC1-C4alkyl wherein each alkyl is optionally substituted with cyano, 

halogen, hydroxy, C1-C6alkoxy or S(O)qC1-C6alkyl; or  

NR9R10, taken in combination, form a 4 to 6 member monocyclic azacycle or a 7 to 9  member 

bicyclic azacycle, each of which having one ring nitrogen atom and 0 or 1 additional ring heteroatom 10 

selected from N, O or S, which ring sulfur may be optionally oxidized, wherein each azacycle is 

optionally substituted with 0, 1 or 2 substitutents selected from halogen, oxo, hydroxy, cyano, C1-C6alkyl, 

halo C1-C6alkyl, hydroxyC1-C6alkyl, C1-C6alkoxy, S(O)2C1-C6alkyl, CO2H, C(O)C1-C6alkyl, or C(O)NH2;  

R11 is hydrogen, halogen, cyano or C1-C4alkyl; 

R12 and R13 are each independently selected from the group consisting of hydrogen, halogen, 15 

cyano, C1-C4alkyl, haloC1-C4alkyl, C1-C4alkoxy, or haloC1-C4alkoxy; and  

R14 is hydrogen, halogen, cyano or C1-C4alkyl. 

In another aspect, the present disclosure refers to a compound, selected from: 

(S)-6-((2-(3-aminopiperidin-1-yl)-6-chloro-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile; 

(S)-6-((2-(3-aminopiperidin-1-yl)-5-chloro-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile; 20 

(S)-6-((2-(3-aminopiperidin-1-yl)-4-chloro-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-4-chloro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-4-chloro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 25 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-6-chloro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5-chloro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-6-chloro-1H-benzo[d]imidazol-1-30 

yl)methyl)nicotinonitrile; 

6-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-5-chloro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

(R)-6-((2-(3-amino-4,4-difluoropiperidin-1-yl)-4-chloro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 35 



 
 

3h 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-cyanopyridin-2-yl)methyl)-1H-

benzo[d]imidazole-4-carbonitrile; 

(R)-6-((2-(3-amino-4,4-difluoropiperidin-1-yl)-6-chloro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

(R)-6-((2-(3-amino-4,4-difluoropiperidin-1-yl)-5-chloro-1H-benzo[d]imidazol-1-5 

yl)methyl)nicotinonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-6-(trifluoromethyl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5-(trifluoromethyl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 10 

6-((2-((3S,4S)-3-amino-4-fluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile; 

(S)-6-((2-(5-amino-3,3-difluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-cyanopyridin-2-yl)methyl)-6-fluoro-1H-

benzo[d]imidazole-4-carbonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-6-(trifluoromethoxy)-1H-benzo[d]imidazol-1-15 

yl)methyl)nicotinonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5-(trifluoromethoxy)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-6-fluoro-5-(trifluoromethyl)-1H-

benzo[d]imidazol-1-yl)methyl)nicotinonitrile; 20 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5-fluoro-6-(trifluoromethyl)-1H-

benzo[d]imidazol-1-yl)methyl)nicotinonitrile; 

6-((2-((3aR,7aR)-hexahydro-1H-pyrrolo[2,3-c]pyridin-6(2H)-yl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3aR,7aS)-hexahydro-1H-pyrrolo[2,3-c]pyridin-6(2H)-yl)-1H-benzo[d]imidazol-1-25 

yl)methyl)nicotinonitrile; 

6-((2-((3aS,7aS)-hexahydro-1H-pyrrolo[2,3-c]pyridin-6(2H)-yl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3aS,7aR)-hexahydro-1H-pyrrolo[2,3-c]pyridin-6(2H)-yl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 30 

(R)-6-((2-(1,6-diazaspiro[3.5]nonan-6-yl)-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile; 

(S)-6-((2-(1,6-diazaspiro[3.5]nonan-6-yl)-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile; 

(3R,4R)-1-(1-((5-chloropyridin-2-yl)methyl)-6-(methylsulfonyl)-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine; 



 
 

3i 

(3R,4R)-1-(1-((5-chloropyridin-2-yl)methyl)-5-(methylsulfonyl)-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-chloropyrimidin-2-yl)methyl)-6-fluoro-1H-

benzo[d]imidazole-4-carbonitrile; 

(3R,4R)-1-(5,7-difluoro-1-((5-fluoropyridin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)-4-5 

fluoropiperidin-3-amine; 

(3R,4R)-1-(4,6-difluoro-1-((5-fluoropyridin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine; 

(3R,4R)-1-(5,7-difluoro-1-((5-fluoropyrimidin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine; 10 

(3R,4R)-1-(4,6-difluoro-1-((5-fluoropyrimidin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine; 

2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-6-fluoro-1-((5-fluoropyrimidin-2-yl)methyl)-1H-

benzo[d]imidazole-4-carbonitrile; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-6-fluoro-1-((5-fluoropyrimidin-2-yl)methyl)-1H-15 

benzo[d]imidazole-4-carbonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile; 

(3R,4S)-1-(1-((5-chloropyrimidin-2-yl)methyl)-6-fluoro-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine; 

(3R,4S)-1-(1-((5-chloropyrimidin-2-yl)methyl)-5-fluoro-1H-benzo[d]imidazol-2-yl)-4-20 

fluoropiperidin-3-amine; 

(R)-2-(3-amino-4,4-difluoropiperidin-1-yl)-1-((5-chloropyrimidin-2-yl)methyl)-1H-

benzo[d]imidazole-6-carbonitrile; 

(R)-2-(3-amino-4,4-difluoropiperidin-1-yl)-1-((5-chloropyrimidin-2-yl)methyl)-1H-

benzo[d]imidazole-5-carbonitrile; 25 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-dichloro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

tert-butyl ((3R,4R)-1-(1-((5-cyanopyridin-2-yl)methyl)-5,6-dimethyl-1H-benzo[d]imidazol-2-yl)-

4-fluoropiperidin-3-yl)carbamate; 

(S)-6-((2-(3-aminopiperidin-1-yl)-6-fluoro-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile 30 

hydrochloride; 

(S)-6-((2-(3-aminopiperidin-1-yl)-5-fluoro-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile 

hydrochloride; 

6-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-6-fluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile hydrochloride; 35 



 
 

3j 

6-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-5-fluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile hydrochloride; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5-fluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile hydrochloride; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-6-fluoro-1H-benzo[d]imidazol-1-5 

yl)methyl)nicotinonitrile hydrochloride; 

(S)-2-(3-aminopiperidin-1-yl)-1-((5-cyanopyridin-2-yl)methyl)-1H-benzo[d]imidazole-6-

carbonitrile; 

(S)-2-(3-aminopiperidin-1-yl)-1-((5-cyanopyridin-2-yl)methyl)-1H-benzo[d]imidazole-5-

carbonitrile; 10 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-cyanopyridin-2-yl)methyl)-1H-

benzo[d]imidazole-6-carbonitrile; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-cyanopyridin-2-yl)methyl)-1H-

benzo[d]imidazole-5-carbonitrile; 

(R)-2-(3-amino-4,4-difluoropiperidin-1-yl)-1-((5-cyanopyridin-2-yl)methyl)-1H-15 

benzo[d]imidazole-6-carbonitrile; 

(R)-2-(3-amino-4,4-difluoropiperidin-1-yl)-1-((5-cyanopyridin-2-yl)methyl)-1H-

benzo[d]imidazole-5-carbonitrile; 

(S)-6-((2-(3-aminopiperidin-1-yl)-4,6-dichloro-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-4,6-dichloro-1H-benzo[d]imidazol-1-20 

yl)methyl)nicotinonitrile; 

6-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-4,6-dichloro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

(R)-6-((2-(3-amino-4,4-difluoropiperidin-1-yl)-4,6-dichloro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 25 

(S)-6-((2-(3-aminopiperidin-1-yl)-4,6-difluoro-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile; 

(S)-6-((2-(3-aminopiperidin-1-yl)-5,7-difluoro-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-4,6-difluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,7-difluoro-1H-benzo[d]imidazol-1-30 

yl)methyl)nicotinonitrile; 

6-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-4,6-difluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-5,7-difluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 35 



 
 

3k 

(R)-6-((2-(3-amino-4,4-difluoropiperidin-1-yl)-5,7-difluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-1-((5-cyanopyridin-2-yl)methyl)-1H-

benzo[d]imidazole-6-carbonitrile; 

2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-1-((5-cyanopyridin-2-yl)methyl)-1H-5 

benzo[d]imidazole-5-carbonitrile; 

(S)-6-((2-(3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile; 

(R)-6-((2-(3-amino-4,4-difluoropiperidin-1-yl)-5-fluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile hydrochloride; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-10 

yl)methyl)nicotinonitrile; 

6-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile; 

6-((2-((1R,5S)-1-(aminomethyl)-3-azabicyclo[3.1.0]hexan-3-yl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile hydrochloride; 

6-((2-((1S,5R)-1-(aminomethyl)-3-azabicyclo[3.1.0]hexan-3-yl)-1H-benzo[d]imidazol-1-15 

yl)methyl)nicotinonitrile hydrochloride; 

6-((2-((3aR,4R,6aS)-4-aminohexahydrocyclopenta[c]pyrrol-2(1H)-yl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile hydrochloride; 

6-((2-((3aS,4S,6aR)-4-aminohexahydrocyclopenta[c]pyrrol-2(1H)-yl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile hydrochloride; 20 

6-((2-((3aR,4S,6aS)-4-aminohexahydrocyclopenta[c]pyrrol-2(1H)-yl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile hydrochloride; 

6-((2-((3aS,4R,6aR)-4-aminohexahydrocyclopenta[c]pyrrol-2(1H)-yl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile hydrochloride; 

(R)-6-((2-(3-(aminomethyl)pyrrolidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile 25 

hydrochloride; 

(S)-6-((2-(3-(aminomethyl)pyrrolidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile 

hydrochloride; 

6-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-5,6-dichloro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile hydrochloride; 30 

6-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile hydrochloride; 

(R)-6-((2-(3-amino-4,4-difluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile hydrochloride; 



 
 

3l 

(R)-1-(1-((5-chloropyridin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)-4,4-difluoropiperidin-3-

amine hydrochloride; 

(3R,4S)-1-(1-((5-chloropyridin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)-4-fluoropiperidin-3-

amine hydrochloride; 

(R)-6-((2-(3-amino-4,4-difluoropiperidin-1-yl)-4,6-difluoro-1H-benzo[d]imidazol-1-5 

yl)methyl)nicotinonitrile hydrochloride; 

(R)-6-((2-(3-amino-4,4-difluoropiperidin-1-yl)-6-fluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

(R)-6-((2-(3-amino-4,4-difluoropiperidin-1-yl)-4-(trifluoromethyl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 10 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-4-(trifluoromethyl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-4-(trifluoromethyl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-6-chloro-3H-imidazo[4,5-b]pyridin-3-15 

yl)methyl)nicotinonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-6-chloro-1H-imidazo[4,5-b]pyridin-1-

yl)methyl)nicotinonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-6-chloro-1H-imidazo[4,5-b]pyridin-1-yl)methyl)-

N-(tert-butyl)nicotinamide; 20 

6-((2-((3R,4R)-3-amino-4-hydroxypiperidin-1-yl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3S,4S)-3-amino-4-hydroxypiperidin-1-yl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-(2,6-diazaspiro[3.4]octan-6-yl)-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile; 25 

6-((2-((4aR,7aS)-hexahydropyrrolo[3,4-b][1,4]oxazin-6(2H)-yl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile hydrochloride; 

6-((2-((4aS,7aR)-hexahydropyrrolo[3,4-b][1,4]oxazin-6(2H)-yl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile hydrochloride; 

6-((2-((4aR,7aR)-hexahydropyrrolo[3,4-b][1,4]oxazin-6(2H)-yl)-1H-benzo[d]imidazol-1-30 

yl)methyl)nicotinonitrile; 

6-((2-((4aS,7aS)-hexahydropyrrolo[3,4-b][1,4]oxazin-6(2H)-yl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

(S)-3-amino-1-(1-((5-cyanopyridin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)piperidine-3-

carboxamide; 35 



 
 

3m 

(R)-3-amino-1-(1-((5-cyanopyridin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)piperidine-3-

carboxamide; 

(S)-6-((2-(3-amino-3-(hydroxymethyl)piperidin-1-yl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

(R)-6-((2-(3-amino-3-(hydroxymethyl)piperidin-1-yl)-1H-benzo[d]imidazol-1-5 

yl)methyl)nicotinonitrile; 

6-((2-((3R,4S)-3-amino-4-fluoro-1-piperidinyl)-6-(trifluoromethyl)-1H-benzimidazol-1-

yl)methyl)-3-pyridinecarbonitrile; 

6-((2-((3R,4S)-3-amino-4-fluoro-1-piperidinyl)-5-(trifluoromethyl)-1H-benzimidazol-1-

yl)methyl)-3-pyridinecarbonitrile; 10 

6-((2-((3R)-3-amino-4,4-difluoro-1-piperidinyl)-6-(trifluoromethyl)-1H-benzimidazol-1-

yl)methyl)-3-pyridinecarbonitrile; 

6-((2-((3R)-3-amino-4,4-difluoro-1-piperidinyl)-5-(trifluoromethyl)-1H-benzimidazol-1-

yl)methyl)-3-pyridinecarbonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5-methyl-1H-benzimidazol-1-yl)methyl)-3-15 

pyridinecarbonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-6-methyl-1H-benzimidazol-1-yl)methyl)-3-

pyridinecarbonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-6-chloro-5-methyl-1H-benzimidazol-1-

yl)methyl)-3-pyridinecarbonitrile; 20 

6-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5-chloro-6-methyl-1H-benzimidazol-1-

yl)methyl)-3-pyridinecarbonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-6-fluoro-5-methyl-1H-benzimidazol-1-

yl)methyl)-3-pyridinecarbonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5-fluoro-6-methyl-1H-benzimidazol-1-25 

yl)methyl)-3-pyridinecarbonitrile; 

6-((2-((3S)-3-(methylamino)-1-piperidinyl)-1H-benzimidazol-1-yl)methyl)-3-

pyridinecarbonitrile; 

6-((2-((3R)-3-(methylamino)-1-piperidinyl)-1H-benzimidazol-1-yl)methyl)-3-

pyridinecarbonitrile; 30 

6-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-6-(difluoromethoxy)-1H-benzimidazol-1-

yl)methyl)-3-pyridinecarbonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5-(difluoromethoxy)-1H-benzimidazol-1-

yl)methyl)-3-pyridinecarbonitrile; 



 
 

3n 

6-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-4-methoxy-1H-benzimidazol-1-yl)methyl)-3-

pyridinecarbonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-4-methyl-1H-benzimidazol-1-yl)methyl)-3-

pyridinecarbonitrile; 

5-((2-((3R,4S)-3-amino-4-fluoro-1-piperidinyl)-6-(trifluoromethyl)-1H-benzimidazol-1-5 

yl)methyl)-2-pyrazinecarboxamide; 

5-((2-((3R,4S)-3-amino-4-fluoro-1-piperidinyl)-5-(trifluoromethyl)-1H-benzimidazol-1-

yl)methyl)-2-pyrazinecarboxamide; 

6-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-6-chloro-5-(trifluoromethoxy)-1H-benzimidazol-

1-yl)methyl)-3-pyridinecarbonitrile; 10 

6-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5-chloro-6-(trifluoromethoxy)-1H-benzimidazol-

1-yl)methyl)-3-pyridinecarbonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-6-chloro-5-(trifluoromethyl)-1H-benzimidazol-1-

yl)methyl)-3-pyridinecarbonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5-chloro-6-(trifluoromethyl)-1H-benzimidazol-1-15 

yl)methyl)-3-pyridinecarbonitrile; 

6-((2-((5R)-1,7-diazaspiro[4.5]decan-7-yl)-1H-benzimidazol-1-yl)methyl)-3-pyridinecarbonitrile, 

6-((2-((5S)-1,7-diazaspiro[4.5]decan-7-yl)-1H-benzimidazol-1-yl)methyl)-3-pyridinecarbonitrile; 

6-((2-((6R)-1,8-diazaspiro[5.5]undecan-8-yl)-1H-benzimidazol-1-yl)methyl)-3-

pyridinecarbonitrile; 20 

6-((2-((6S)-1,8-diazaspiro[5.5]undecan-8-yl)-1H-benzimidazol-1-yl)methyl)-3-

pyridinecarbonitrile; 

6-((2-((4aR,8aR)-hexahydro-2H-pyrido[4,3-b][1,4]oxazin-6(5H)-yl)-1H-benzimidazol-1-

yl)methyl)-3-pyridinecarbonitrile; 

6-((2-((4aS,8aS)-hexahydro-2H-pyrido[4,3-b][1,4]oxazin-6(5H)-yl)-1H-benzimidazol-1-25 

yl)methyl)-3-pyridinecarbonitrile; 

5-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5,6-difluoro-1H-benzimidazol-1-yl)methyl)-2-

pyrazinecarboxamide; 

5-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-6-(trifluoromethyl)-1H-benzimidazol-1-

yl)methyl)-2-pyrazinecarboxamide; 30 

6-((2-((5R)-1,7-diazaspiro[4.5]decan-7-yl)-1H-benzimidazol-1-yl)methyl)-3-pyridinecarbonitrile; 

6-((2-((5S)-1,7-diazaspiro[4.5]decan-7-yl)-1H-benzimidazol-1-yl)methyl)-3-pyridinecarbonitrile; 

6-((2-((3R)-3-amino-4,4-difluoro-1-piperidinyl)-5-methoxy-1H-benzimidazol-1-yl)methyl)-3-

pyridinecarbonitrile; 



 
 

3o 

6-((2-((3R)-3-amino-4,4-difluoro-1-piperidinyl)-6-methoxy-1H-benzimidazol-1-yl)methyl)-3-

pyridinecarbonitrile; 

6-((2-((3S)-3-(methylamino)-1-piperidinyl)-6-(trifluoromethyl)-1H-benzimidazol-1-yl)methyl)-3-

pyridinecarbonitrile; 

6-((2-((3S)-3-(methylamino)-1-piperidinyl)-5-(trifluoromethyl)-1H-benzimidazol-1-yl)methyl)-3-5 

pyridinecarbonitrile; 

6-((2-((3S)-3-amino-3-methyl-1-piperidinyl)-1H-benzimidazol-1-yl)methyl)-3-

pyridinecarbonitrile; 

(S)-6-((2-(3-aminopiperidin-1-yl)-6-methoxy-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile 

2,2,2-trifluoroacetate; 10 

(S)-6-((2-(3-aminopiperidin-1-yl)-5-methoxy-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile 

2,2,2-trifluoroacetate; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-4-chloro-6-fluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile 2,2,2-trifluoroacetate; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5-methoxy-1H-benzo[d]imidazol-1-15 

yl)methyl)nicotinonitrile hydrochloride; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-6-methoxy-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile hydrochloride; 

6-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-6-methoxy-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile hydrochloride; 20 

6-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-5-methoxy-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile hydrochloride; 

2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-1-((5-chloropyrimidin-2-yl)methyl)-6-fluoro-1H-

benzo[d]imidazole-4-carbonitrile; 

(R)-2-(3-amino-4,4-difluoropiperidin-1-yl)-1-((5-chloropyrimidin-2-yl)methyl)-5-fluoro-1H-25 

benzo[d]imidazole-7-carbonitrile; 

(R)-2-(3-amino-4,4-difluoropiperidin-1-yl)-1-((5-chloropyrimidin-2-yl)methyl)-6-fluoro-1H-

benzo[d]imidazole-4-carbonitrile; 

6-((2-((3R,4R)-3-amino-4-hydroxypiperidin-1-yl)-6-chloro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 30 

6-((2-((3R,4S)-3-amino-4-hydroxypiperidin-1-yl)-6-chloro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

(R)-4-((2-(3-amino-4,4-difluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 



 
 

3p 

4-((2-((3R,4R)-3-amino-4-hydroxypiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile 

compound with 4-((2-((3S,4S)-3-amino-4-hydroxypiperidin-1-yl)-1H-benzo[d]imidazol-1-

yl)methyl)benzonitrile (1:1) dihydrochloride; 

4-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5,7-difluoro-1H-benzimidazol-1-

yl)methyl)benzonitrile; 5 

4-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-4,6-difluoro-1H-benzimidazol-1-

yl)methyl)benzonitrile; 

2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-1-(4-cyanobenzyl)-1H-benzimidazole-6-carbonitrile; 

2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-1-(4-cyanobenzyl)-1H-benzimidazole-5-carbonitrile; 

2-((3R)-3-amino-4,4-difluoro-1-piperidinyl)-1-(4-cyanobenzyl)-1H-benzimidazole-6-carbonitrile; 10 

2-((3R)-3-amino-4,4-difluoro-1-piperidinyl)-1-(4-cyanobenzyl)-1H-benzimidazole-5-carbonitrile; 

(R)-4-((2-(3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 

4-((2-((3R,4R)-3-amino-4-methylpiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 

4-((2-(3-(aminomethyl)-3-methylpyrrolidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 

4-((2-((3S,4R)-3-amino-4-phenylpyrrolidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile 15 

& 4-((2-((3R,4S)-3-amino-4-phenylpyrrolidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 

(S)-4-((2-(3-aminopyrrolidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 

(S)-4-((2-(3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 

4-((2-(6-amino-2-azaspiro[4.4]nonan-2-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 

4-((2-(4-aminohexahydrocyclopenta[c]pyrrol-2(1H)-yl)-1H-benzo[d]imidazol-1-20 

yl)methyl)benzonitrile; 

4-((2-((3S,4S)-3-amino-4-fluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 

4-((2-((3S,4R)-3-amino-4-fluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 

4-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 

4-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 25 

(R)-4-((2-(3-(aminomethyl)-3-fluoropyrrolidin-1-yl)-1H-benzo[d]imidazol-1-

yl)methyl)benzonitrile 2,2,2-trifluoroacetate; 

(S)-4-((2-(3-(aminomethyl)-3-fluoropyrrolidin-1-yl)-1H-benzo[d]imidazol-1-

yl)methyl)benzonitrile 2,2,2-trifluoroacetate; 

(R)-4-((2-(3-(aminomethyl)-3-hydroxypyrrolidin-1-yl)-1H-benzo[d]imidazol-1-30 

yl)methyl)benzonitrile 2,2,2-trifluoroacetate; 

(S)-4-((2-(3-(aminomethyl)-3-hydroxypyrrolidin-1-yl)-1H-benzo[d]imidazol-1-

yl)methyl)benzonitrile 2,2,2-trifluoroacetate; 

(S)-4-((2-(3-(aminomethyl)pyrrolidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 

(R)-4-((2-(3-(aminomethyl)pyrrolidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 35 



 
 

3q 

4-((2-((3S,4S)-3-amino-4-methylpiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile 

2,2,2-trifluoroacetate; 

4-((2-((3S,4R)-3-amino-4-methylpiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile 

2,2,2-trifluoroacetate; 

4-((2-((3R,4S)-3-amino-4-methylpiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile 5 

2,2,2-trifluoroacetate; 

4-((2-((1S,5R)-1-(aminomethyl)-3-azabicyclo[3.1.0]hexan-3-yl)-1H-benzo[d]imidazol-1-

yl)methyl)benzonitrile; 

4-((2-((1R,5S)-1-(aminomethyl)-3-azabicyclo[3.1.0]hexan-3-yl)-1H-benzo[d]imidazol-1-

yl)methyl)benzonitrile; 10 

(R)-4-((2-(3-aminopiperidin-1-yl)-6-methoxy-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 

(R)-4-((2-(3-aminopiperidin-1-yl)-5-methoxy-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 

2-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-chloropyrimidin-2-yl)methyl)-1H-

benzo[d]imidazole-6-carbonitrile; 

(3R,4R)-4-fluoro-1-(1-((5-fluoropyrimidin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-15 

amine; 

(3R,4R)-4-fluoro-1-(1-((5-fluoropyridin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-

amine; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-fluoropyridin-2-yl)methyl)-1H-

benzo[d]imidazole-6-carbonitrile; 20 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-fluoropyridin-2-yl)methyl)-1H-

benzo[d]imidazole-5-carbonitrile; 

(3R,4R)-1-(1-((5-bromopyrimidin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)-4-fluoropiperidin-3-

amine; 

(3R,4R)-4-fluoro-1-(1-((5-(trifluoromethyl)pyrimidin-2-yl)methyl)-1H-benzo[d]imidazol-2-25 

yl)piperidin-3-amine; 

(3R,4R)-4-fluoro-1-(1-((5-methoxypyrimidin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)piperidin-

3-amine; 

(3R,4R)-1-(1-((5-chloropyrimidin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)-4-fluoropiperidin-3-

amine; 30 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-fluoropyrimidin-2-yl)methyl)-1H-

benzo[d]imidazole-6-carbonitrile; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-fluoropyrimidin-2-yl)methyl)-1H-

benzo[d]imidazole-5-carbonitrile; 



 
 

3r 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-cyanopyrimidin-2-yl)methyl)-1H-

benzo[d]imidazole-5-carbonitrile; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-chloropyrimidin-2-yl)methyl)-1H-

benzo[d]imidazole-5-carbonitrile; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-bromopyrimidin-2-yl)methyl)-1H-5 

benzo[d]imidazole-6-carbonitrile; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-bromopyrimidin-2-yl)methyl)-1H-

benzo[d]imidazole-5-carbonitrile; 

5-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)pyrazine-2-

carbonitrile; 10 

2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-1-((5-chloropyrimidin-2-yl)methyl)-1H-

benzo[d]imidazole-6-carbonitrile; 

2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-1-((5-chloropyrimidin-2-yl)methyl)-1H-

benzo[d]imidazole-5-carbonitrile; 

(3R,4R)-3-amino-1-(1-((5-chloropyrimidin-2-yl)methyl)-6-fluoro-1H-benzo[d]imidazol-2-15 

yl)piperidin-4-ol; 

(3R,4R)-3-amino-1-(1-((5-chloropyrimidin-2-yl)methyl)-5-fluoro-1H-benzo[d]imidazol-2-

yl)piperidin-4-ol; 

6-((2-((3R,4R)-3-amino-4-hydroxypiperidin-1-yl)-6-fluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 20 

6-((2-((3R,4R)-3-amino-4-hydroxypiperidin-1-yl)-5-fluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

(S)-1-(1-((5-chloropyridin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 

(S)-5-((2-(3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)picolinonitrile; 

(3R,4R)-1-(1-((5-chloropyridin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)-4-fluoropiperidin-3-25 

amine hydrochloride; 

(R)-6-((2-(3-amino-4,4-difluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile 

hydrochloride; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-chloropyridin-2-yl)methyl)-1H-

benzo[d]imidazole-6-carbonitrile hydrochloride; 30 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-chloropyridin-2-yl)methyl)-1H-

benzo[d]imidazole-5-carbonitrile hydrochloride; 

(3R,4R)-1-(1-((R)-1-(5-chloropyridin-2-yl)ethyl)-1H-benzo[d]imidazol-2-yl)-4-fluoropiperidin-3-

amine hydrochloride; 



 
 

3s 

(3R,4R)-1-(1-((S)-1-(5-chloropyridin-2-yl)ethyl)-1H-benzo[d]imidazol-2-yl)-4-fluoropiperidin-3-

amine hydrochloride; 

(3R,4R)-1-(1-((R)-1-(5-chloropyridin-2-yl)ethyl)-5,6-difluoro-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine hydrochloride; 

(3R,4R)-1-(1-((S)-1-(5-chloropyridin-2-yl)ethyl)-5,6-difluoro-1H-benzo[d]imidazol-2-yl)-4-5 

fluoropiperidin-3-amine hydrochloride; 

(3R,4R)-1-(5-chloro-1-((R)-1-(5-chloropyridin-2-yl)ethyl)-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine hydrochloride; 

(3R,4R)-1-(5-chloro-1-((S)-1-(5-chloropyridin-2-yl)ethyl)-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine hydrochloride; 10 

(3R,4R)-1-(6-chloro-1-((R)-1-(5-chloropyridin-2-yl)ethyl)-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine hydrochloride; 

(3R,4R)-1-(6-chloro-1-((S)-1-(5-chloropyridin-2-yl)ethyl)-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine hydrochloride; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((R)-1-(5-cyanopyridin-2-yl)ethyl)-1H-15 

benzo[d]imidazole-6-carbonitrile hydrochloride; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((R)-1-(5-cyanopyridin-2-yl)ethyl)-1H-

benzo[d]imidazole-5-carbonitrile hydrochloride; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((S)-1-(5-cyanopyridin-2-yl)ethyl)-1H-

benzo[d]imidazole-6-carbonitrile hydrochloride; 20 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((S)-1-(5-cyanopyridin-2-yl)ethyl)-1H-

benzo[d]imidazole-5-carbonitrile hydrochloride; 

(3R,4R)-1-(1-((5-chloropyridin-2-yl)methyl)-5,6-difluoro-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine hydrochloride; 

(3R,4R)-1-(5,6-difluoro-1-((5-fluoropyridin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)-4-25 

fluoropiperidin-3-amine hydrochloride; 

(R)-1-(1-((5-chloropyridin-2-yl)methyl)-5,7-difluoro-1H-benzo[d]imidazol-2-yl)-4,4-

difluoropiperidin-3-amine hydrochloride; 

(R)-1-(1-((5-chloropyridin-2-yl)methyl)-4,6-difluoro-1H-benzo[d]imidazol-2-yl)-4,4-

difluoropiperidin-3-amine hydrochloride; 30 

(R)-1-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)-2,3-dihydro-1H-

indene-5-carbonitrile hydrochloride; 

(S)-1-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)-2,3-dihydro-1H-

indene-5-carbonitrile hydrochloride; 



 
 

3t 

(R)-5-((2-(3-amino-4,4-difluoropiperidin-1-yl)-6-chloro-1H-benzo[d]imidazol-1-

yl)methyl)pyrazine-2-carbonitrile; 

(R)-5-((2-(3-amino-4,4-difluoropiperidin-1-yl)-5-chloro-1H-benzo[d]imidazol-1-

yl)methyl)pyrazine-2-carbonitrile; 

2-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-yl)-N-5 

isopropylacetamide; 

2-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-yl)-1-

(azetidin-1-yl)ethanone; 

2-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-yl)-N-(2-

cyanopropyl)-N-ethylacetamide; 10 

3-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-yl)-1-

methylpyrrolidin-2-one; 

3-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-yl)-1-

phenylpiperidin-2-one; 

3-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-yl)-1-(4-15 

chlorophenyl)pyrrolidin-2-one; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-methoxypyrimidin-2-yl)methyl)-1H-

benzo[d]imidazole-5-carbonitrile hydrochloride; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-methoxypyrimidin-2-yl)methyl)-1H-

benzo[d]imidazole-6-carbonitrile hydrochloride; 20 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((6-(trifluoromethyl)pyridin-3-yl)methyl)-1H-

benzo[d]imidazole-6-carbonitrile hydrochloride; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((6-(trifluoromethyl)pyridin-3-yl)methyl)-1H-

benzo[d]imidazole-5-carbonitrile hydrochloride; 

(S)-3-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-yl)-1-25 

methylpyrrolidin-2-one; 

(R)-3-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-yl)-1-

methylpyrrolidin-2-one; 

(S)-3-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-yl)-1-(4-

chlorophenyl)pyrrolidin-2-one; 30 

(R)-3-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-yl)-1-(4-

chlorophenyl)pyrrolidin-2-one; 

2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-1-((5-cyano-2-pyrazinyl)methyl)-1H-benzimidazole-

6-carbonitrile; 



 
 

3u 

2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-1-((5-cyano-2-pyrazinyl)methyl)-1H-benzimidazole-

5-carbonitrile; 

5-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-4,6-difluoro-1H-benzimidazol-1-yl)methyl)-2-

pyrazinecarbonitrile; 

5-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5,7-difluoro-1H-benzimidazol-1-yl)methyl)-2-5 

pyrazinecarbonitrile; 

(3S)-1-(1-((5-fluoro-2-pyridinyl)methyl)-1H-benzimidazol-2-yl)-N-methyl-3-piperidinamine; 

(3S)-1-(1-((5-chloro-2-pyridinyl)methyl)-1H-benzimidazol-2-yl)-N-methyl-3-piperidinamine; 

6-((1R)-1-(2-((3S)-3-(methylamino)-1-piperidinyl)-1H-benzimidazol-1-yl)ethyl)-3-

pyridinecarbonitrile; 10 

6-((1S)-1-(2-((3S)-3-(methylamino)-1-piperidinyl)-1H-benzimidazol-1-yl)ethyl)-3-

pyridinecarbonitrile; 

(3R,4R)-1-(1-((5-chloro-2-pyrimidinyl)methyl)-5,7-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(1-((5-chloro-2-pyrimidinyl)methyl)-4,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-15 

piperidinamine; 

(3R,4R)-1-(5,6-difluoro-1-((1-methyl-1H-indazol-4-yl)methyl)-1H-benzimidazol-2-yl)-4-fluoro-

3-piperidinamine; 

(3R,4R)-1-(5,6-difluoro-1-(5-quinolinylmethyl)-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 20 

(3R,4R)-1-(5,6-difluoro-1-((1R)-1-(8-quinolinyl)ethyl)-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(5,6-difluoro-1-((1S)-1-(8-quinolinyl)ethyl)-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(1-((3-(3-chlorophenyl)-1,2-oxazol-5-yl)methyl)-5,6-difluoro-1H-benzimidazol-2-yl)-25 

4-fluoro-3-piperidinamine; 

(3R,4R)-1-(5,6-difluoro-1-((1-methyl-1H-indazol-7-yl)methyl)-1H-benzimidazol-2-yl)-4-fluoro-

3-piperidinamine; 

(3R,4R)-1-(1-(2,6-dichlorobenzyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 30 

1-(1-azetidinyl)-2-(2-((3S)-3-(methylamino)-1-piperidinyl)-1H-benzimidazol-1-yl)ethanone; 

6-((1R)-1-(4,6-difluoro-2-((4aR,8aR)-hexahydro-2H-pyrido[4,3-b][1,4]oxazin-6(5H)-yl)-1H-

benzimidazol-1-yl)ethyl)-3-pyridinecarbonitrile; 

6-((1R)-1-(4,6-difluoro-2-((4aS,8aS)-hexahydro-2H-pyrido[4,3-b][1,4]oxazin-6(5H)-yl)-1H-

benzimidazol-1-yl)ethyl)-3-pyridinecarbonitrile; 35 



 
 

3v 

6-((1S)-1-(4,6-difluoro-2-((4aS,8aS)-hexahydro-2H-pyrido[4,3-b][1,4]oxazin-6(5H)-yl)-1H-

benzimidazol-1-yl)ethyl)-3-pyridinecarbonitrile; 

6-((1S)-1-(4,6-difluoro-2-((4aR,8aR)-hexahydro-2H-pyrido[4,3-b][1,4]oxazin-6(5H)-yl)-1H-

benzimidazol-1-yl)ethyl)-3-pyridinecarbonitrile; 

6-((1R)-1-(5,7-difluoro-2-((4aR,8aR)-hexahydro-2H-pyrido[4,3-b][1,4]oxazin-6(5H)-yl)-1H-5 

benzimidazol-1-yl)ethyl)-3-pyridinecarbonitrile; 

6-((1R)-1-(5,7-difluoro-2-((4aS,8aS)-hexahydro-2H-pyrido[4,3-b][1,4]oxazin-6(5H)-yl)-1H-

benzimidazol-1-yl)ethyl)-3-pyridinecarbonitrile; 

6-((1S)-1-(5,7-difluoro-2-((4aS,8aS)-hexahydro-2H-pyrido[4,3-b][1,4]oxazin-6(5H)-yl)-1H-

benzimidazol-1-yl)ethyl)-3-pyridinecarbonitrile; 10 

6-((1S)-1-(5,7-difluoro-2-((4aR,8aR)-hexahydro-2H-pyrido[4,3-b][1,4]oxazin-6(5H)-yl)-1H-

benzimidazol-1-yl)ethyl)-3-pyridinecarbonitrile; 

2-(2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5,6-difluoro-1H-benzimidazol-1-yl)-N-

methylacetamide; 

2-(2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5,6-difluoro-1H-benzimidazol-1-yl)-1-(4-15 

morpholinyl)ethanone; 

2-(2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5,6-difluoro-1H-benzimidazol-1-yl)-1-(1-

pyrrolidinyl)ethanone; 

2-(2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5,6-difluoro-1H-benzimidazol-1-yl)-N,N-

dimethylacetamide; 20 

(2R)-2-(2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5,6-difluoro-1H-benzimidazol-1-yl)-N,N-

dimethylpropanamide; 

(2S)-2-(2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5,6-difluoro-1H-benzimidazol-1-yl)-N,N-

dimethylpropanamide; 

2-(2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5,6-difluoro-1H-benzimidazol-1-yl)-1-(1-25 

piperidinyl)ethanone; 

2-(2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5,6-difluoro-1H-benzimidazol-1-yl)-N-

ethylacetamide; 

1-((5-chloro-2-pyrimidinyl)methyl)-2-((3R,4R)-4-fluoro-3-(methylamino)-1-piperidinyl)-1H-

benzimidazole-6-carbonitrile; 30 

1-((5-chloro-2-pyrimidinyl)methyl)-2-((3R,4R)-4-fluoro-3-(methylamino)-1-piperidinyl)-1H-

benzimidazole-5-carbonitrile; 

2-(2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-6-chloro-1H-benzimidazol-1-yl)-1-(1-

azetidinyl)ethanone; 



 
 

3w 

2-(2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5-chloro-1H-benzimidazol-1-yl)-1-(1-

azetidinyl)ethanone; 

2-((3R,4S)-3-amino-4-fluoro-1-piperidinyl)-1-(2-(1-azetidinyl)-2-oxoethyl)-1H-benzimidazole-6-

carbonitrile; 

2-((3R,4S)-3-amino-4-fluoro-1-piperidinyl)-1-(2-(1-azetidinyl)-2-oxoethyl)-1H-benzimidazole-5-5 

carbonitrile; 

(3R,4R)-1-(1-((5-chloropyrimidin-2-yl)methyl)-6-fluoro-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine; 

(3R,4R)-1-(1-((5-chloropyrimidin-2-yl)methyl)-5-fluoro-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine; 10 

(R)-6-((2-(3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile; 

(R)-5-((2-(3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)picolinonitrile 2,2,2-

trifluoroacetate; 

(R)-1-(1-(isoquinolin-7-ylmethyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 

(R)-1-(1-((1-methyl-1H-indazol-7-yl)methyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 15 

6-((R)-1-(2-((S)-3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)ethyl)nicotinonitrile 

hydrochloride; 

6-((S)-1-(2-((S)-3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)ethyl)nicotinonitrile 

hydrochloride; 

6-((R)-1-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-20 

yl)ethyl)nicotinonitrile hydrochloride; 

6-((S)-1-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-

yl)ethyl)nicotinonitrile hydrochloride; 

6-((R)-1-(2-((S)-3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)propyl)nicotinonitrile 

hydrochloride; 25 

6-((S)-1-(2-((S)-3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)propyl)nicotinonitrile 

hydrochloride; 

(3R,4R)-1-(5,6-difluoro-1-((5-fluoropyrimidin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine; 

3-(1-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-30 

yl)ethyl)benzonitrile; 

(3R,4R)-1-(5,6-difluoro-1-((5-fluoropyrimidin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine; 

(3R,4S)-1-(5,6-difluoro-1-((5-fluoropyridin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine; 35 



 
 

3x 

(3R,4S)-4-fluoro-1-(1-((5-fluoropyrimidin-2-yl)methyl)-6-(trifluoromethyl)-1H-

benzo[d]imidazol-2-yl)piperidin-3-amine; 

(3R,4S)-4-fluoro-1-(1-((5-fluoropyrimidin-2-yl)methyl)-5-(trifluoromethyl)-1H-

benzo[d]imidazol-2-yl)piperidin-3-amine; 

(R)-1-(5,6-difluoro-1-((5-fluoropyridin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)-4,4-5 

difluoropiperidin-3-amine; 

2-(2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-6-(trifluoromethyl)-1H-benzo[d]imidazol-1-yl)-1-

(azetidin-1-yl)ethan-1-one; 

2-(2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-5-(trifluoromethyl)-1H-benzo[d]imidazol-1-yl)-1-

(azetidin-1-yl)ethan-1-one; 10 

2-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-yl)-1-(2,2-

dimethylpyrrolidin-1-yl)ethan-1-one; 

6-((2-((3R,4S)-3-amino-4-hydroxypiperidin-1-yl)-6-fluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3R,4S)-3-amino-4-hydroxypiperidin-1-yl)-5-fluoro-1H-benzo[d]imidazol-1-15 

yl)methyl)nicotinonitrile; 

4-((R)-1-(2-((S)-3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)ethyl)benzonitrile 

hydrochloride; 

4-((S)-1-(2-((S)-3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)ethyl)benzonitrile 

hydrochloride; 20 

(S)-4-((2-(3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)-3-fluorobenzonitrile 

hydrochloride; 

(S)-1-(1-(4-chlorobenzyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine hydrochloride; 

4-((R)-1-(2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-

yl)ethyl)benzonitrile hydrochloride; 25 

4-((S)-1-(2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-

yl)ethyl)benzonitrile hydrochloride; 

4-((R)-1-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-

yl)ethyl)benzonitrile hydrochloride; 

4-((S)-1-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-30 

yl)ethyl)benzonitrile hydrochloride; 

(S)-4-((2-(3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)-3-chlorobenzonitrile 

hydrochloride; 

(3R,4R)-1-(1-((1R)-1-(2,4-dichlorophenyl)ethyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 35 



 
 

3y 

(3R,4R)-1-(1-((1S)-1-(2,4-dichlorophenyl)ethyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(1-((1R)-1-(2-chlorophenyl)ethyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(1-((1S)-1-(2-chlorophenyl)ethyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-5 

piperidinamine; 

(3R,4R)-1-(1-((1R)-1-(3-chlorophenyl)ethyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(1-((1S)-1-(3-chlorophenyl)ethyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 10 

(3R,4R)-1-(1-((1R)-1-(2,5-dichlorophenyl)ethyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(1-((1S)-1-(2,5-dichlorophenyl)ethyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(1-((1R)-1-(2,4-difluorophenyl)ethyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-15 

piperidinamine; 

(3R,4R)-1-(1-((1S)-1-(2,4-difluorophenyl)ethyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(1-((1R)-1-(3,4-dichlorophenyl)ethyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 20 

(3R,4R)-1-(1-((1S)-1-(3,4-dichlorophenyl)ethyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(1-((1R)-1-(2,5-difluorophenyl)ethyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(1-((1S)-1-(2,5-difluorophenyl)ethyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-25 

piperidinamine; 

(3R,4R)-1-(5,6-difluoro-1-((1R)-1-(4-(trifluoromethyl)phenyl)ethyl)-1H-benzimidazol-2-yl)-4-

fluoro-3-piperidinamine; 

(3R,4R)-1-(5,6-difluoro-1-((1R)-1-(4-(trifluoromethoxy)phenyl)ethyl)-1H-benzimidazol-2-yl)-4-

fluoro-3-piperidinamine; 30 

(3R,4R)-1-(1-(5-chloro-2-(trifluoromethoxy)benzyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-

fluoro-3-piperidinamine; 

(3R,4R)-1-(5,6-difluoro-1-(4-(1H-1,2,4-triazol-1-yl)benzyl)-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 



 
 

3z 

2-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5,6-difluoro-1H-benzimidazol-1-yl)methyl)-5-

chlorobenzonitrile; 

(3R,4R)-1-(1-(2,4-dichlorobenzyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

4-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5,6-difluoro-1H-benzimidazol-1-yl)methyl)-3-5 

(difluoromethoxy)benzonitrile; 

(3R,4R)-1-(1-(2,5-dichlorobenzyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(1-(4-(1,1-difluoroethyl)benzyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 10 

4-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5,6-difluoro-1H-benzimidazol-1-yl)methyl)-2-

methylbenzonitrile; 

4-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5,6-difluoro-1H-benzimidazol-1-yl)methyl)-2-

chlorobenzonitrile; 

2-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5,6-difluoro-1H-benzimidazol-1-yl)methyl)-4-15 

chlorobenzonitrile; 

(3R,4R)-1-(1-(2-(difluoromethoxy)benzyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(1-(3-chloro-4-fluorobenzyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 20 

(3R,4R)-1-(1-(4-chloro-2-methoxybenzyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(1-(2,4-difluorobenzyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(5,6-difluoro-1-(2-(trifluoromethyl)benzyl)-1H-benzimidazol-2-yl)-4-fluoro-3-25 

piperidinamine; 

2-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5,6-difluoro-1H-benzimidazol-1-

yl)methyl)benzonitrile; 

(3R,4R)-1-(1-(2-chlorobenzyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-piperidinamine; 

(3R,4R)-1-(1-(2-chloro-4-fluorobenzyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-30 

piperidinamine; 

(3R,4R)-1-(5,6-difluoro-1-(4-fluoro-2-(trifluoromethyl)benzyl)-1H-benzimidazol-2-yl)-4-fluoro-

3-piperidinamine; 

(3R,4R)-1-(1-(3,4-difluorobenzyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 35 



 
 

3aa 

(3R,4R)-1-(1-(4-chloro-2-fluorobenzyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(1-(3,4-dichlorobenzyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(1-(4-chloro-3-fluorobenzyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-5 

piperidinamine; 

(3R,4R)-1-(5,6-difluoro-1-(4-(trifluoromethyl)benzyl)-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(5,6-difluoro-1-(4-(trifluoromethoxy)benzyl)-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 10 

(3R,4R)-1-(1-(4-(difluoromethyl)benzyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(5,6-difluoro-1-(3-(trifluoromethoxy)benzyl)-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(5,6-difluoro-1-(3-(trifluoromethyl)benzyl)-1H-benzimidazol-2-yl)-4-fluoro-3-15 

piperidinamine; 

3-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5,6-difluoro-1H-benzimidazol-1-

yl)methyl)benzonitrile; 

(3R,4R)-1-(1-(3-chlorobenzyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-piperidinamine; 

(S)-1-(1-(4-fluorobenzyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 20 

(S)-1-(1-(4-(1,2,4-oxadiazol-3-yl)benzyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 

(R)-1-(1-(4-(methylsulfonyl)benzyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 

(R)-1-(1-(4-(1H-1,2,4-triazol-1-yl)benzyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 

(R)-2-((2-(3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 

(R)-1-(1-(2,6-dichlorobenzyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 25 

(R)-1-(1-(2-chlorobenzyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 

(R)-1-(1-(4-(trifluoromethyl)benzyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 

(R)-1-(1-(4-(trifluoromethoxy)benzyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 

(R)-1-(1-(4-chlorobenzyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 

(R)-1-(1-(3-chlorobenzyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 30 

(R)-1-(1-(4-(1,1-difluoroethyl)benzyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 

(R)-2-(4-((2-(3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)phenyl)-2-

methylpropanenitrile; 

(R)-1-(1-(4-(difluoromethyl)benzyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 

(R)-4-((2-(3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)-N-methylbenzamide; 35 



 
 

3bb 

(R)-4-((2-(3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)-3-fluorobenzonitrile; 

(R)-2-(4-((2-(3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)phenoxy)acetonitrile; 

(R)-4-((2-(3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)-N,N-

dimethylbenzenesulfonamide; 

(R)-1-(1-(4-methylbenzyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 5 

(R)-1-(1-(4-fluorobenzyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 

(R)-1-(1-((1-methyl-1H-indazol-7-yl)methyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 

(R)-1-(1-(2,4-difluorobenzyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 

(R)-1-(1-(3,4-difluorobenzyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 

(R)-1-(1-(4-chloro-3-fluorobenzyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 10 

(R)-1-(1-((3-(3-chlorophenyl)isoxazol-5-yl)methyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 

(R)-1-(1-(3-chloro-4-methoxybenzyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 

(R)-4-((2-(3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)-3-chlorobenzonitrile; 

(R)-1-(1-(2,4-dichlorobenzyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 

(R)-4-((2-(3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)-3-methoxybenzonitrile; 15 

(R)-2-((2-(3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)-5-chlorobenzonitrile; 

4-((R)-1-(2-((R)-3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)ethyl)benzonitrile; 

4-(1-(2-((S)-3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)ethyl)benzonitrile; 

(R)-3-((2-(3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 

4-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-6-chloro-1H-benzo[d]imidazol-1-20 

yl)methyl)benzonitrile hydrochloride; 

(S)-4-((2-(3-aminopiperidin-1-yl)-6-methoxy-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile 

hydrochloride; 

4-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-6-methoxy-1H-benzo[d]imidazol-1-

yl)methyl)benzonitrile; 25 

(S)-4-((2-(3-aminopiperidin-1-yl)-5-methoxy-3H-imidazo[4,5-b]pyridin-3-yl)methyl)benzonitrile 

hydrochloride; 

(R)-4-((2-(3-amino-4,4-difluoropiperidin-1-yl)-6-chloro-1H-benzo[d]imidazol-1-

yl)methyl)benzonitrile; 

(R)-4-((2-(3-amino-4,4-difluoropiperidin-1-yl)-6-methoxy-1H-benzo[d]imidazol-1-30 

yl)methyl)benzonitrile; 

(R)-4-((2-(3-amino-4,4-difluoropiperidin-1-yl)-4-chloro-1H-benzo[d]imidazol-1-

yl)methyl)benzonitrile; 

4-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-4-chloro-1H-benzo[d]imidazol-1-

yl)methyl)benzonitrile; 35 



 
 

3cc 

4-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-4-chloro-1H-benzo[d]imidazol-1-

yl)methyl)benzonitrile; 

(R)-4-((2-(3-amino-4,4-difluoropiperidin-1-yl)-4-methoxy-1H-benzo[d]imidazol-1-

yl)methyl)benzonitrile; 

4-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-4-methoxy-1H-benzo[d]imidazol-1-5 

yl)methyl)benzonitrile; 

4-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1H-imidazo[4,5-c]pyridin-1-

yl)methyl)benzonitrile; 

4-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-3H-imidazo[4,5-c]pyridin-3-

yl)methyl)benzonitrile; 10 

4-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-6-ethoxy-1H-benzimidazol-1-

yl)methyl)benzonitrile; 

4-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-1H-imidazo[4,5-b]pyridin-1-

yl)methyl)benzonitrile; 

4-((2-((3R)-3-amino-4,4-difluoro-1-piperidinyl)-6-fluoro-1H-benzimidazol-1-15 

yl)methyl)benzonitrile; 

4-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1H-imidazo[4,5-b]pyridin-1-

yl)methyl)benzonitrile; 

(S)-4-((2-(3-aminopiperidin-1-yl)-4-chloro-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile 2,2,2-

trifluoroacetate; 20 

(S)-4-((2-(3-aminopiperidin-1-yl)-3H-imidazo[4,5-b]pyridin-3-yl)methyl)benzonitrile 

hydrochloride; 

4-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-6-chloro-1H-benzo[d]imidazol-1-

yl)methyl)benzonitrile hydrochloride; 

(S)-4-((2-(3-aminopiperidin-1-yl)-6-chloro-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 25 

(S)-4-((2-(3-aminopiperidin-1-yl)-5-chloro-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 

(R)-1-(2-((S)-3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)-2,3-dihydro-1H-indene-5-

carbonitrile; 

(S)-1-(2-((S)-3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)-2,3-dihydro-1H-indene-5-

carbonitrile; 30 

(3R,4R)-4-fluoro-1-(1-((5-methoxypyridin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-

amine; 

1-(2-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-

yl)acetyl)azetidine-3-carbonitrile; 



 
 

3dd 

2-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-yl)-1-(3-

(tert-butoxy)azetidin-1-yl)ethan-1-one; 

2-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-yl)-1-(3,3-

difluoroazetidin-1-yl)ethanone; 

2-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-yl)-1-(3-5 

isopropylazetidin-1-yl)ethanone; 

2-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-yl)-1-(6,6-

difluoro-2-azaspiro[3.3]heptan-2-yl)ethanone; 

2-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-yl)-1-(7-oxa-

2-azaspiro[3.5]nonan-2-yl)ethanone; 10 

(R)-6-((2-(4,4-difluoro-3-(methylamino)piperidin-1-yl)-6-fluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

(R)-6-((2-(4,4-difluoro-3-((2-hydroxyethyl)amino)piperidin-1-yl)-6-fluoro-1H-benzo[d]imidazol-

1-yl)methyl)nicotinonitrile; 

(S)-6-((2-(3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)nicotinic acid; 15 

(S)-6-((2-(3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)nicotinamide; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)nicotinamide; 

2-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-yl)acetic 

acid; 

6-((R)-1-(4,6-difluoro-2-((3R,4R)-4-fluoro-3-(methylamino)piperidin-1-yl)-1H-20 

benzo[d]imidazol-1-yl)ethyl)nicotinonitrile; 

6-((S)-1-(4,6-difluoro-2-((3R,4R)-4-fluoro-3-(methylamino)piperidin-1-yl)-1H-benzo[d]imidazol-

1-yl)ethyl)nicotinonitrile; 

6-((R)-1-(5,7-difluoro-2-((3R,4R)-4-fluoro-3-(methylamino)piperidin-1-yl)-1H-

benzo[d]imidazol-1-yl)ethyl)nicotinonitrile; and  25 

6-((S)-1-(5,7-difluoro-2-((3R,4R)-4-fluoro-3-(methylamino)piperidin-1-yl)-1H-benzo[d]imidazol-1-

yl)ethyl)nicotinonitrile.  

In another aspect, the present disclosure refers to a compound, selected from: 

6-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-6-chloro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 30 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-chloropyrimidin-2-yl)methyl)-6-fluoro-1H-

benzo[d]imidazole-4-carbonitrile; 

(3R,4R)-1-(4,6-difluoro-1-((5-fluoropyrimidin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine; 
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6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

(R)-6-((2-(3-amino-4,4-difluoropiperidin-1-yl)-4,6-difluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile hydrochloride; 

(R)-6-((2-(3-amino-4,4-difluoropiperidin-1-yl)-6-fluoro-1H-benzo[d]imidazol-1-5 

yl)methyl)nicotinonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-4-methoxy-1H-benzimidazol-1-yl)methyl)-3-

pyridinecarbonitrile; 

2-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-chloropyrimidin-2-yl)methyl)-1H-

benzo[d]imidazole-6-carbonitrile; 10 

(3R,4R)-4-fluoro-1-(1-((5-fluoropyrimidin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)piperidin-

3-amine; and  

(3R,4R)-1-(1-((5-chloropyrimidin-2-yl)methyl)-6-fluoro-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine. 

In another aspect, the present disclosure refers to a pharmaceutical composition comprising a 15 

pharmaceutically acceptable excipient, carrier or adjuvant and at least one compound as described herein. 

In yet another aspect, the present disclosure refers to the use of at least one compound as described herein, 

or a pharmaceutical salt thereof or a pharmaceutical composition thereof in the manufacture of a 

medicament for treating a disease or disorder mediated by TRPC6 in a mammal, wherein the disease or 

disorder mediated by TRPC6 is selected from the group consisting of nephrotic syndrome, minimal 20 

change disease, focal segmental glomerulosclerosis, collapsing glomerulopathy, membranous 

nephropathy, membranoproliferative glomerulonephritis, IGA nephropathy, acute renal failure, chronic 

renal failure, diabetic nephropathy, sepsis, pulmonary hypertension, acute lung disorder, acute respiratory 

distress syndrome (ARDS), heart failure, stroke, malignant tumor, and muscular dystrophy. In yet another 

aspect, the present disclosure refers to a a compound as described herein for use as a medicament. 25 

The disclosure provides, in one example, substituted benzimidazole compounds which modulate 

the activity of TRPC6.  Preferably, the substituted benzimidazole compounds of the disclosure are 

TRPC6 inhibitors.  

The substituted benzimidazole compounds of the disclosure are compounds and salts according to 

Formula (I): 30 
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 (I) 

Also provided is a pharmaceutical composition comprising a pharmaceutically acceptable 

excipient, carrier or adjuvant and at least one compound of Formula (I) or subformulae thereof.  

Pharmaceutical compositions provided by the disclosure are suitable for use in the treatment of disease 

modulated by TRPC6 activity.  In certain examples the pharmaceutical compositions of the disclosure are 5 

suitable for use in the treatment of , e.g., treatment of nephrotic syndrome, minimal change disease, focal 

segmental glomerulosclerosis,  collapsing glomerulopathy, membranous nephropathy, 

membranoproliferative glomerulonephritis, IGA nephropathy, acute renal failure, chronic renal failure, 

diabetic nephropathy, sepsis, pulmonary hypertension, acute lung disorder, heart failure, stroke, malignant 

tumor or muscular dystrophy. 10 

Also provided is a packaged pharmaceutical composition, comprising a pharmaceutical 

composition comprising a pharmaceutically acceptable excipient, carrier or adjuvant and at least one 

compound of formula (I) or subformulae thereof, and instructions for using the composition to treat a 

patient suffering from a disease mediated by TRPC6 activity or more particularly to treat a patient 

suffering from nephrotic syndrome, minimal change disease, focal segmental glomerulosclerosis,  15 

collapsing glomerulopathy, membranous nephropathy, membranoproliferative glomerulonephritis, IGA 

nephropathy, acute renal failure, chronic renal failure, diabetic nephropathy, sepsis, pulmonary 

hypertension, acute lung disorder, acute respiratory distress syndrome (ARDS) heart failure, stroke, 

malignant tumor or muscular dystrophy.  In certain instances, the patient is suffering from nephrotic 

syndrome, membranous nephropathy, and acute renal failure. 20 

Also provided is a method of treating or preventing disease in a mammal which method comprises 

administering to a mammal in need thereof a therapeutically effective amount of at least one compound of 

formula (I) or subformulae thereof or a pharmaceutical composition comprising a pharmaceutically 

acceptable excipient, carrier or adjuvant and at least one compound of formula (I) or subformulae thereof.  

Also provided is a method for modulating TRPC6 activity in a mammal, which method comprises 25 

administering to the mammal in need thereof a therapeutically effective amount of at least one compound 

of formula (I) or subformulae thereof or a pharmaceutical composition comprising a pharmaceutically 

acceptable excipient, carrier or adjuvant and at least one compound of formula (I) or subformulae thereof. 

Another example of the disclosure relates to a method of treating a TRPC6-mediated disease or disorder, 
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the method comprising administering a TRPC6 inhibitor of the disclosure to a patient in need of therapy.  

In certain examples, the TRPC6 mediated disease or disorder is selected from nephrotic syndrome, 

minimal change disease, focal segmental glomerulosclerosis,  collapsing glomerulopathy, membranous 

nephropathy, membranoproliferative glomerulonephritis, IGA nephropathy, acute renal failure, chronic 

renal failure, diabetic nephropathy, sepsis, pulmonary hypertension, acute lung disorder, acute respiratory 5 

distress syndrome (ARDS), heart failure, stroke, malignant tumor or muscular dystrophy.  In certain 

instances, the patient is suffering from nephrotic syndrome, membranous nephropathy, and acute renal 

failure . 

  

Also provided is the use, in the manufacture of a medicament for treating or preventing disease 10 

mediated by TRPC6 activity, of at least one compound of formula I or subformulae thereof.  

Other examples will be apparent to those skilled in the art form the following detailed description.  

DETAILED DESCRIPTION OF THE INVENTION 

The invention related generally to compounds of Formula I and salts and tautomers thereof which 

inhibit TRPC protein activity and more particularly inhibit TRPC6 protein activity.  In particular, the 15 

invention relates to compounds which selectively inhibit TRPC6 protein activity.   

In a first embodiment, the invention provides a compound or pharmaceutically acceptable salt thereof, 

according to Formula I:  

 
 20 
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6-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-6-chloro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-5-chloro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

(R)-6-((2-(3-amino-4,4-difluoropiperidin-1-yl)-4-chloro-1H-benzo[d]imidazol-1-5 

yl)methyl)nicotinonitrile; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-cyanopyridin-2-yl)methyl)-1H-

benzo[d]imidazole-4-carbonitrile; 

(R)-6-((2-(3-amino-4,4-difluoropiperidin-1-yl)-6-chloro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 10 

(R)-6-((2-(3-amino-4,4-difluoropiperidin-1-yl)-5-chloro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-6-(trifluoromethyl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5-(trifluoromethyl)-1H-benzo[d]imidazol-1-15 

yl)methyl)nicotinonitrile; 

6-((2-((3S,4S)-3-amino-4-fluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile; 

(S)-6-((2-(5-amino-3,3-difluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-cyanopyridin-2-yl)methyl)-6-fluoro-1H-

benzo[d]imidazole-4-carbonitrile; 20 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-6-(trifluoromethoxy)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5-(trifluoromethoxy)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-6-fluoro-5-(trifluoromethyl)-1H-25 

benzo[d]imidazol-1-yl)methyl)nicotinonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5-fluoro-6-(trifluoromethyl)-1H-

benzo[d]imidazol-1-yl)methyl)nicotinonitrile; 

6-((2-((3aR,7aR)-hexahydro-1H-pyrrolo[2,3-c]pyridin-6(2H)-yl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 30 

6-((2-((3aR,7aS)-hexahydro-1H-pyrrolo[2,3-c]pyridin-6(2H)-yl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3aS,7aS)-hexahydro-1H-pyrrolo[2,3-c]pyridin-6(2H)-yl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 
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(S)-6-((2-(3-aminopiperidin-1-yl)-6-fluoro-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile 

hydrochloride; 

(S)-6-((2-(3-aminopiperidin-1-yl)-5-fluoro-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile 

hydrochloride; 

6-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-6-fluoro-1H-benzo[d]imidazol-1-5 

yl)methyl)nicotinonitrile hydrochloride; 

6-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-5-fluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile hydrochloride; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5-fluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile hydrochloride; 10 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-6-fluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile hydrochloride; 

(S)-2-(3-aminopiperidin-1-yl)-1-((5-cyanopyridin-2-yl)methyl)-1H-benzo[d]imidazole-6-

carbonitrile; 

(S)-2-(3-aminopiperidin-1-yl)-1-((5-cyanopyridin-2-yl)methyl)-1H-benzo[d]imidazole-5-15 

carbonitrile; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-cyanopyridin-2-yl)methyl)-1H-

benzo[d]imidazole-6-carbonitrile; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-cyanopyridin-2-yl)methyl)-1H-

benzo[d]imidazole-5-carbonitrile; 20 

(R)-2-(3-amino-4,4-difluoropiperidin-1-yl)-1-((5-cyanopyridin-2-yl)methyl)-1H-

benzo[d]imidazole-6-carbonitrile; 

(R)-2-(3-amino-4,4-difluoropiperidin-1-yl)-1-((5-cyanopyridin-2-yl)methyl)-1H-

benzo[d]imidazole-5-carbonitrile; 

(S)-6-((2-(3-aminopiperidin-1-yl)-4,6-dichloro-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile; 25 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-4,6-dichloro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-4,6-dichloro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

(R)-6-((2-(3-amino-4,4-difluoropiperidin-1-yl)-4,6-dichloro-1H-benzo[d]imidazol-1-30 

yl)methyl)nicotinonitrile; 

(S)-6-((2-(3-aminopiperidin-1-yl)-4,6-difluoro-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile; 

(S)-6-((2-(3-aminopiperidin-1-yl)-5,7-difluoro-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-4,6-difluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 35 
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(R)-4-((2-(3-(aminomethyl)-3-hydroxypyrrolidin-1-yl)-1H-benzo[d]imidazol-1-

yl)methyl)benzonitrile 2,2,2-trifluoroacetate; 

(S)-4-((2-(3-(aminomethyl)-3-hydroxypyrrolidin-1-yl)-1H-benzo[d]imidazol-1-

yl)methyl)benzonitrile 2,2,2-trifluoroacetate; 

(S)-4-((2-(3-(aminomethyl)pyrrolidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 5 

(R)-4-((2-(3-(aminomethyl)pyrrolidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 

4-((2-((3S,4S)-3-amino-4-methylpiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile 

2,2,2-trifluoroacetate; 

4-((2-((3S,4R)-3-amino-4-methylpiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile 

2,2,2-trifluoroacetate; 10 

4-((2-((3R,4S)-3-amino-4-methylpiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile 

2,2,2-trifluoroacetate; 

4-((2-((1S,5R)-1-(aminomethyl)-3-azabicyclo[3.1.0]hexan-3-yl)-1H-benzo[d]imidazol-1-

yl)methyl)benzonitrile; 

4-((2-((1R,5S)-1-(aminomethyl)-3-azabicyclo[3.1.0]hexan-3-yl)-1H-benzo[d]imidazol-1-15 

yl)methyl)benzonitrile; 

(R)-4-((2-(3-aminopiperidin-1-yl)-6-methoxy-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 

(R)-4-((2-(3-aminopiperidin-1-yl)-5-methoxy-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 

2-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-chloropyrimidin-2-yl)methyl)-1H-

benzo[d]imidazole-6-carbonitrile; 20 

(3R,4R)-4-fluoro-1-(1-((5-fluoropyrimidin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-

amine; 

(3R,4R)-4-fluoro-1-(1-((5-fluoropyridin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-

amine; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-fluoropyridin-2-yl)methyl)-1H-25 

benzo[d]imidazole-6-carbonitrile; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-fluoropyridin-2-yl)methyl)-1H-

benzo[d]imidazole-5-carbonitrile; 

(3R,4R)-1-(1-((5-bromopyrimidin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)-4-fluoropiperidin-3-

amine; 30 

(3R,4R)-4-fluoro-1-(1-((5-(trifluoromethyl)pyrimidin-2-yl)methyl)-1H-benzo[d]imidazol-2-

yl)piperidin-3-amine; 
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(S)-2-(2-(3-(aminomethyl)pyrrolidin-1-yl)-6-fluoro-1H-benzo[d]imidazol-1-yl)-N-methyl-N-

(2,2,2-trifluoroethyl)acetamide; 

2-(6-fluoro-2-((4aR,8aR)-hexahydro-2H-pyrido[4,3-b][1,4]oxazin-6(5H)-yl)-1H-

benzo[d]imidazol-1-yl)-N-methyl-N-(2,2,2-trifluoroethyl)acetamide; 

2-(5-fluoro-2-((4aS,8aS)-hexahydro-2H-pyrido[4,3-b][1,4]oxazin-6(5H)-yl)-1H-5 

benzo[d]imidazol-1-yl)-N-methyl-N-(2,2,2-trifluoroethyl)acetamide; 

(3R,4R)-3-amino-1-(1-((5-chloropyrimidin-2-yl)methyl)-5-fluoro-1H-benzo[d]imidazol-2-

yl)piperidin-4-ol; 

2-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-6-chloro-1H-benzo[d]imidazol-1-yl)-1-

morpholinoethanone; 10 

(3R,4R)-3-amino-1-(1-((5-chloropyrimidin-2-yl)methyl)-6-fluoro-1H-benzo[d]imidazol-2-

yl)piperidin-4-ol; 

2-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5-chloro-1H-benzo[d]imidazol-1-yl)-1-

morpholinoethanone; 

(3R,4R)-1-(1-((R)-1-(5-chloropyrimidin-2-yl)ethyl)-5,6-difluoro-1H-benzo[d]imidazol-2-yl)-4-15 

fluoropiperidin-3-amine; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-6-(trifluoromethyl)-1H-imidazo[4,5-b]pyridin-1-

yl)methyl)nicotinonitrile; 

2-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-yl)-N-

methyl-N-(2,2,2-trifluoroethyl)acetamide; 20 

2-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-yl)-N-

methyl-N-(thiazol-2-yl)acetamide; 

2-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-6-chloro-1H-benzo[d]imidazol-1-yl)-N,N-

dimethylacetamide; 

2-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-6-fluoro-1H-benzo[d]imidazol-1-yl)-1-(azetidin-1-25 

yl)ethan-1-one; 

2-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-yl)-1-(3-

(trifluoromethyl)piperidin-1-yl)ethan-1-one; 

2-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-yl)-1-(6,7-

dihydrothieno[3,2-c]pyridin-5(4H)-yl)ethan-1-one; 30 

2-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5-chloro-1H-benzo[d]imidazol-1-yl)-N,N-

dimethylacetamide; 

2-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-yl)-1-(2-

methylmorpholino)ethan-1-one; 
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4-((2-((3S,4S)-3-amino-4-fluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 

4-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 

(R)-4-((2-(3-aminopiperidin-1-yl)-6-methoxy-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 

2-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-chloropyrimidin-2-yl)methyl)-1H-

benzo[d]imidazole-6-carbonitrile; 5 

(3R,4R)-4-fluoro-1-(1-((5-fluoropyrimidin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-

amine; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-fluoropyrimidin-2-yl)methyl)-1H-

benzo[d]imidazole-6-carbonitrile; 

2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-1-((5-chloropyrimidin-2-yl)methyl)-1H-10 

benzo[d]imidazole-6-carbonitrile; 

(3R,4R)-3-amino-1-(1-((5-chloropyrimidin-2-yl)methyl)-6-fluoro-1H-benzo[d]imidazol-2-

yl)piperidin-4-ol; 

(R)-1-(1-((5-chloropyridin-2-yl)methyl)-4,6-difluoro-1H-benzo[d]imidazol-2-yl)-4,4-

difluoropiperidin-3-amine hydrochloride; 15 

(3R,4R)-1-(1-((5-chloro-2-pyrimidinyl)methyl)-4,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

2-(2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5,6-difluoro-1H-benzimidazol-1-yl)-1-(1-

piperidinyl)ethanone; 

2-(2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-6-chloro-1H-benzimidazol-1-yl)-1-(1-20 

azetidinyl)ethanone; 

(3R,4R)-1-(1-((5-chloropyrimidin-2-yl)methyl)-6-fluoro-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine; 

(3R,4R)-1-(1-((5-chloropyrimidin-2-yl)methyl)-5-fluoro-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine; 25 

(3R,4R)-1-(5,6-difluoro-1-((5-fluoropyrimidin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine; 

(3R,4S)-4-fluoro-1-(1-((5-fluoropyrimidin-2-yl)methyl)-6-(trifluoromethyl)-1H-

benzo[d]imidazol-2-yl)piperidin-3-amine; and 

4-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-6-chloro-1H-benzo[d]imidazol-1-30 

yl)methyl)benzonitrile hydrochloride. 

 

In a fortieth embodiment, the invention provides compounds of the first or second embodiment in 

which the compound is recited in the below Table C: 

TABLE C 35 
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6-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-6-chloro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-6-(trifluoromethoxy)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-chloropyrimidin-2-yl)methyl)-6-fluoro-1H-5 

benzo[d]imidazole-4-carbonitrile; 

(3R,4R)-1-(4,6-difluoro-1-((5-fluoropyridin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine; 

(3R,4R)-1-(4,6-difluoro-1-((5-fluoropyrimidin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine; 10 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5-fluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile hydrochloride; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-4,6-difluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 15 

(R)-6-((2-(3-amino-4,4-difluoropiperidin-1-yl)-4,6-difluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile hydrochloride; 

(R)-6-((2-(3-amino-4,4-difluoropiperidin-1-yl)-6-fluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-4-methoxy-1H-benzimidazol-1-yl)methyl)-3-20 

pyridinecarbonitrile; 

6-((2-((3R)-3-amino-4,4-difluoro-1-piperidinyl)-6-methoxy-1H-benzimidazol-1-yl)methyl)-3-

pyridinecarbonitrile; 

2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-1-((5-chloropyrimidin-2-yl)methyl)-6-fluoro-1H-

benzo[d]imidazole-4-carbonitrile; 25 

(R)-2-(3-amino-4,4-difluoropiperidin-1-yl)-1-((5-chloropyrimidin-2-yl)methyl)-6-fluoro-1H-

benzo[d]imidazole-4-carbonitrile; 

2-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-chloropyrimidin-2-yl)methyl)-1H-

benzo[d]imidazole-6-carbonitrile; 

(3R,4R)-4-fluoro-1-(1-((5-fluoropyrimidin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-30 

amine; 

2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-1-((5-chloropyrimidin-2-yl)methyl)-1H-

benzo[d]imidazole-6-carbonitrile; 

(R)-1-(1-((5-chloropyridin-2-yl)methyl)-4,6-difluoro-1H-benzo[d]imidazol-2-yl)-4,4-

difluoropiperidin-3-amine hydrochloride; 35 
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(3R,4R)-1-(1-((5-chloro-2-pyrimidinyl)methyl)-4,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; and  

(3R,4R)-1-(1-((5-chloropyrimidin-2-yl)methyl)-6-fluoro-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine. 

In a forty first embodiment, the invention provides compounds of the first or second embodiment 5 

in which the compound is recited in the below Table D: 

TABLE D 

6-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-6-chloro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-chloropyrimidin-2-yl)methyl)-6-fluoro-1H-10 

benzo[d]imidazole-4-carbonitrile; 

(3R,4R)-1-(4,6-difluoro-1-((5-fluoropyrimidin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile; 

(R)-6-((2-(3-amino-4,4-difluoropiperidin-1-yl)-4,6-difluoro-1H-benzo[d]imidazol-1-15 

yl)methyl)nicotinonitrile hydrochloride; 

(R)-6-((2-(3-amino-4,4-difluoropiperidin-1-yl)-6-fluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-4-methoxy-1H-benzimidazol-1-yl)methyl)-3-

pyridinecarbonitrile; 20 

2-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-chloropyrimidin-2-yl)methyl)-1H-

benzo[d]imidazole-6-carbonitrile; 

(3R,4R)-4-fluoro-1-(1-((5-fluoropyrimidin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-

amine; and  

(3R,4R)-1-(1-((5-chloropyrimidin-2-yl)methyl)-6-fluoro-1H-benzo[d]imidazol-2-yl)-4-25 

fluoropiperidin-3-amine. 

 

In a further embodiment, each of the compounds disclosed herein are provided in the form of a 

pharmaceutically acceptable salt. 

In a forty second embodiment, the invention provides 6-((2-((3R,4S)-3-amino-4-fluoropiperidin-30 

1-yl)-6-chloro-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile.  In certain aspects of the forty second 

embodiment, the invention provides a pharmaceutically acceptable salt of 6-((2-((3R,4S)-3-amino-4-

fluoropiperidin-1-yl)-6-chloro-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile.  

In a forty third embodiment, the invention provides 2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-

1-((5-chloropyrimidin-2-yl)methyl)-6-fluoro-1H-benzo[d]imidazole-4-carbonitrile.  In certain aspects of 35 
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the forty third embodiment, the invention provides a pharmaceutically acceptable salt of 2-((3R,4R)-3-

amino-4-fluoropiperidin-1-yl)-1-((5-chloropyrimidin-2-yl)methyl)-6-fluoro-1H-benzo[d]imidazole-4-

carbonitrile.   

In a forty fourth embodiment, the invention provides (3R,4R)-1-(4,6-difluoro-1-((5-

fluoropyrimidin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)-4-fluoropiperidin-3-amine.  In certain aspects 5 

of the forty fourth embodiment, the invention provides a pharmaceutically acceptable salt of (3R,4R)-1-

(4,6-difluoro-1-((5-fluoropyrimidin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)-4-fluoropiperidin-3-amine.   

In a forty fifth embodiment, the invention provides 6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-

yl)-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile.  In certain aspects of the forty fifth embodiment 

embodiment, the invention provides a pharmaceutically acceptable salt of 6-((2-((3R,4R)-3-amino-4-10 

fluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile. 

In a forty sixth embodiment, the invention provides (R)-6-((2-(3-amino-4,4-difluoropiperidin-1-

yl)-4,6-difluoro-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile.  In certain aspects of the forty sixth 

embodiment, the invention provides a pharmaceutically acceptable salt of (R)-6-((2-(3-amino-4,4-

difluoropiperidin-1-yl)-6-fluoro-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile. The hydrochloride salt 15 

is a particularly preferred aspect of the forty sixth embodiment, e.g., (R)-6-((2-(3-amino-4,4-

difluoropiperidin-1-yl)-6-fluoro-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile hydrochloride.  

In a forty seventh embodiment, the invention provides (R)-6-((2-(3-amino-4,4-difluoropiperidin-

1-yl)-6-fluoro-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile.  In certain aspects of the forty seventh 

embodiment, the invention provides a pharmaceutically acceptable salt of (R)-6-((2-(3-amino-4,4-20 

difluoropiperidin-1-yl)-6-fluoro-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile.   

In a forty eighth embodiment, the invention provides 6-((2-((3R,4R)-3-amino-4-fluoro-1-

piperidinyl)-4-methoxy-1H-benzimidazol-1-yl)methyl)-3-pyridinecarbonitrile.  In certain aspects of the 

forty eighth embodiment, the invention provides a pharmaceutically acceptable salt of 6-((2-((3R,4R)-3-

amino-4-fluoro-1-piperidinyl)-4-methoxy-1H-benzimidazol-1-yl)methyl)-3-pyridinecarbonitrile.   25 

In a forty ninth embodiment, the invention provides 2-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-

yl)-1-((5-chloropyrimidin-2-yl)methyl)-1H-benzo[d]imidazole-6-carbonitrile.  In certain aspects of the 

forty ninth embodiment, the invention provides a pharmaceutically acceptable salt of (2-((3R,4R)-3-

amino-4-fluoropiperidin-1-yl)-1-((5-chloropyrimidin-2-yl)methyl)-1H-benzo[d]imidazole-6-carbonitrile. 

In a fiftieth embodiment, the invention provides (3R,4R)-4-fluoro-1-(1-((5-fluoropyrimidin-2-30 

yl)methyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine.  In certain aspects of the fiftieth embodiment, 

the invention provides a pharmaceutically acceptable salt of (3R,4R)-4-fluoro-1-(1-((5-fluoropyrimidin-2-

yl)methyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine.   

In a fifty first embodiment, the invention provides (3R,4R)-1-(1-((5-chloropyrimidin-2-

yl)methyl)-6-fluoro-1H-benzo[d]imidazol-2-yl)-4-fluoropiperidin-3-amine.  In certain aspects of the fifty 35 
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(a) Coupling a halogenated benzimidazole having the formula: with a 

protected piperidine having the formula  under conditions conducive 

to nucleophilic aromatic substitution to generate a 2-(piperidin-1-yl)benzimidazole compound 

having the formula 

Z
4 N

H
N

N

R
3

R
4

N

R
2

R
11

R
12

R
13

R
1a

PG  wherein X is chlorine, bromine 

or iodine and PG is an amide protecting group stable to nucleophilic aromatic substitution 5 

such as an alkoxycarbonyl protecting group;  

(b) Alkylating the 2-(piperidin-1-yl)benzimidazole compound generated in step (a) with a 

halo ester, , wherein Y is chlorine, bromine or iodine and R is C1-C6alkyl, to generate an 

substituted 1-acetyl-2-(piperidin-1-yl)benzimidazole compound having the formula: 

 10 

(c) Saponification of the substituted 1-acetyl-2-(piperidin-1-yl)benzimidazole compound 

generated in step (b) to provide a free acid followed by amination with an amine, HNR9R10, under 

conditions conducive to amide bond formation to provide a 1-[(2-piperidin-1-

yl)benzimidazole)]acetamide compound; 























































































   

 

116 

Ex. 

# 

Alkylated 

Intermediate 
Amine 

Boc 

Deprotection 

Procedure 

Structure Compound Name 
MS 

MH+ 

22  25 

 

B 

 

6-((2-((3R,4R)-3-

amino-4-

fluoropiperidin-1-yl)-5-

fluoro-6-

(trifluoromethyl)-1H-

benzo[d]imidazol-1-

yl)methyl)nicotinonitril
e 

437.0 

23  7 

 

B 

 

6-((2-((3aR,7aR)-

hexahydro-1H-

pyrrolo[2,3-c]pyridin-

6(2H)-yl)-1H-

benzo[d]imidazol-1-

yl)methyl)nicotinonitril

e 

359.2 

24  7 

 

B 

 

6-((2-((3aR,7aS)-

hexahydro-1H-

pyrrolo[2,3-c]pyridin-

6(2H)-yl)-1H-

benzo[d]imidazol-1-

yl)methyl)nicotinonitril

e 

359.2 

25  7 

 

B 

 

6-((2-((3aS,7aS)-

hexahydro-1H-

pyrrolo[2,3-c]pyridin-

6(2H)-yl)-1H-

benzo[d]imidazol-1-

yl)methyl)nicotinonitril

e 

359.2 

26  7 

 

B 

 

6-((2-((3aS,7aR)-

hexahydro-1H-

pyrrolo[2,3-c]pyridin-

6(2H)-yl)-1H-

benzo[d]imidazol-1-

yl)methyl)nicotinonitril

e 

359.2 

27  7 B 

 

(R)-6-((2-(1,6-

diazaspiro[3.5]nonan-6-
yl)-1H-

benzo[d]imidazol-1-

yl)methyl)nicotinonitril

e 

359.2 
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Ex. 

# 

Alkylated 

Intermediate 
Amine 

Boc 

Deprotection 

Procedure 

Structure Compound Name 
MS 

MH+ 

48  34 

 

A 

 

6-((2-((3R,4S)-3-

amino-4-

fluoropiperidin-1-yl)-5-

fluoro-1H-

benzo[d]imidazol-1-

yl)methyl)nicotinonitril

e hydrochloride 

369.0 

49  34 A 

 

6-((2-((3R,4R)-3-

amino-4-

fluoropiperidin-1-yl)-5-

fluoro-1H-

benzo[d]imidazol-1-

yl)methyl)nicotinonitril

e hydrochloride 

369.0 

50  5 A 

 

6-((2-((3R,4R)-3-

amino-4-

fluoropiperidin-1-yl)-6-

fluoro-1H-

benzo[d]imidazol-1-

yl)methyl)nicotinonitril

e hydrochloride 

369.0 

51  33 
 

B 

 

(S)-2-(3-
aminopiperidin-1-yl)-1-

((5-cyanopyridin-2-

yl)methyl)-1H-

benzo[d]imidazole-6-

carbonitrile 

358.0 

52  33 
 

B 

 

(S)-2-(3-

aminopiperidin-1-yl)-1-

((5-cyanopyridin-2-

yl)methyl)-1H-

benzo[d]imidazole-5-

carbonitrile 

358.0 

53  33 B 

 

2-((3R,4R)-3-amino-4-

fluoropiperidin-1-yl)-1-

((5-cyanopyridin-2-

yl)methyl)-1H-

benzo[d]imidazole-6-

carbonitrile 

376.0 

54  33 B 

 

2-((3R,4R)-3-amino-4-

fluoropiperidin-1-yl)-1-

((5-cyanopyridin-2-

yl)methyl)-1H-

benzo[d]imidazole-5-
carbonitrile 

376.0 
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tert-Butyl ((3R,4R)-1-(6-cyano-1-((5-methoxypyrimidin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-yl)carbamate (69 mg) was dissolved  in dioxane (2 mL), and 4 N HCl in dioxane (500 

uL) was added.  The reaction was stirred at ambient temperature overnight, then concentrated in vacuo to 

provide the title compound as a white solid. . 1H NMR (500 MHz, MeOD) δ 8.52 (s, 2H), 7.94 (s, 1H), 7.66-

7.74 (m, 2H), 5.54-5.67 (m, 2H), 4.77-4.93 (m, 1H), 4.21-4.30 (m, 1H), 4.01 (br d, J=12.98 Hz, 1H), 3.96 5 

(s, 3H), 3.71-3.78 (m, 1H), 3.43-3.50 (m, 2H), 2.32-2.46 (m, 1H), 1.98-2.14 (m, 1H). (ESI, pos. ion) m/z: 

382.2 [M+1]. 

Note: HCl salt was sometimes free based using an aqueous work up or using ion exchange 

chromatography. Isolation of salt or free base is specified in table. 

 10 

The following compounds were made in a manner analogous to that outlined in Schemes 9 and 10:  

 

 

Example 188: (3R,4R)-4-fluoro-1-(1-((5-fluoropyrimidin-2-yl)methyl)-1H-benzo[d]imidazol-2-

yl)piperidin-3-amine was synthesized on 0.3 mmol scale following a sequence analogous to that described 15 

above. The Boc deprotection was accomplished using the TFA procedure.  1H NMR (500 MHz, MeOD) δ 

8.68-8.74 (s, 2H), 7.47-7.52 (m, 1H), 7.14-7.20 (m, 2H), 7.08-7.13 (m, 1H), 5.53 (s, 2H), 4.34-4.52 (m, 1H), 

3.64 (dtd, J=1.95, 4.14, 12.36 Hz, 1H), 3.48-3.57 (m, 1H), 3.04-3.21 (m, 2H), 2.98 (dd, J=8.82, 12.20 Hz, 

1H), 2.12-2.25 (m, 1H), 1.82-1.92 (m, 1H). (ESI, pos. ion) m/z: 345.2 [M+1]. 

The following Examples were synthesized using a sequence analogous to that described for 20 

examples 239-240 and general scheme 9-10 above: 

Table 5. Compounds made following schemes 9-10 

Ex. 

# 

SnAr 

Inter-

mediate 

Electrophile 

Boc 

Deprotection 

Procedure 

Structure Compound Name 
MS 

MH+ 

187  60 

 

B 

 

2-(2-((3R,4R)-3-amino-
4-fluoropiperidin-1-yl)-

1-((5-chloropyrimidin-

2-yl)methyl)-1H-

benzo[d]imidazole-6-

carbonitrile 

386.0 
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Ex. 

# 

SnAr 

Inter-

mediate 

Electrophile 

Boc 

Deprotection 

Procedure 

Structure Compound Name 
MS 

MH+ 

       

494   

 

B 

 

(3R,4R)-3-amino-1-(1-

((5-chloropyrimidin-2-

yl)methyl)-5-fluoro-1H-

benzo[d]imidazol-2-

yl)piperidin-4-ol 

377.2 

495   

 

B 

 

2-(2-((3R,4R)-3-amino-

4-fluoropiperidin-1-yl)-

6-chloro-1H-

benzo[d]imidazol-1-yl)-

1-morpholinoethanone 

396.2 

496  75 

 

B 

 

(3R,4R)-3-amino-1-(1-
((5-chloropyrimidin-2-

yl)methyl)-6-fluoro-1H-

benzo[d]imidazol-2-

yl)piperidin-4-ol 

377.2 

497  69 

 

B 

 

2-(2-((3R,4R)-3-amino-

4-fluoropiperidin-1-yl)-

5-chloro-1H-

benzo[d]imidazol-1-yl)-

1-morpholinoethanone 

396.2 

498  68 

 

B 

 

(3R,4R)-1-(1-((R)-1-(5-

chloropyrimidin-2-

yl)ethyl)-5,6-difluoro-

1H-benzo[d]imidazol-2-

yl)-4-fluoropiperidin-3-

amine 

411.0 

499  81 

 

B 

 

6-((2-((3R,4R)-3-

amino-4-

fluoropiperidin-1-yl)-6-

(trifluoromethyl)-1H-

imidazo[4,5-b]pyridin-

1-
yl)methyl)nicotinonitril

e 

420.2 

500  68 

 

B 

 

2-(2-((3R,4R)-3-amino-

4-fluoropiperidin-1-yl)-

5,6-difluoro-1H-

benzo[d]imidazol-1-yl)-

N-methyl-N-(2,2,2-

trifluoroethyl)acetamide 

424.2 
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(500 MHz, MeOH-d4) δ 8.84-9.04 (m, 1H), 8.08-8.27 (m, 1H), 7.48-7.58 (m, 1H), 7.06-7.34 (m, 4H), 5.51 

(br d, J=6.75 Hz, 3H), 4.29-4.50 (m, 1H), 3.61 (br dd, J=3.89, 7.79 Hz, 1H), 3.39-3.50 (m, 1H), 2.87-3.19 

(m, 3H), 2.10-2.27 (m, 1H), 1.78-1.97 (m, 1H), 0.79-0.98 (m,1H). MS: (ESI pos. ion) m/z: 369.2 [M+1]. 

 

Example 437: 2-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-5 

yl)acetic acid 

 
2-(2-((3R,4R)-3-((tert-butoxycarbonyl)amino)-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-

1-yl)acetic acid was treated with TFA (0.5 mL) in DCM (1 mL) and stirred at rt for 1h. Reaction mixture 

was concentrated and purified via reverse phase HPLC to obtain the title compound. 1H NMR (600 MHz, 10 

DMSO-d6) δ 7.47-7.60 (m, 2H), 4.82-4.92 (m, 2H), 4.51-4.59 (dt, J=4.63, 9.01 Hz, 1H), 3.35-3.46 (m, 2H), 

3.24-3.30 (m, 1H), 2.95 (br t, J=10.63 Hz, 1H), 2.73-2.89 (m, 1H), 2.13-2.21 (m, 1H), 1.79-1.89 (m, 1H). 

MS: (ESI pos. ion) m/z: 329.0 [M+1]. 

 

Examples 438-441: 6-((R)-1-(4,6-difluoro-2-((3R,4R)-4-fluoro-3-(methylamino)piperidin-1-yl)-1H-15 

benzo[d]imidazol-1-yl)ethyl)nicotinonitrile (Example 438) and 6-((S)-1-(4,6-difluoro-2-((3R,4R)-4-

fluoro-3-(methylamino)piperidin-1-yl)-1H-benzo[d]imidazol-1-yl)ethyl)nicotinonitrile (Example 

439) and 6-((R)-1-(5,7-difluoro-2-((3R,4R)-4-fluoro-3-(methylamino)piperidin-1-yl)-1H-

benzo[d]imidazol-1-yl)ethyl)nicotinonitrile (Example 440) and 6-((S)-1-(5,7-difluoro-2-((3R,4R)-4-

fluoro-3-(methylamino)piperidin-1-yl)-1H-benzo[d]imidazol-1-yl)ethyl)nicotinonitrile (Example 20 

441) 
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Step 1. tert-butyl ((3R,4R)-1-(1-(1-(5-cyanopyridin-2-yl)ethyl)-4,6-difluoro-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-yl)carbamate (1.05 g, 2.098 mmol, mixture of 4 isomers) and methyl iodide (0.144 ml, 

2.308 mmol) were dissolved in THF and cooled to 0 C. potassium bis(trimethylsilyl)amide solution, 1m in 

tetrahydrofuran (2.203 ml, 2.203 mmol) was added slowly and the reaction stirred for 1 hour. Conversion 5 

stalled, so the reaction was quenched with ammonium chloride, then extracted with DCM (3X). The 

organics were combined, dried over Na2SO4, filtered, and concentrated to provide a mixture of methylated 

and N-H products.  

Step 2. Isomers were separated using chiral SFC: Chiralpak Cel2, 15% MeOH, 0.2% DEA. 

Step 3. Each individual isomer (100 mg, 1 equiv), was dissolved in DCM (5 mL), then TFA (0.5 mL) was 10 

added. After 1 hour, the solutions were poured onto pre-wetted SCX columns and flushed with methanol. 

The products were eluted with methanolic ammonia. 

Peak 1: 6-((R)-1-(4,6-difluoro-2-((3R,4R)-4-fluoro-3-(methylamino)piperidin-1-yl)-1H-

benzo[d]imidazol-1-yl)ethyl)nicotinonitrile (Example 438):  1H NMR (500 MHz, METHANOL-d4) δ 

ppm 1.88 - 2.08 (m, 4 H) 2.22 - 2.33 (m, 1 H) 2.41 - 2.50 (m, 3 H) 2.99 (dd, J=12.72, 9.34 Hz, 1 H) 3.16 - 15 

3.30 (m, 2 H) 3.50 - 3.64 (m, 1 H) 3.77 - 3.95 (m, 1 H) 4.53 - 4.76 (m, 1 H) 5.97 (q, J=7.01 Hz, 1 H) 6.63 - 

6.78 (m, 1 H) 7.04 - 7.16 (m, 1 H) 7.62 (d, J=8.30 Hz, 1 H) 8.19 (dd, J=8.30, 2.08 Hz, 1 H) 8.84 (d, J=1.56 

Hz, 1 H). MS: (ESI pos. ion) m/z: 415.2 [M+1]. 

Peak 2: 6-((S)-1-(4,6-difluoro-2-((3R,4R)-4-fluoro-3-(methylamino)piperidin-1-yl)-1H-

benzo[d]imidazol-1-yl)ethyl)nicotinonitrile (Example 439):  1H NMR (500 MHz, METHANOL-d4) δ 20 

ppm 1.97 (d, J=7.01 Hz, 3 H) 2.03 - 2.28 (m, 2 H) 2.52 (s, 3 H) 2.99 - 3.21 (m, 3 H) 3.59 (br d, J=12.98 Hz, 

1 H) 3.71 - 3.80 (m, 1 H) 4.54 - 4.75 (m, 1 H) 5.97 (q, J=7.01 Hz, 1 H) 6.64 - 6.75 (m, 1 H) 7.10 (dd, J=8.82, 

2.08 Hz, 1 H) 7.58 (d, J=8.30 Hz, 1 H) 8.18 (dd, J=8.30, 2.08 Hz, 1 H) 8.76 - 8.87 (m, 1 H). MS: (ESI pos. 

ion) m/z: 415.2 [M+1]. 
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Peak 3: 6-((R)-1-(5,7-difluoro-2-((3R,4R)-4-fluoro-3-(methylamino)piperidin-1-yl)-1H-

benzo[d]imidazol-1-yl)ethyl)nicotinonitrile (Example 440):  1H NMR (500 MHz, METHANOL-d4) δ 

ppm 2.01 (d, J=7.27 Hz, 4 H) 2.18 - 2.33 (m, 1 H) 2.49 (s, 3 H) 2.98 (dd, J=12.46, 9.34 Hz, 1 H) 3.14 - 3.28 

(m, 2 H) 3.47 (br dd, J=12.85, 1.95 Hz, 1 H) 3.79 (dtd, J=8.40, 4.04, 4.04, 2.47 Hz, 1 H) 4.57 - 4.76 (m, 1 

H) 5.91 - 6.04 (m, 1 H) 6.67 - 6.85 (m, 2 H) 7.63 (d, J=8.30 Hz, 1 H) 8.13 - 8.25 (m, 1 H) 8.84 - 8.96 (m, 1 5 

H). MS: (ESI pos. ion) m/z: 415.2 [M+1]. 

Peak 4: 6-((S)-1-(5,7-difluoro-2-((3R,4R)-4-fluoro-3-(methylamino)piperidin-1-yl)-1H-

benzo[d]imidazol-1-yl)ethyl)nicotinonitrile (Example 441):  1H NMR (500 MHz, METHANOL-d4) δ 

ppm 2.02 (d, J=7.01 Hz, 3 H) 2.16 - 2.35 (m, 1 H) 2.51 - 2.68 (m, 3 H) 2.98 - 3.20 (m, 3 H) 3.46 - 3.60 (m, 

1 H) 3.65 - 3.78 (m, 1 H) 4.54 - 4.78 (m, 1 H) 5.99 (q, J=7.27 Hz, 1 H) 6.64 - 6.85 (m, 2 H) 7.58 (d, J=8.30 10 

Hz, 1 H) 8.19 (dd, J=8.17, 2.21 Hz, 1 H) 8.83 - 8.96 (m, 1 H). MS: (ESI pos. ion) m/z: 415.2 [M+1]. 

 

Scheme 15. Compounds made through mixed anhydride 

 

 15 

Example 607: 2-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-yl)-1-

((1R,5S)-3-azabicyclo[3.1.0]hexan-3-yl)ethanone 

 

Step 1. 2-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-yl)-1-

((1R,5S)-3-azabicyclo[3.1.0]hexan-3-yl)ethanone  20 

2-(2-((3R,4R)-3-((tert-butoxycarbonyl)amino)-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-

1-yl)acetic acid (110 mg, 0.257 mmol), 1,1'-dimethyltriethylamine (135 µl, 0.770 mmol), and 

tetrahydrofuran (1284 µl) were combined in a vial and cooled to 0C. trimethyl acetyl chloride (24.12 µl, 

0.282 mmol) was added dropwise and the mixture stirred for 15 minutes. LCMS showed full conversion to 
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Ex. 

# 
Amine 

Boc 

Deprotection 

Procedure 

Structure Compound Name 
MS 

MH+ 

682  

 
B 

 

2-(2-((3R,4R)-3-amino-4-

fluoropiperidin-1-yl)-6-

fluoro-1H-benzo[d]imidazol-

1-yl)-1-((S)-2-

methylpyrrolidin-1-yl)ethan-

1-one 

378.2 

683  

 

B 

 

2-(2-((3R,4R)-3-amino-4-

fluoropiperidin-1-yl)-6-

fluoro-1H-benzo[d]imidazol-

1-yl)-1-(3,5-
dimethylmorpholino)ethan-

1-one 

408.2 

684  

 

B 

 

2-(2-((3R,4R)-3-amino-4-

fluoropiperidin-1-yl)-6-

fluoro-1H-benzo[d]imidazol-

1-yl)-1-(3-

ethylmorpholino)ethan-1-

one 

408.2 

685  

 

B 

 

2-(2-((3R,4R)-3-amino-4-

fluoropiperidin-1-yl)-6-

fluoro-1H-benzo[d]imidazol-

1-yl)-1-((S)-3-

cyclopropylmorpholino)etha

n-1-one 

420.2 

686  

 

B 

 

2-(2-((3R,4R)-3-amino-4-

fluoropiperidin-1-yl)-6-

fluoro-1H-benzo[d]imidazol-

1-yl)-1-((R)-3-

(hydroxymethyl)morpholino

)ethan-1-one 

410.2 

687  

 

B 

N F

N

NF

O

NH2

O

N

 

2-(2-((3R,4R)-3-amino-4-

fluoropiperidin-1-yl)-6-

fluoro-1H-benzo[d]imidazol-

1-yl)-1-(3,3-
dimethylmorpholino)ethan-

1-one 

408.2 

 

Table 15. Characterization data for compounds tabulated in Table 14  

The column “Separation Stage” indicates after which process step regioisomers formed due to 

asymmetric benzimidazole substitution at R1 in Scheme 15 were separated during the preparation of the 

tabulated final compound (I = after preparation of the acetic acid intermediate  (where at least one R1 is 5 

not hydrogen); B = prior to boc deprotection; or F = final compound). 
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What is claimed is 

1. A compound or pharmaceutically acceptable salt thereof, according to Formula I:  

 (I) 

Wherein  

p is 0 or 1; 

when p is 0, then R1 is hydrogen, C1-C6alkyl, halogen or hydroxy; R2 is amino or aminoC1-

C4alkyl; R3 is hydrogen; and R4 is C1-C6alkyl or phenyl; or  

when p is 0, then R1 and R3, taken in combination, form a fused C3-C6cycloalkyl ring or a fused 4 

to 6 member heterocycle ring having 1 or 2 ring heteroatoms independently selected from N, O or S, 

which cycloalkyl or heterocycle is optionally substituted with amino; R2 is hydrogen, C1-C6alkyl or 

aminoC1-C4alkyl; and R4 is hydrogen; or 

when p is 1, then R1 is NHR1a; R1a is hydrogen, C1-C4alkyl, C3-C7cycloalkyl, hydroxyC1-

C4alkyl,or 4 to 6 member heterocycloalkyl having one ring heteroatom selected from N, O or S; R2 is 

hydrogen, C1-C4alkyl, hydroxyC1-C4alkyl or C(O)NH2; R3 is halogen, C1-C4alkyl, C1-C4alkoxy or 

hydroxy; and R4 is hydrogen, C1-C4alkyl or halogen; or  

when p is 0 or 1, then CR1R2, taken in combination, form a spirocyclic 4 to 6 member 

heterocycloalkyl; R3 is hydrogen, halogen, C1-C4alkyl, C1-C4alkoxy, or hydroxy; and R4 is hydrogen or 

halogen; or  

when p is 1, then R1 and R3, taken in combination, form a fused 4 to 6 member heterocycle or a 

fused 3 to 7 member carbocycle, which heterocycle comprises a ring nitrogen atom and optionally 0 or 1 

additional ring heteroatoms selected from N, O and S, and which carbocycle is substituted with amino; 

and R2 is hydrogen; and R4 is hydrogen, halogen or hydroxy;  

R5 represents 1 or 2 substituents independently selected from hydrogen, halogen, hydroxy, amino, 

C1-C6alkyl or C1-C6alkoxy; 

R6 is –(CR7R8)-A; or  

R6 is a 4 to 7 member lactam which is optionally substituted with one or two substituents 

independently selected from the group consisting of hydroxy, C1-C6alkyl, C2-C6alkenyl, C2-C6alkynyl, C3-

C6cycloalkyl, haloC1-C6alkyl, C1-C6alkoxy, haloC1-C6alkoxy, hydroxyC1-C6alkyl, C1-C6alkoxyC1-C6alkyl, 

phenyl, 4 to 7 member heterocycle having 1 ring atoms selected from N, O or S and 0 or 1 additional ring 

N atoms or 5 or 6 member heteroaryl having one ring heteroatom selected from N, O or S and 0 or 1 
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additional ring nitrogen atom, wherein the heteroaryl, heterocycle or phenyl group is optionally 

substituted with 0, 1 or 2 C1-C6alkyl or halogen; or  

R6 is a partially unsaturated 9 or 10 member bicyclic carbocycle, which is optionally substituted 

with 1 or 2 substituents independently selected from halogen, cyano, C1-C6alkyl, C2-C6alkenyl, C2-

C6alkynyl, haloC1-C6alkyl, C1-C6alkoxy, haloC1-C6alkoxy, C(O)NH2 and C(O)NHC1-C6alkyl; 

A is 5 or 6 member heteroaryl, which heteroaryl comprises one ring heteroatom selected from N, 

O or S and 0, 1 or 2 additional ring nitrogen atoms, which heteroaryl is optionally substituted with 0, 1, 2, 

3 or 4 groups independently selected from halogen, cyano, C1-C6alkyl, C2-C6alkenyl, C2-C6alkynyl, C3-

C6cycloalkyl, haloC1-C6alkyl, C1-C6alkoxy, haloC1-C6alkoxy, C(O)N(RA)2, S(O)2C1-C6alkyl, phenyl or 5 

or 6 member heteroaryl having one ring heteroatom selected from N, O or S and 0, 1 or 2 additional ring 

nitrogen atoms, wherein the optional heteroaryl or phenyl substituent is further substituted with 0, 1 or 2 

C1-C6alkyl; or  

A is phenyl substituted with 1, 2 or 3 substituents independently selected from halogen, C1-

C6alkyl, C2-C6alkenyl, C2-C6alkynyl, haloC1-C6alkyl, cyanoC1-C6alkyl, C1-C6alkoxy, haloC1-C6alkoxy, 

cyanoC1-C6 alkoxy, S(O)qC1-C6alkyl, S(O)2NH2, S(O)2NHC1-C6alkyl, S(O)2N(C1-C6alkyl)2, C(O)NH2, 

C(O)NHC1-C6alkyl, C(O)N(C1-C6alkyl)2, hydroxy, cyano, or 5 or 6 member heteroaryl having one ring 

heteroatom selected from N, O or S and 0, 1 or 2 additional ring nitrogen atoms which heteroaryl is 

further substituted with 0, 1 or 2 C1-C6alkyl; or 

A is C(O)OR9 or C(O)NR9R10; or 

A is optionally substituted 9 or 10 member aromatic or partially unsaturated bicyclyl having 0, 1 

or 2 ring nitrogen atoms and 0 or 1 additional ring heteroatoms selected from N, O or S, which bicyclyl is 

substituted with 0, 1 or 2 substituents independently selected from the group consisting of halogen, cyano, 

C1-C6alkyl, C2-C6alkenyl, C2-C6alkynyl, haloC1-C6alkyl, C1-C6alkoxy, haloC1-C6alkoxy, C(O)NH2, 

C(O)OH or C(O)NHC1-C6alkyl; 

RA is independently selected at each occurrence from hydrogen or C1-C4alkyl; or 

N(RA)2, taken in combination, forms a 4 to 7 member azacycle which is optionally substituted 

with 0, 1, or 2 C1-C4alkyl; 

R7 is hydrogen, C1-C4alkyl or amino; 

R8 is hydrogen or C1-C4alkyl; or  

CR7R8, taken in combination form a 3 to 6 member cycloalkandiyl group; 

R9 is hydrogen, C1-C6alkyl, C3-C6cycloalkyl, hydroxyC1-C6alkyl, C1-C4alkoxyC1-C6alkyl, haloC1-

C6alkyl, cyano C1-C6alkyl or –(CH2)rR9A wherein r is 0 or 1 and R9A is phenyl, 4 to 7 member heterocycle 

having one ring heteroatoms selected from N, O or S, which ring sulfur may be optionally oxidized, and 0 

or 1 additional ring N atoms or 5 or 6 member heteroaryl having one ring heteroatom selected from N, O 

or S and 0, 1, or 2 additional ring N atoms, which phenyl, heterocycle or heteroaryl is optionally 

substituted with 0, 1 or 2 halogen, C1-C4alkyl or C(O)C1-C4alkyl; 
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R10 is hydrogen, C1-C6alkyl, C2-C6alkenyl, C2-C6alkynyl, halo C1-C6alkyl, C3-C7cycloalkyl or 

saturated, partially unsaturated or aromatic 5 or 6 member heterocycle having 1 or 2 ring heteroatoms 

independently selected from N, O and S, which sulfur is optionally oxidized, and which heterocycle is 

optionally substituted with 1 or 2 substituents independently selected from C1-C6alkyl and halogen, which 

heterocycle has 1 or 2 ring hetero atoms selected from N, O or S, which sulfur may be optionally 

oxidized, and wherein each alkyl or cycloalkyl is optionally substituted with cyano, halogen, hydroxy, C1-

C6alkoxy, S(O)qC1-C6alkyl, 4 to 6 member heterocycle having 1 or 2 ring heteroatoms selected from N, O 

or S or 5 or 6 member heteroaryl having 1 ring heteroatom selected from N, O or S and 0, 1 or 2 

additional ring nitrogen atoms and where each heterocycle or heteroaryl is optionally substituted with 0, 1, 

or 2 C1-C4alkyl; or 

NR9R10, taken in combination, form a monocyclic or bicyclic 4 to 10 member saturated or 

partially unsaturated heterocycle having one or two ring nitrogen atoms and 0 or 1 additional ring 

heteroatom selected from N, O or S, which ring sulfur may be optionally oxidized, which heterocycle is 

optionally substituted with 0, 1 or 2 substitutents selected from halogen, oxo, hydroxy, cyano, C1-C6alkyl, 

C3-C6cycloalkyl, haloC1-C6alkyl, hydroxyC1-C6alkyl, cyanoC1-C6alkyl, C1-C6alkoxy, haloC1-C6alkoxy, 

C1-C6alkoxyC1-C4alkyl, S(O)qC1-C6alkyl, C1-C6alkylS(O)qC1-C6alkyl CO2H, C(O)C1-C6alkyl, C(O)OC1-

C6alkyl, C(O)C3-C6cycloalkyl, N(R15)C(O)C1-C6alkyl or C(O)N(R15)2, phenyl, 4 to 6 member heterocycle 

having 1 or 2 ring heteroatoms selected from N, O or S or a 5 or 6 member heteroaryl having 1 ring 

heteroatom selected from N, O or S and 0, 1 or 2 additional ring nitrogen atoms and where each 

heterocycle or heteroaryl is optionally substituted with 0, 1, or 2 C1-C4alkyl;  

q is 0, 1 or 2; 

Z1 is N or CR11; 

Z2 is N or CR12; 

Z3 is N or CR13; 

Z4 is N or CR14,  

Z5 and Z6 are each independently N or C; 

 wherein 0, 1 or 2 of Z1, Z2, Z3, Z4, Z5 and Z6 are N; 

each of R11, R12, R13 and R14 is independently selected from the group consisting of hydrogen, 

halogen, C1-C6alkyl, C2-C6alkenyl, C2-C6alkynyl, C1-C6alkoxy, haloC1-C6alkyl, haloC1-C6alkoxy, C3-

C7cycloalkyl, cyano, SO2C1-C6alkyl, phenyl, and saturated, partially unsaturated or aromatic 5 or 6 

member heterocycle having 1 or 2 ring heteroatoms independently selected from N, O and S, which 

heterocycle is optionally substituted with 1 or 2 substituents independently selected from C1-C6alkyl 

andhalogen; and 

R15 is selected at each occurrence from hydrogen or C1-C4alkyl, or  

N(R15)2, taken in combination, form a 4 to 7 member azacycle optionally substituted with 0, 1 or 2 

C1-C4alkyl;  
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with the proviso that compounds of Formula I do not include 1- [7-fluoro-6-methoxy-1-[[2-

(trifluoromethyl)phenyl]methyl]-1H-benzimidazol-2-yl]-3-piperidinamine. 

2.  A compound or pharmaceutically acceptable salt thereof, according to Formula I:  

 (I) 

Wherein  

p is 0 or 1; 

when p is 0, then R1 is hydrogen, C1-C6alkyl, halogen or hydroxy; R2 is amino or aminoC1-

C4alkyl; R3 is hydrogen; and R4 is C1-C6alkyl or phenyl; or  

when p is 0, then R1 and R3, taken in combination, form a fused C3-C6cycloalkyl ring or a fused 4 

to 6 member heterocycle ring having 1 or 2 ring heteroatoms independently selected from N, O or S, 

which cycloalkyl or heterocycle is optionally substituted with amino; R2 is hydrogen, C1-C6alkyl or 

aminoC1-C4alkyl; and R4 is hydrogen; or 

when p is 1, then R1 is NHR1a; R1a is hydrogen, C1-C4alkyl, C3-C7cycloalkyl, hydroxyC1-

C4alkyl,or 4 to 6 member heterocycloalkyl having one ring heteroatom selected from N, O or S; R2 is 

hydrogen, C1-C4alkyl, hydroxyC1-C4alkyl or C(O)NH2; R3 is halogen, C1-C4alkyl, C1-C4alkoxy or 

hydroxy; and R4 is hydrogen, C1-C4alkyl or halogen; or  

when p is 0 or 1, then C(NHR1a)R2, taken in combination, form a spirocyclic 4 to 6 member 

heterocycloalkyl; R3 is hydrogen, halogen C1-C4alkyl, C1-C4alkoxy, or hydroxy; and R4 is hydrogen or 

halogen; or  

when p is 1, then R1 and R3, taken in combination, form a fused 4 to 6 member heterocycle or a 

fused 3 to 7 member carbocycle, which heterocycle comprises a ring nitrogen atom and optionally 0 or 1 

additional ring heteroatoms selected from N, O and S, and which carbocycle is substituted with amino; 

and R2 is hydrogen; and R4 is hydrogen, halogen or hydroxy;  

R5 represents 1 or 2 substituents independently selected from hydrogen, halogen, hydroxy, amino, 

C1-C6alkyl or C1-C6alkoxy; 

R6 is –(CR7R8)-A; or  

R6 is a 4 to 7 member lactam which is optionally substituted with one or two substituents 

independently selected from the group consisting of hydroxy, C1-C6alkyl, C2-C6alkenyl, C2-C6alkynyl, 

haloC1-C6alkyl, C1-C6alkoxy, haloC1-C6alkoxy, hydroxyC1-C6alkyl, C1-C6alkoxyC1-C6alkyl, phenyl or 5 

or 6 member heteroaryl having one ring heteroatom selected from N, O or S and 0 or 1 additional ring 
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nitrogen atom, wherein the heteroaryl or phenyl group is optionally substituted with 0, 1 or 2 C1-C6alkyl 

or halogen; or  

R6 is a partially unsaturated 9 or 10 member bicyclic carbocycle, which is optionally substituted 

with 1 or 2 substituents independently selected from  halogen, cyano, C1-C6alkyl, C2-C6alkenyl, C2-

C6alkynyl, haloC1-C6alkyl, C1-C6alkoxy, haloC1-C6alkoxy, C(O)NH2 and C(O)NHC1-C6alkyl; 

A is 5 or 6 member heteroaryl, which heteroaryl comprises one ring heteroatom selected from N, 

O or S and 0, 1 or 2 additional ring nitrogen atoms, which heteroaryl is optionally substituted with 0, 1, 2, 

3 or 4 groups independently selected from halogen, cyano, C1-C6alkyl, C2-C6alkenyl, C2-C6alkynyl, 

haloC1-C6alkyl, C1-C6alkoxy, haloC1-C6alkoxy, C(O)NH2, C(O)NHC1-C6alkyl, phenyl or 5 or 6 member 

heteroaryl having one ring heteroatom selected from N, O or S and 0, 1 or 2 additional ring nitrogen 

atoms, wherein the optional heteroaryl or phenyl substituent is further substituted with 0, 1 or 2 C1-

C6alkyl; or  

A is phenyl substituted with 1, 2 or 3 substituents independently selected from halogen, C1-

C6alkyl, C2-C6alkenyl, C2-C6alkynyl, haloC1-C6alkyl, cyanoC1-C6alkyl, C1-C6alkoxy, haloC1-C6alkoxy, 

cyanoC1-C6 alkoxy, S(O)qC1-C6alkyl, S(O)2NH2, S(O)2NHC1-C6alkyl, S(O)2N(C1-C6alkyl)2, C(O)NH2, 

C(O)NHC1-C6alkyl, C(O)N(C1-C6alkyl)2, hydroxy, cyano, or 5 or 6 member heteroaryl having one ring 

heteroatom selected from N, O or S and 0, 1 or 2 additional ring nitrogen atoms which  heteroaryl is 

further substituted with 0, 1 or 2 C1-C6alkyl; or 

A is C(O)OR9 or C(O)NR9R10; or 

A is optionally substituted 9 or 10 member aromatic or partially unsaturated bicyclyl having 0, 1 

or 2 ring nitrogen atoms and 0 or 1 additional ring heteroatoms selected from N, O or S, which bicyclyl is 

substituted with 0, 1 or 2 substituents independently selected from the group consisting of halogen, cyano, 

C1-C6alkyl, C2-C6alkenyl, C2-C6alkynyl, haloC1-C6alkyl, C1-C6alkoxy, haloC1-C6alkoxy, C(O)NH2, 

C(O)OH or C(O)NHC1-C6alkyl; 

R7 is hydrogen, C1-C4alkyl or amino; 

R8 is hydrogen or C1-C4alkyl; or  

CR7R8, taken in combination form a 3 to 6 member cycloalkandiyl group; 

R9 is hydrogen, C1-C6alkyl, hydroxyC1-C6alkyl, haloC1-C6alkyl or cyano C1-C6alkyl; 

R10 is hydrogen, C1-C6alkyl, C2-C6alkenyl, C2-C6alkynyl, halo C1-C6alkyl, C3-C7cycloalkyl or 4 to 

7 member heterocycle, which heterocycle has 1 or 2 ring hetero atoms selected from N, O or S, which 

sulfur may be optionally oxidized, and wherein each alkyl or cycloalkyl is optionally substituted with 

cyano, halogen, hydroxy, C1-C6alkoxy, S(O)qC1-C6alkyl, 4 to 6 member heterocycle having 1 or 2 ring 

heteroatoms selected from N, O or S or 5 or 6 member heteroaryl having 1 ring heteroatom selected from 

N, O or S and 0, 1 or 2 additional ring nitrogen atoms; or 

NR9R10, taken in combination, form a monocyclic or bicyclic 4 to 9 member heterocycle having 

one ring nitrogen atom and 0 or 1 additional ring heteroatom selected from N, O or S, which ring sulfur 

may be optionally oxidized, which heterocycle is optionally substituted with 0, 1 or 2 substitutents 
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selected from halogen, oxo, hydroxy, cyano, C1-C6alkyl, halo C1-C6alkyl, hydroxyC1-C6alkyl, C1-

C6alkoxy, S(O)qC1-C6alkyl, CO2H, C(O)C1-C6alkyl, or C(O)NH2;  

q is 0, 1 or 2; 

Z1 is N or CR11; 

Z2 is N or CR12; 

Z3 is N or CR13; 

Z4 is N or CR14,  

Z5 and Z6 are each independently N or C; 

 wherein 0, 1 or 2 of Z1, Z2, Z3, Z4, Z5 and Z6 are N; 

each of R11, R12, R13 and R14 is independently selected from the group consisting of hydrogen, 

halogen, C1-C6alkyl, C2-C6alkenyl, C2-C6alkynyl, C1-C6alkoxy, haloC1-C6alkyl, haloC1-C6alkoxy, C3-

C7cycloalkyl, cyano, SO2C1-C6alkyl, phenyl, and saturated, partially unsaturated or aromatic 5 or 6 

member heterocycle having 1 or 2 ring heteroatoms independently selected from N, O and S, which 

heterocycle is optionally substituted with 1 or 2 substituents independently selected from C1-C6alkyl and     

halogen; and with the proviso that compounds of Formula I do not include 1- [7-fluoro-6-methoxy-1-[[2-

(trifluoromethyl)phenyl]methyl]-1H-benzimidazol-2-yl]-3-piperidinamine. 

3. The compound of claim 1 or claim 2, wherein p is 0; R1 and R3, taken in combination, form a fused 

C3-C6cycloalkyl ring or a fused 4 to 6 member azacycle ring, which cycloalkyl or azacycle is 

optionally substituted with amino; and R2 and R4 are hydrogen. 

4. The compound of claim 1 or claim 2, wherein p is 1, R1 is NHR1a; R1a is hydrogen, C1-C4alkyl, C3-

C7cycloalkyl or 4 to 6 member heterocycloalkyl having one ring heteroatom selected from N, O or S; 

R2 is hydrogen or C1-C4alkyl; R3 is halogen, C1-C4alkyl, C1-C4alkoxy, or hydroxy; and R4 is 

hydrogen, halogen or C1-C4alkyl  

5. The compound of claim 4, wherein R1 is NHR1a; R1a is hydrogen, methyl, ethyl, propyl, isopropyl or 

cyclopropyl; R2 is hydrogen or methyl; R3 is halogen, methyl, ethyl, methoxy, ethoxy, or hydroxy; 

and R4 is hydrogen, halogen, methyl or ethyl. 

6. The compound of claim 4 or claim 5, wherein R1 is NH2; R2 is hydrogen; R3 is fluorine, methyl, or 

hydroxy; and R4 is hydrogen, fluorine or methyl. 

7. The compound of any one of claims 1 to 6, wherein R6 is –(CR7R8)-A. 

8. The compound of either claim 7, wherein R7 is hydrogen or methyl; and R8 is hydrogen. 

9. The compound of claim 7 or claim 8, wherein A is 5 or 6 member heteroaryl, which heteroaryl 

comprises one ring heteroatom selected from N, O or S and 0, 1 or 2 additional ring nitrogen atoms, 

which heteroaryl is optionally substituted with 0, 1, or 2 groups independently selected from halogen, 

cyano, C1-C6alkyl, C2-C6alkenyl, C2-C6alkynyl, haloC1-C6alkyl, C1-C6alkoxy, haloC1-C6alkoxy, 

C(O)NH2, C(O)NHC1-C6alkyl, phenyl or 5 or 6 member heteroaryl having one ring heteroatom 

selected from N, O or S and 0, 1 or 2 additional ring nitrogen atoms, wherein the optional heteroaryl 

or phenyl substituent is further substituted with 0, 1 or 2 C1-C6alkyl. 
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10. The compound of claim 9, wherein A is pyridin-2-yl, pyridin-3-yl, pyrimidin-2-yl, or pyrazin-2-yl, 

each of which is substituted with 1 to 3 groups independently selected from the group consisting of 

halogen, cyano, C1-C4alkyl, haloC1-C4alkyl, C1-C4alkoxy, haloC1-C4alkoxy, C(O)NH2, C(O)NHC1-

C4alkyl, phenyl or 5 member heteroaryl having one ring heteroatom selected from N, O or S and 0, 1 

or 2 additional ring nitrogen atoms, wherein the optional heteroaryl or phenyl substituent is further 

substituted with 0, 1 or 2 C1-C6alkyl. 

11. The compound of claim 7 or claim 8, wherein A is phenyl substituted with one substituent selected 

from the group consisting of halogen, C1-C4alkyl, haloC1-C4alkyl, C1-C4alkoxy, haloC1-C4alkoxy, 

hydroxy, cyano, or 5 member heteroaryl having one ring heteroatom selected from N, O or S and 0, 1 

or 2 additional ring nitrogen atoms, and wherein the phenyl group is further optionally substituted 

with halogen, C1-C4alkyl, C1-C4alkoxy, haloC1-C4alkyl or haloC1-C4alkoxy. 

12. The compound of claim 7 or claim 8, wherein A is C(O)NR9R10; 

R9 is hydrogen, or C1-C4alkyl; 

R10 is C1-C4alkyl, haloC1-C4alkyl, C3-C7cycloalkyl or 4 to 7 member heterocycle, which 

heterocycle has 1 or 2 ring hetero atoms selected from N, O or S, which sulfur may be optionally 

oxidized, and wherein each alkyl or cycloalkyl is optionally substituted with cyano, halogen, hydroxy, C1-

C6alkoxy, S(O)qC1-C6alkyl; or  

NR9R10, taken in combination, form a monocyclic or bicyclic 4 to 9 member azacycle having one 

ring nitrogen atom and 0 or 1 additional ring heteroatom selected from N, O or S, which ring sulfur may 

be optionally oxidized, which azacycle is optionally substituted with 0, 1 or 2 substitutents selected from 

halogen, oxo, hydroxy, cyano, C1-C6alkyl, halo C1-C6alkyl, hydroxyC1-C6alkyl, C1-C6alkoxy, S(O)2C1-

C6alkyl, CO2H, C(O)C1-C6alkyl, or C(O)NH2. 

13. The compound of claim 12, wherein R9 is hydrogen, methyl or ethyl; and 

R10 is C1-C4alkyl or haloC1-C4alkyl wherein each alkyl is optionally substituted with cyano, 

halogen, hydroxy, C1-C6alkoxy or S(O)qC1-C6alkyl. 

14. The compound of claim 12, wherein NR9R10, taken in combination, form a 4 to 6 member monocyclic 

azacycle or a 7 to 9  member bicyclic azacycle, each of which having one ring nitrogen atom and 0 

or 1 additional ring heteroatom selected from N, O or S, which ring sulfur may be optionally oxidized, 

wherein each azacycle is optionally substituted with 0, 1 or 2 substitutents selected from halogen, oxo, 

hydroxy, cyano, C1-C6alkyl, halo C1-C6alkyl, hydroxyC1-C6alkyl, C1-C6alkoxy, S(O)2C1-C6alkyl, 

CO2H, C(O)C1-C6alkyl, or C(O)NH2. 

15. The compound of any one of claims 1 to 14, wherein  

Z1 is CR11; 

Z2 is CR12; 

Z3 is CR13; 

Z4 is N or CR14,  

Z5 and Z6 are each C; 



  

338 

R11 is hydrogen, halogen, cyano or C1-C4alkyl; 

R12 and R13 are each independently selected from the group consisting of hydrogen, halogen, 

cyano, C1-C4alkyl, haloC1-C4alkyl, C1-C4alkoxy, haloC1-C4alkoxy C3-C6cycloalkyl or 5 member saturated, 

partially unsaturated or aromatic 5 or 6 member heterocycle having 1 or 2 ring heteroatoms independently 

selected from N, O and S; and 

R14 is hydrogen, halogen, cyano or C1-C4alkyl. 

16. A compound of Formula III: 

 (III) 

Wherein  

X1 is CR16 or N; 

X2 is CR17 or N; 

X3 is CR18 or N; 

Z4 is N or CR14; 

R1 is NHR1a;  

R1a is hydrogen or C1-C4alkyl;  

R2 is hydrogen or C1-C4alkyl;   

R3 is hydrogen or halogen;  

R4 is hydrogen or halogen; 

R7 is hydrogen, methyl or ethyl; 

R11 is hydrogen, halogen, cyano or C1-C4alkyl; 

R12 and R13 are each independently selected from the group consisting of hydrogen, halogen, 

cyano, C1-C4alkyl, haloC1-C4alkyl, C1-C4alkoxy, or haloC1-C4alkoxy; 

R14 is hydrogen, halogen, cyano or C1-C4alkyl; 

R15 is hydrogen, halogen, cyano, C1-C4alkyl, C1-C4alkoxy, haloC1-C4alkyl, haloC1-C4alkoxy, 

C(O)NH2, C(O)NH(C1-C4alkyl) or 5 member heteroaryl having one ring heteroatom selected from N, O or 

S and 0, 1 or 2 additional ring nitrogen atoms; 

R16 is hydrogen, halogen, cyano, C1-C4alkyl, C1-C4alkoxy, haloC1-C4alkyl or haloC1-C4alkoxy; 

R17 is hydrogen or halogen; and  

R18 is hydrogen, halogen, cyano, C1-C4alkyl, C1-C4alkoxy, haloC1-C4alkyl or haloC1-C4alkoxy, 

wherein at least one of R15, R16, R17 or R18 is not hydrogen. 
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17. A compound of Formula VI: 

   (VI) 

Wherein  

R1a is hydrogen or C1-C4alkyl;  

R3 is hydrogen or halogen;  

R4 is hydrogen or halogen; 

R7 is hydrogen, methyl or ethyl; 

R11 is hydrogen, halogen, cyano or C1-C4alkyl; 

R12 and R13 are each independently selected from the group consisting of hydrogen, halogen, 

cyano, C1-C4alkyl, haloC1-C4alkyl, C1-C4alkoxy, or haloC1-C4alkoxy; 

R14 is hydrogen, halogen, cyano or C1-C4alkyl; 

R15 is hydrogen, halogen, cyano, C1-C4alkyl, C1-C4alkoxy, haloC1-C4alkyl, haloC1-C4alkoxy, 

C(O)NH2, C(O)NH(C1-C4alkyl) or 5 member heteroaryl having one ring heteroatom selected from N, O or 

S and 0, 1 or 2 additional ring nitrogen atoms; 

R16 is hydrogen, halogen, cyano, C1-C4alkyl, C1-C4alkoxy, haloC1-C4alkyl or haloC1-C4alkoxy; 

R17 is hydrogen or halogen; and  

R18 is hydrogen, halogen, cyano, C1-C4alkyl, C1-C4alkoxy, haloC1-C4alkyl or haloC1-C4alkoxy, 

wherein at least one of R15, R16, R17 or R18 is not hydrogen. 

18. A compound of Formula VII: 

 (VII) 

Wherein  
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R1a is hydrogen or C1-C4alkyl;  

R3 is hydrogen or halogen;  

R4 is hydrogen or halogen; 

R7 is hydrogen, methyl or ethyl; 

R9 is hydrogen, methyl or ethyl; 

R10 is C1-C4alkyl or haloC1-C4alkyl wherein each alkyl is optionally substituted with cyano, 

halogen, hydroxy, C1-C6alkoxy or S(O)qC1-C6alkyl; or  

NR9R10, taken in combination, form a 4 to 6 member monocyclic azacycle or a 7 to 9  member 

bicyclic azacycle, each of which having one ring nitrogen atom and 0 or 1 additional ring heteroatom 

selected from N, O or S, which ring sulfur may be optionally oxidized, wherein each azacycle is 

optionally substituted with 0, 1 or 2 substitutents selected from halogen, oxo, hydroxy, cyano, C1-C6alkyl, 

halo C1-C6alkyl, hydroxyC1-C6alkyl, C1-C6alkoxy, S(O)2C1-C6alkyl, CO2H, C(O)C1-C6alkyl, or C(O)NH2;  

R11 is hydrogen, halogen, cyano or C1-C4alkyl; 

R12 and R13 are each independently selected from the group consisting of hydrogen, halogen, 

cyano, C1-C4alkyl, haloC1-C4alkyl, C1-C4alkoxy, or haloC1-C4alkoxy; and  

R14 is hydrogen, halogen, cyano or C1-C4alkyl. 

19. The compound of any one of claims 16 to 18, wherein R11 is hydrogen. 

20. The compound of any one of claims 16 to 19, wherein R1a is hydrogen or methyl; R3 is hydrogen or 

fluorine; and R4 is hydrogen or fluorine. 

21. A compound, selected from: 

(S)-6-((2-(3-aminopiperidin-1-yl)-6-chloro-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile; 

(S)-6-((2-(3-aminopiperidin-1-yl)-5-chloro-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile; 

(S)-6-((2-(3-aminopiperidin-1-yl)-4-chloro-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-4-chloro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-4-chloro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-6-chloro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5-chloro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-6-chloro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-5-chloro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

(R)-6-((2-(3-amino-4,4-difluoropiperidin-1-yl)-4-chloro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 
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2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-cyanopyridin-2-yl)methyl)-1H-

benzo[d]imidazole-4-carbonitrile; 

(R)-6-((2-(3-amino-4,4-difluoropiperidin-1-yl)-6-chloro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

(R)-6-((2-(3-amino-4,4-difluoropiperidin-1-yl)-5-chloro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-6-(trifluoromethyl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5-(trifluoromethyl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3S,4S)-3-amino-4-fluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile; 

(S)-6-((2-(5-amino-3,3-difluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-cyanopyridin-2-yl)methyl)-6-fluoro-1H-

benzo[d]imidazole-4-carbonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-6-(trifluoromethoxy)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5-(trifluoromethoxy)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-6-fluoro-5-(trifluoromethyl)-1H-

benzo[d]imidazol-1-yl)methyl)nicotinonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5-fluoro-6-(trifluoromethyl)-1H-

benzo[d]imidazol-1-yl)methyl)nicotinonitrile; 

6-((2-((3aR,7aR)-hexahydro-1H-pyrrolo[2,3-c]pyridin-6(2H)-yl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3aR,7aS)-hexahydro-1H-pyrrolo[2,3-c]pyridin-6(2H)-yl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3aS,7aS)-hexahydro-1H-pyrrolo[2,3-c]pyridin-6(2H)-yl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3aS,7aR)-hexahydro-1H-pyrrolo[2,3-c]pyridin-6(2H)-yl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

(R)-6-((2-(1,6-diazaspiro[3.5]nonan-6-yl)-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile; 

(S)-6-((2-(1,6-diazaspiro[3.5]nonan-6-yl)-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile; 

(3R,4R)-1-(1-((5-chloropyridin-2-yl)methyl)-6-(methylsulfonyl)-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine; 

(3R,4R)-1-(1-((5-chloropyridin-2-yl)methyl)-5-(methylsulfonyl)-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine; 
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2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-chloropyrimidin-2-yl)methyl)-6-fluoro-1H-

benzo[d]imidazole-4-carbonitrile; 

(3R,4R)-1-(5,7-difluoro-1-((5-fluoropyridin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine; 

(3R,4R)-1-(4,6-difluoro-1-((5-fluoropyridin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine; 

(3R,4R)-1-(5,7-difluoro-1-((5-fluoropyrimidin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine; 

(3R,4R)-1-(4,6-difluoro-1-((5-fluoropyrimidin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine; 

2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-6-fluoro-1-((5-fluoropyrimidin-2-yl)methyl)-1H-

benzo[d]imidazole-4-carbonitrile; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-6-fluoro-1-((5-fluoropyrimidin-2-yl)methyl)-1H-

benzo[d]imidazole-4-carbonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile; 

(3R,4S)-1-(1-((5-chloropyrimidin-2-yl)methyl)-6-fluoro-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine; 

(3R,4S)-1-(1-((5-chloropyrimidin-2-yl)methyl)-5-fluoro-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine; 

(R)-2-(3-amino-4,4-difluoropiperidin-1-yl)-1-((5-chloropyrimidin-2-yl)methyl)-1H-

benzo[d]imidazole-6-carbonitrile; 

(R)-2-(3-amino-4,4-difluoropiperidin-1-yl)-1-((5-chloropyrimidin-2-yl)methyl)-1H-

benzo[d]imidazole-5-carbonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-dichloro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

tert-butyl ((3R,4R)-1-(1-((5-cyanopyridin-2-yl)methyl)-5,6-dimethyl-1H-benzo[d]imidazol-2-yl)-

4-fluoropiperidin-3-yl)carbamate; 

(S)-6-((2-(3-aminopiperidin-1-yl)-6-fluoro-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile 

hydrochloride; 

(S)-6-((2-(3-aminopiperidin-1-yl)-5-fluoro-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile 

hydrochloride; 

6-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-6-fluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile hydrochloride; 

6-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-5-fluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile hydrochloride; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5-fluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile hydrochloride; 
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6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-6-fluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile hydrochloride; 

(S)-2-(3-aminopiperidin-1-yl)-1-((5-cyanopyridin-2-yl)methyl)-1H-benzo[d]imidazole-6-

carbonitrile; 

(S)-2-(3-aminopiperidin-1-yl)-1-((5-cyanopyridin-2-yl)methyl)-1H-benzo[d]imidazole-5-

carbonitrile; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-cyanopyridin-2-yl)methyl)-1H-

benzo[d]imidazole-6-carbonitrile; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-cyanopyridin-2-yl)methyl)-1H-

benzo[d]imidazole-5-carbonitrile; 

(R)-2-(3-amino-4,4-difluoropiperidin-1-yl)-1-((5-cyanopyridin-2-yl)methyl)-1H-

benzo[d]imidazole-6-carbonitrile; 

(R)-2-(3-amino-4,4-difluoropiperidin-1-yl)-1-((5-cyanopyridin-2-yl)methyl)-1H-

benzo[d]imidazole-5-carbonitrile; 

(S)-6-((2-(3-aminopiperidin-1-yl)-4,6-dichloro-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-4,6-dichloro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-4,6-dichloro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

(R)-6-((2-(3-amino-4,4-difluoropiperidin-1-yl)-4,6-dichloro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

(S)-6-((2-(3-aminopiperidin-1-yl)-4,6-difluoro-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile; 

(S)-6-((2-(3-aminopiperidin-1-yl)-5,7-difluoro-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-4,6-difluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,7-difluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-4,6-difluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-5,7-difluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

(R)-6-((2-(3-amino-4,4-difluoropiperidin-1-yl)-5,7-difluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-1-((5-cyanopyridin-2-yl)methyl)-1H-

benzo[d]imidazole-6-carbonitrile; 

2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-1-((5-cyanopyridin-2-yl)methyl)-1H-

benzo[d]imidazole-5-carbonitrile; 
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(S)-6-((2-(3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile; 

(R)-6-((2-(3-amino-4,4-difluoropiperidin-1-yl)-5-fluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile hydrochloride; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile; 

6-((2-((1R,5S)-1-(aminomethyl)-3-azabicyclo[3.1.0]hexan-3-yl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile hydrochloride; 

6-((2-((1S,5R)-1-(aminomethyl)-3-azabicyclo[3.1.0]hexan-3-yl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile hydrochloride; 

6-((2-((3aR,4R,6aS)-4-aminohexahydrocyclopenta[c]pyrrol-2(1H)-yl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile hydrochloride; 

6-((2-((3aS,4S,6aR)-4-aminohexahydrocyclopenta[c]pyrrol-2(1H)-yl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile hydrochloride; 

6-((2-((3aR,4S,6aS)-4-aminohexahydrocyclopenta[c]pyrrol-2(1H)-yl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile hydrochloride; 

6-((2-((3aS,4R,6aR)-4-aminohexahydrocyclopenta[c]pyrrol-2(1H)-yl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile hydrochloride; 

(R)-6-((2-(3-(aminomethyl)pyrrolidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile 

hydrochloride; 

(S)-6-((2-(3-(aminomethyl)pyrrolidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile 

hydrochloride; 

6-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-5,6-dichloro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile hydrochloride; 

6-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile hydrochloride; 

(R)-6-((2-(3-amino-4,4-difluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile hydrochloride; 

(R)-1-(1-((5-chloropyridin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)-4,4-difluoropiperidin-3-

amine hydrochloride; 

(3R,4S)-1-(1-((5-chloropyridin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)-4-fluoropiperidin-3-

amine hydrochloride; 

(R)-6-((2-(3-amino-4,4-difluoropiperidin-1-yl)-4,6-difluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile hydrochloride; 

(R)-6-((2-(3-amino-4,4-difluoropiperidin-1-yl)-6-fluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 
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(R)-6-((2-(3-amino-4,4-difluoropiperidin-1-yl)-4-(trifluoromethyl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-4-(trifluoromethyl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-4-(trifluoromethyl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-6-chloro-3H-imidazo[4,5-b]pyridin-3-

yl)methyl)nicotinonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-6-chloro-1H-imidazo[4,5-b]pyridin-1-

yl)methyl)nicotinonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-6-chloro-1H-imidazo[4,5-b]pyridin-1-yl)methyl)-

N-(tert-butyl)nicotinamide; 

6-((2-((3R,4R)-3-amino-4-hydroxypiperidin-1-yl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3S,4S)-3-amino-4-hydroxypiperidin-1-yl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-(2,6-diazaspiro[3.4]octan-6-yl)-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile; 

6-((2-((4aR,7aS)-hexahydropyrrolo[3,4-b][1,4]oxazin-6(2H)-yl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile hydrochloride; 

6-((2-((4aS,7aR)-hexahydropyrrolo[3,4-b][1,4]oxazin-6(2H)-yl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile hydrochloride; 

6-((2-((4aR,7aR)-hexahydropyrrolo[3,4-b][1,4]oxazin-6(2H)-yl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((4aS,7aS)-hexahydropyrrolo[3,4-b][1,4]oxazin-6(2H)-yl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

(S)-3-amino-1-(1-((5-cyanopyridin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)piperidine-3-

carboxamide; 

(R)-3-amino-1-(1-((5-cyanopyridin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)piperidine-3-

carboxamide; 

(S)-6-((2-(3-amino-3-(hydroxymethyl)piperidin-1-yl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

(R)-6-((2-(3-amino-3-(hydroxymethyl)piperidin-1-yl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3R,4S)-3-amino-4-fluoro-1-piperidinyl)-6-(trifluoromethyl)-1H-benzimidazol-1-

yl)methyl)-3-pyridinecarbonitrile; 

6-((2-((3R,4S)-3-amino-4-fluoro-1-piperidinyl)-5-(trifluoromethyl)-1H-benzimidazol-1-

yl)methyl)-3-pyridinecarbonitrile; 
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6-((2-((3R)-3-amino-4,4-difluoro-1-piperidinyl)-6-(trifluoromethyl)-1H-benzimidazol-1-

yl)methyl)-3-pyridinecarbonitrile; 

6-((2-((3R)-3-amino-4,4-difluoro-1-piperidinyl)-5-(trifluoromethyl)-1H-benzimidazol-1-

yl)methyl)-3-pyridinecarbonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5-methyl-1H-benzimidazol-1-yl)methyl)-3-

pyridinecarbonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-6-methyl-1H-benzimidazol-1-yl)methyl)-3-

pyridinecarbonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-6-chloro-5-methyl-1H-benzimidazol-1-

yl)methyl)-3-pyridinecarbonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5-chloro-6-methyl-1H-benzimidazol-1-

yl)methyl)-3-pyridinecarbonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-6-fluoro-5-methyl-1H-benzimidazol-1-

yl)methyl)-3-pyridinecarbonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5-fluoro-6-methyl-1H-benzimidazol-1-

yl)methyl)-3-pyridinecarbonitrile; 

6-((2-((3S)-3-(methylamino)-1-piperidinyl)-1H-benzimidazol-1-yl)methyl)-3-

pyridinecarbonitrile; 

6-((2-((3R)-3-(methylamino)-1-piperidinyl)-1H-benzimidazol-1-yl)methyl)-3-

pyridinecarbonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-6-(difluoromethoxy)-1H-benzimidazol-1-

yl)methyl)-3-pyridinecarbonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5-(difluoromethoxy)-1H-benzimidazol-1-

yl)methyl)-3-pyridinecarbonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-4-methoxy-1H-benzimidazol-1-yl)methyl)-3-

pyridinecarbonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-4-methyl-1H-benzimidazol-1-yl)methyl)-3-

pyridinecarbonitrile; 

5-((2-((3R,4S)-3-amino-4-fluoro-1-piperidinyl)-6-(trifluoromethyl)-1H-benzimidazol-1-

yl)methyl)-2-pyrazinecarboxamide; 

5-((2-((3R,4S)-3-amino-4-fluoro-1-piperidinyl)-5-(trifluoromethyl)-1H-benzimidazol-1-

yl)methyl)-2-pyrazinecarboxamide; 

6-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-6-chloro-5-(trifluoromethoxy)-1H-benzimidazol-

1-yl)methyl)-3-pyridinecarbonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5-chloro-6-(trifluoromethoxy)-1H-benzimidazol-

1-yl)methyl)-3-pyridinecarbonitrile; 
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6-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-6-chloro-5-(trifluoromethyl)-1H-benzimidazol-1-

yl)methyl)-3-pyridinecarbonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5-chloro-6-(trifluoromethyl)-1H-benzimidazol-1-

yl)methyl)-3-pyridinecarbonitrile; 

6-((2-((5R)-1,7-diazaspiro[4.5]decan-7-yl)-1H-benzimidazol-1-yl)methyl)-3-pyridinecarbonitrile, 

6-((2-((5S)-1,7-diazaspiro[4.5]decan-7-yl)-1H-benzimidazol-1-yl)methyl)-3-pyridinecarbonitrile; 

6-((2-((6R)-1,8-diazaspiro[5.5]undecan-8-yl)-1H-benzimidazol-1-yl)methyl)-3-

pyridinecarbonitrile; 

6-((2-((6S)-1,8-diazaspiro[5.5]undecan-8-yl)-1H-benzimidazol-1-yl)methyl)-3-

pyridinecarbonitrile; 

6-((2-((4aR,8aR)-hexahydro-2H-pyrido[4,3-b][1,4]oxazin-6(5H)-yl)-1H-benzimidazol-1-

yl)methyl)-3-pyridinecarbonitrile; 

6-((2-((4aS,8aS)-hexahydro-2H-pyrido[4,3-b][1,4]oxazin-6(5H)-yl)-1H-benzimidazol-1-

yl)methyl)-3-pyridinecarbonitrile; 

5-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5,6-difluoro-1H-benzimidazol-1-yl)methyl)-2-

pyrazinecarboxamide; 

5-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-6-(trifluoromethyl)-1H-benzimidazol-1-

yl)methyl)-2-pyrazinecarboxamide; 

6-((2-((5R)-1,7-diazaspiro[4.5]decan-7-yl)-1H-benzimidazol-1-yl)methyl)-3-pyridinecarbonitrile; 

6-((2-((5S)-1,7-diazaspiro[4.5]decan-7-yl)-1H-benzimidazol-1-yl)methyl)-3-pyridinecarbonitrile; 

6-((2-((3R)-3-amino-4,4-difluoro-1-piperidinyl)-5-methoxy-1H-benzimidazol-1-yl)methyl)-3-

pyridinecarbonitrile; 

6-((2-((3R)-3-amino-4,4-difluoro-1-piperidinyl)-6-methoxy-1H-benzimidazol-1-yl)methyl)-3-

pyridinecarbonitrile; 

6-((2-((3S)-3-(methylamino)-1-piperidinyl)-6-(trifluoromethyl)-1H-benzimidazol-1-yl)methyl)-3-

pyridinecarbonitrile; 

6-((2-((3S)-3-(methylamino)-1-piperidinyl)-5-(trifluoromethyl)-1H-benzimidazol-1-yl)methyl)-3-

pyridinecarbonitrile; 

6-((2-((3S)-3-amino-3-methyl-1-piperidinyl)-1H-benzimidazol-1-yl)methyl)-3-

pyridinecarbonitrile; 

(S)-6-((2-(3-aminopiperidin-1-yl)-6-methoxy-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile 

2,2,2-trifluoroacetate; 

(S)-6-((2-(3-aminopiperidin-1-yl)-5-methoxy-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile 

2,2,2-trifluoroacetate; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-4-chloro-6-fluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile 2,2,2-trifluoroacetate; 
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6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5-methoxy-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile hydrochloride; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-6-methoxy-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile hydrochloride; 

6-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-6-methoxy-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile hydrochloride; 

6-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-5-methoxy-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile hydrochloride; 

2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-1-((5-chloropyrimidin-2-yl)methyl)-6-fluoro-1H-

benzo[d]imidazole-4-carbonitrile; 

(R)-2-(3-amino-4,4-difluoropiperidin-1-yl)-1-((5-chloropyrimidin-2-yl)methyl)-5-fluoro-1H-

benzo[d]imidazole-7-carbonitrile; 

(R)-2-(3-amino-4,4-difluoropiperidin-1-yl)-1-((5-chloropyrimidin-2-yl)methyl)-6-fluoro-1H-

benzo[d]imidazole-4-carbonitrile; 

6-((2-((3R,4R)-3-amino-4-hydroxypiperidin-1-yl)-6-chloro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3R,4S)-3-amino-4-hydroxypiperidin-1-yl)-6-chloro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

(R)-4-((2-(3-amino-4,4-difluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 

4-((2-((3R,4R)-3-amino-4-hydroxypiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile 

compound with 4-((2-((3S,4S)-3-amino-4-hydroxypiperidin-1-yl)-1H-benzo[d]imidazol-1-

yl)methyl)benzonitrile (1:1) dihydrochloride; 

4-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5,7-difluoro-1H-benzimidazol-1-

yl)methyl)benzonitrile; 

4-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-4,6-difluoro-1H-benzimidazol-1-

yl)methyl)benzonitrile; 

2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-1-(4-cyanobenzyl)-1H-benzimidazole-6-carbonitrile; 

2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-1-(4-cyanobenzyl)-1H-benzimidazole-5-carbonitrile; 

2-((3R)-3-amino-4,4-difluoro-1-piperidinyl)-1-(4-cyanobenzyl)-1H-benzimidazole-6-carbonitrile; 

2-((3R)-3-amino-4,4-difluoro-1-piperidinyl)-1-(4-cyanobenzyl)-1H-benzimidazole-5-carbonitrile; 

(R)-4-((2-(3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 

4-((2-((3R,4R)-3-amino-4-methylpiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 

4-((2-(3-(aminomethyl)-3-methylpyrrolidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 

4-((2-((3S,4R)-3-amino-4-phenylpyrrolidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile 

& 4-((2-((3R,4S)-3-amino-4-phenylpyrrolidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 

(S)-4-((2-(3-aminopyrrolidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 

(S)-4-((2-(3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 
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4-((2-(6-amino-2-azaspiro[4.4]nonan-2-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 

4-((2-(4-aminohexahydrocyclopenta[c]pyrrol-2(1H)-yl)-1H-benzo[d]imidazol-1-

yl)methyl)benzonitrile; 

4-((2-((3S,4S)-3-amino-4-fluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 

4-((2-((3S,4R)-3-amino-4-fluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 

4-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 

4-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 

(R)-4-((2-(3-(aminomethyl)-3-fluoropyrrolidin-1-yl)-1H-benzo[d]imidazol-1-

yl)methyl)benzonitrile 2,2,2-trifluoroacetate; 

(S)-4-((2-(3-(aminomethyl)-3-fluoropyrrolidin-1-yl)-1H-benzo[d]imidazol-1-

yl)methyl)benzonitrile 2,2,2-trifluoroacetate; 

(R)-4-((2-(3-(aminomethyl)-3-hydroxypyrrolidin-1-yl)-1H-benzo[d]imidazol-1-

yl)methyl)benzonitrile 2,2,2-trifluoroacetate; 

(S)-4-((2-(3-(aminomethyl)-3-hydroxypyrrolidin-1-yl)-1H-benzo[d]imidazol-1-

yl)methyl)benzonitrile 2,2,2-trifluoroacetate; 

(S)-4-((2-(3-(aminomethyl)pyrrolidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 

(R)-4-((2-(3-(aminomethyl)pyrrolidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 

4-((2-((3S,4S)-3-amino-4-methylpiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile 

2,2,2-trifluoroacetate; 

4-((2-((3S,4R)-3-amino-4-methylpiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile 

2,2,2-trifluoroacetate; 

4-((2-((3R,4S)-3-amino-4-methylpiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile 

2,2,2-trifluoroacetate; 

4-((2-((1S,5R)-1-(aminomethyl)-3-azabicyclo[3.1.0]hexan-3-yl)-1H-benzo[d]imidazol-1-

yl)methyl)benzonitrile; 

4-((2-((1R,5S)-1-(aminomethyl)-3-azabicyclo[3.1.0]hexan-3-yl)-1H-benzo[d]imidazol-1-

yl)methyl)benzonitrile; 

(R)-4-((2-(3-aminopiperidin-1-yl)-6-methoxy-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 

(R)-4-((2-(3-aminopiperidin-1-yl)-5-methoxy-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 

2-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-chloropyrimidin-2-yl)methyl)-1H-

benzo[d]imidazole-6-carbonitrile; 

(3R,4R)-4-fluoro-1-(1-((5-fluoropyrimidin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-

amine; 

(3R,4R)-4-fluoro-1-(1-((5-fluoropyridin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-

amine; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-fluoropyridin-2-yl)methyl)-1H-

benzo[d]imidazole-6-carbonitrile; 
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2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-fluoropyridin-2-yl)methyl)-1H-

benzo[d]imidazole-5-carbonitrile; 

(3R,4R)-1-(1-((5-bromopyrimidin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)-4-fluoropiperidin-3-

amine; 

(3R,4R)-4-fluoro-1-(1-((5-(trifluoromethyl)pyrimidin-2-yl)methyl)-1H-benzo[d]imidazol-2-

yl)piperidin-3-amine; 

(3R,4R)-4-fluoro-1-(1-((5-methoxypyrimidin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)piperidin-

3-amine; 

(3R,4R)-1-(1-((5-chloropyrimidin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)-4-fluoropiperidin-3-

amine; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-fluoropyrimidin-2-yl)methyl)-1H-

benzo[d]imidazole-6-carbonitrile; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-fluoropyrimidin-2-yl)methyl)-1H-

benzo[d]imidazole-5-carbonitrile; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-cyanopyrimidin-2-yl)methyl)-1H-

benzo[d]imidazole-5-carbonitrile; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-chloropyrimidin-2-yl)methyl)-1H-

benzo[d]imidazole-5-carbonitrile; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-bromopyrimidin-2-yl)methyl)-1H-

benzo[d]imidazole-6-carbonitrile; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-bromopyrimidin-2-yl)methyl)-1H-

benzo[d]imidazole-5-carbonitrile; 

5-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)pyrazine-2-

carbonitrile; 

2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-1-((5-chloropyrimidin-2-yl)methyl)-1H-

benzo[d]imidazole-6-carbonitrile; 

2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-1-((5-chloropyrimidin-2-yl)methyl)-1H-

benzo[d]imidazole-5-carbonitrile; 

(3R,4R)-3-amino-1-(1-((5-chloropyrimidin-2-yl)methyl)-6-fluoro-1H-benzo[d]imidazol-2-

yl)piperidin-4-ol; 

(3R,4R)-3-amino-1-(1-((5-chloropyrimidin-2-yl)methyl)-5-fluoro-1H-benzo[d]imidazol-2-

yl)piperidin-4-ol; 

6-((2-((3R,4R)-3-amino-4-hydroxypiperidin-1-yl)-6-fluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3R,4R)-3-amino-4-hydroxypiperidin-1-yl)-5-fluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

(S)-1-(1-((5-chloropyridin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 
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(S)-5-((2-(3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)picolinonitrile; 

(3R,4R)-1-(1-((5-chloropyridin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)-4-fluoropiperidin-3-

amine hydrochloride; 

(R)-6-((2-(3-amino-4,4-difluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile 

hydrochloride; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-chloropyridin-2-yl)methyl)-1H-

benzo[d]imidazole-6-carbonitrile hydrochloride; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-chloropyridin-2-yl)methyl)-1H-

benzo[d]imidazole-5-carbonitrile hydrochloride; 

(3R,4R)-1-(1-((R)-1-(5-chloropyridin-2-yl)ethyl)-1H-benzo[d]imidazol-2-yl)-4-fluoropiperidin-3-

amine hydrochloride; 

(3R,4R)-1-(1-((S)-1-(5-chloropyridin-2-yl)ethyl)-1H-benzo[d]imidazol-2-yl)-4-fluoropiperidin-3-

amine hydrochloride; 

(3R,4R)-1-(1-((R)-1-(5-chloropyridin-2-yl)ethyl)-5,6-difluoro-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine hydrochloride; 

(3R,4R)-1-(1-((S)-1-(5-chloropyridin-2-yl)ethyl)-5,6-difluoro-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine hydrochloride; 

(3R,4R)-1-(5-chloro-1-((R)-1-(5-chloropyridin-2-yl)ethyl)-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine hydrochloride; 

(3R,4R)-1-(5-chloro-1-((S)-1-(5-chloropyridin-2-yl)ethyl)-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine hydrochloride; 

(3R,4R)-1-(6-chloro-1-((R)-1-(5-chloropyridin-2-yl)ethyl)-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine hydrochloride; 

(3R,4R)-1-(6-chloro-1-((S)-1-(5-chloropyridin-2-yl)ethyl)-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine hydrochloride; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((R)-1-(5-cyanopyridin-2-yl)ethyl)-1H-

benzo[d]imidazole-6-carbonitrile hydrochloride; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((R)-1-(5-cyanopyridin-2-yl)ethyl)-1H-

benzo[d]imidazole-5-carbonitrile hydrochloride; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((S)-1-(5-cyanopyridin-2-yl)ethyl)-1H-

benzo[d]imidazole-6-carbonitrile hydrochloride; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((S)-1-(5-cyanopyridin-2-yl)ethyl)-1H-

benzo[d]imidazole-5-carbonitrile hydrochloride; 

(3R,4R)-1-(1-((5-chloropyridin-2-yl)methyl)-5,6-difluoro-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine hydrochloride; 

(3R,4R)-1-(5,6-difluoro-1-((5-fluoropyridin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine hydrochloride; 
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(R)-1-(1-((5-chloropyridin-2-yl)methyl)-5,7-difluoro-1H-benzo[d]imidazol-2-yl)-4,4-

difluoropiperidin-3-amine hydrochloride; 

(R)-1-(1-((5-chloropyridin-2-yl)methyl)-4,6-difluoro-1H-benzo[d]imidazol-2-yl)-4,4-

difluoropiperidin-3-amine hydrochloride; 

(R)-1-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)-2,3-dihydro-1H-

indene-5-carbonitrile hydrochloride; 

(S)-1-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)-2,3-dihydro-1H-

indene-5-carbonitrile hydrochloride; 

(R)-5-((2-(3-amino-4,4-difluoropiperidin-1-yl)-6-chloro-1H-benzo[d]imidazol-1-

yl)methyl)pyrazine-2-carbonitrile; 

(R)-5-((2-(3-amino-4,4-difluoropiperidin-1-yl)-5-chloro-1H-benzo[d]imidazol-1-

yl)methyl)pyrazine-2-carbonitrile; 

2-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-yl)-N-

isopropylacetamide; 

2-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-yl)-1-

(azetidin-1-yl)ethanone; 

2-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-yl)-N-(2-

cyanopropyl)-N-ethylacetamide; 

3-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-yl)-1-

methylpyrrolidin-2-one; 

3-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-yl)-1-

phenylpiperidin-2-one; 

3-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-yl)-1-(4-

chlorophenyl)pyrrolidin-2-one; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-methoxypyrimidin-2-yl)methyl)-1H-

benzo[d]imidazole-5-carbonitrile hydrochloride; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-methoxypyrimidin-2-yl)methyl)-1H-

benzo[d]imidazole-6-carbonitrile hydrochloride; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((6-(trifluoromethyl)pyridin-3-yl)methyl)-1H-

benzo[d]imidazole-6-carbonitrile hydrochloride; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((6-(trifluoromethyl)pyridin-3-yl)methyl)-1H-

benzo[d]imidazole-5-carbonitrile hydrochloride; 

(S)-3-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-yl)-1-

methylpyrrolidin-2-one; 

(R)-3-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-yl)-1-

methylpyrrolidin-2-one; 
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(S)-3-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-yl)-1-(4-

chlorophenyl)pyrrolidin-2-one; 

(R)-3-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-yl)-1-(4-

chlorophenyl)pyrrolidin-2-one; 

2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-1-((5-cyano-2-pyrazinyl)methyl)-1H-benzimidazole-

6-carbonitrile; 

2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-1-((5-cyano-2-pyrazinyl)methyl)-1H-benzimidazole-

5-carbonitrile; 

5-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-4,6-difluoro-1H-benzimidazol-1-yl)methyl)-2-

pyrazinecarbonitrile; 

5-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5,7-difluoro-1H-benzimidazol-1-yl)methyl)-2-

pyrazinecarbonitrile; 

(3S)-1-(1-((5-fluoro-2-pyridinyl)methyl)-1H-benzimidazol-2-yl)-N-methyl-3-piperidinamine; 

(3S)-1-(1-((5-chloro-2-pyridinyl)methyl)-1H-benzimidazol-2-yl)-N-methyl-3-piperidinamine; 

6-((1R)-1-(2-((3S)-3-(methylamino)-1-piperidinyl)-1H-benzimidazol-1-yl)ethyl)-3-

pyridinecarbonitrile; 

6-((1S)-1-(2-((3S)-3-(methylamino)-1-piperidinyl)-1H-benzimidazol-1-yl)ethyl)-3-

pyridinecarbonitrile; 

(3R,4R)-1-(1-((5-chloro-2-pyrimidinyl)methyl)-5,7-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(1-((5-chloro-2-pyrimidinyl)methyl)-4,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(5,6-difluoro-1-((1-methyl-1H-indazol-4-yl)methyl)-1H-benzimidazol-2-yl)-4-fluoro-

3-piperidinamine; 

(3R,4R)-1-(5,6-difluoro-1-(5-quinolinylmethyl)-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(5,6-difluoro-1-((1R)-1-(8-quinolinyl)ethyl)-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(5,6-difluoro-1-((1S)-1-(8-quinolinyl)ethyl)-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(1-((3-(3-chlorophenyl)-1,2-oxazol-5-yl)methyl)-5,6-difluoro-1H-benzimidazol-2-yl)-

4-fluoro-3-piperidinamine; 

(3R,4R)-1-(5,6-difluoro-1-((1-methyl-1H-indazol-7-yl)methyl)-1H-benzimidazol-2-yl)-4-fluoro-

3-piperidinamine; 

(3R,4R)-1-(1-(2,6-dichlorobenzyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

1-(1-azetidinyl)-2-(2-((3S)-3-(methylamino)-1-piperidinyl)-1H-benzimidazol-1-yl)ethanone; 
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6-((1R)-1-(4,6-difluoro-2-((4aR,8aR)-hexahydro-2H-pyrido[4,3-b][1,4]oxazin-6(5H)-yl)-1H-

benzimidazol-1-yl)ethyl)-3-pyridinecarbonitrile; 

6-((1R)-1-(4,6-difluoro-2-((4aS,8aS)-hexahydro-2H-pyrido[4,3-b][1,4]oxazin-6(5H)-yl)-1H-

benzimidazol-1-yl)ethyl)-3-pyridinecarbonitrile; 

6-((1S)-1-(4,6-difluoro-2-((4aS,8aS)-hexahydro-2H-pyrido[4,3-b][1,4]oxazin-6(5H)-yl)-1H-

benzimidazol-1-yl)ethyl)-3-pyridinecarbonitrile; 

6-((1S)-1-(4,6-difluoro-2-((4aR,8aR)-hexahydro-2H-pyrido[4,3-b][1,4]oxazin-6(5H)-yl)-1H-

benzimidazol-1-yl)ethyl)-3-pyridinecarbonitrile; 

6-((1R)-1-(5,7-difluoro-2-((4aR,8aR)-hexahydro-2H-pyrido[4,3-b][1,4]oxazin-6(5H)-yl)-1H-

benzimidazol-1-yl)ethyl)-3-pyridinecarbonitrile; 

6-((1R)-1-(5,7-difluoro-2-((4aS,8aS)-hexahydro-2H-pyrido[4,3-b][1,4]oxazin-6(5H)-yl)-1H-

benzimidazol-1-yl)ethyl)-3-pyridinecarbonitrile; 

6-((1S)-1-(5,7-difluoro-2-((4aS,8aS)-hexahydro-2H-pyrido[4,3-b][1,4]oxazin-6(5H)-yl)-1H-

benzimidazol-1-yl)ethyl)-3-pyridinecarbonitrile; 

6-((1S)-1-(5,7-difluoro-2-((4aR,8aR)-hexahydro-2H-pyrido[4,3-b][1,4]oxazin-6(5H)-yl)-1H-

benzimidazol-1-yl)ethyl)-3-pyridinecarbonitrile; 

2-(2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5,6-difluoro-1H-benzimidazol-1-yl)-N-

methylacetamide; 

2-(2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5,6-difluoro-1H-benzimidazol-1-yl)-1-(4-

morpholinyl)ethanone; 

2-(2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5,6-difluoro-1H-benzimidazol-1-yl)-1-(1-

pyrrolidinyl)ethanone; 

2-(2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5,6-difluoro-1H-benzimidazol-1-yl)-N,N-

dimethylacetamide; 

(2R)-2-(2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5,6-difluoro-1H-benzimidazol-1-yl)-N,N-

dimethylpropanamide; 

(2S)-2-(2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5,6-difluoro-1H-benzimidazol-1-yl)-N,N-

dimethylpropanamide; 

2-(2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5,6-difluoro-1H-benzimidazol-1-yl)-1-(1-

piperidinyl)ethanone; 

2-(2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5,6-difluoro-1H-benzimidazol-1-yl)-N-

ethylacetamide; 

1-((5-chloro-2-pyrimidinyl)methyl)-2-((3R,4R)-4-fluoro-3-(methylamino)-1-piperidinyl)-1H-

benzimidazole-6-carbonitrile; 

1-((5-chloro-2-pyrimidinyl)methyl)-2-((3R,4R)-4-fluoro-3-(methylamino)-1-piperidinyl)-1H-

benzimidazole-5-carbonitrile; 
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2-(2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-6-chloro-1H-benzimidazol-1-yl)-1-(1-

azetidinyl)ethanone; 

2-(2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5-chloro-1H-benzimidazol-1-yl)-1-(1-

azetidinyl)ethanone; 

2-((3R,4S)-3-amino-4-fluoro-1-piperidinyl)-1-(2-(1-azetidinyl)-2-oxoethyl)-1H-benzimidazole-6-

carbonitrile; 

2-((3R,4S)-3-amino-4-fluoro-1-piperidinyl)-1-(2-(1-azetidinyl)-2-oxoethyl)-1H-benzimidazole-5-

carbonitrile; 

(3R,4R)-1-(1-((5-chloropyrimidin-2-yl)methyl)-6-fluoro-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine; 

(3R,4R)-1-(1-((5-chloropyrimidin-2-yl)methyl)-5-fluoro-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine; 

(R)-6-((2-(3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)nicotinonitrile; 

(R)-5-((2-(3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)picolinonitrile 2,2,2-

trifluoroacetate; 

(R)-1-(1-(isoquinolin-7-ylmethyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 

(R)-1-(1-((1-methyl-1H-indazol-7-yl)methyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 

6-((R)-1-(2-((S)-3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)ethyl)nicotinonitrile 

hydrochloride; 

6-((S)-1-(2-((S)-3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)ethyl)nicotinonitrile 

hydrochloride; 

6-((R)-1-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-

yl)ethyl)nicotinonitrile hydrochloride; 

6-((S)-1-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-

yl)ethyl)nicotinonitrile hydrochloride; 

6-((R)-1-(2-((S)-3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)propyl)nicotinonitrile 

hydrochloride; 

6-((S)-1-(2-((S)-3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)propyl)nicotinonitrile 

hydrochloride; 

(3R,4R)-1-(5,6-difluoro-1-((5-fluoropyrimidin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine; 

3-(1-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-

yl)ethyl)benzonitrile; 

(3R,4R)-1-(5,6-difluoro-1-((5-fluoropyrimidin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine; 

(3R,4S)-1-(5,6-difluoro-1-((5-fluoropyridin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine; 
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(3R,4S)-4-fluoro-1-(1-((5-fluoropyrimidin-2-yl)methyl)-6-(trifluoromethyl)-1H-

benzo[d]imidazol-2-yl)piperidin-3-amine; 

(3R,4S)-4-fluoro-1-(1-((5-fluoropyrimidin-2-yl)methyl)-5-(trifluoromethyl)-1H-

benzo[d]imidazol-2-yl)piperidin-3-amine; 

(R)-1-(5,6-difluoro-1-((5-fluoropyridin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)-4,4-

difluoropiperidin-3-amine; 

2-(2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-6-(trifluoromethyl)-1H-benzo[d]imidazol-1-yl)-1-

(azetidin-1-yl)ethan-1-one; 

2-(2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-5-(trifluoromethyl)-1H-benzo[d]imidazol-1-yl)-1-

(azetidin-1-yl)ethan-1-one; 

2-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-yl)-1-(2,2-

dimethylpyrrolidin-1-yl)ethan-1-one; 

6-((2-((3R,4S)-3-amino-4-hydroxypiperidin-1-yl)-6-fluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3R,4S)-3-amino-4-hydroxypiperidin-1-yl)-5-fluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

4-((R)-1-(2-((S)-3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)ethyl)benzonitrile 

hydrochloride; 

4-((S)-1-(2-((S)-3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)ethyl)benzonitrile 

hydrochloride; 

(S)-4-((2-(3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)-3-fluorobenzonitrile 

hydrochloride; 

(S)-1-(1-(4-chlorobenzyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine hydrochloride; 

4-((R)-1-(2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-

yl)ethyl)benzonitrile hydrochloride; 

4-((S)-1-(2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-

yl)ethyl)benzonitrile hydrochloride; 

4-((R)-1-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-

yl)ethyl)benzonitrile hydrochloride; 

4-((S)-1-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-

yl)ethyl)benzonitrile hydrochloride; 

(S)-4-((2-(3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)-3-chlorobenzonitrile 

hydrochloride; 

(3R,4R)-1-(1-((1R)-1-(2,4-dichlorophenyl)ethyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(1-((1S)-1-(2,4-dichlorophenyl)ethyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 
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(3R,4R)-1-(1-((1R)-1-(2-chlorophenyl)ethyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(1-((1S)-1-(2-chlorophenyl)ethyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(1-((1R)-1-(3-chlorophenyl)ethyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(1-((1S)-1-(3-chlorophenyl)ethyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(1-((1R)-1-(2,5-dichlorophenyl)ethyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(1-((1S)-1-(2,5-dichlorophenyl)ethyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(1-((1R)-1-(2,4-difluorophenyl)ethyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(1-((1S)-1-(2,4-difluorophenyl)ethyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(1-((1R)-1-(3,4-dichlorophenyl)ethyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(1-((1S)-1-(3,4-dichlorophenyl)ethyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(1-((1R)-1-(2,5-difluorophenyl)ethyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(1-((1S)-1-(2,5-difluorophenyl)ethyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(5,6-difluoro-1-((1R)-1-(4-(trifluoromethyl)phenyl)ethyl)-1H-benzimidazol-2-yl)-4-

fluoro-3-piperidinamine; 

(3R,4R)-1-(5,6-difluoro-1-((1R)-1-(4-(trifluoromethoxy)phenyl)ethyl)-1H-benzimidazol-2-yl)-4-

fluoro-3-piperidinamine; 

(3R,4R)-1-(1-(5-chloro-2-(trifluoromethoxy)benzyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-

fluoro-3-piperidinamine; 

(3R,4R)-1-(5,6-difluoro-1-(4-(1H-1,2,4-triazol-1-yl)benzyl)-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

2-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5,6-difluoro-1H-benzimidazol-1-yl)methyl)-5-

chlorobenzonitrile; 

(3R,4R)-1-(1-(2,4-dichlorobenzyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 
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4-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5,6-difluoro-1H-benzimidazol-1-yl)methyl)-3-

(difluoromethoxy)benzonitrile; 

(3R,4R)-1-(1-(2,5-dichlorobenzyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(1-(4-(1,1-difluoroethyl)benzyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

4-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5,6-difluoro-1H-benzimidazol-1-yl)methyl)-2-

methylbenzonitrile; 

4-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5,6-difluoro-1H-benzimidazol-1-yl)methyl)-2-

chlorobenzonitrile; 

2-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5,6-difluoro-1H-benzimidazol-1-yl)methyl)-4-

chlorobenzonitrile; 

(3R,4R)-1-(1-(2-(difluoromethoxy)benzyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(1-(3-chloro-4-fluorobenzyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(1-(4-chloro-2-methoxybenzyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(1-(2,4-difluorobenzyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(5,6-difluoro-1-(2-(trifluoromethyl)benzyl)-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

2-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5,6-difluoro-1H-benzimidazol-1-

yl)methyl)benzonitrile; 

(3R,4R)-1-(1-(2-chlorobenzyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-piperidinamine; 

(3R,4R)-1-(1-(2-chloro-4-fluorobenzyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(5,6-difluoro-1-(4-fluoro-2-(trifluoromethyl)benzyl)-1H-benzimidazol-2-yl)-4-fluoro-

3-piperidinamine; 

(3R,4R)-1-(1-(3,4-difluorobenzyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(1-(4-chloro-2-fluorobenzyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(1-(3,4-dichlorobenzyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(1-(4-chloro-3-fluorobenzyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 
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(3R,4R)-1-(5,6-difluoro-1-(4-(trifluoromethyl)benzyl)-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(5,6-difluoro-1-(4-(trifluoromethoxy)benzyl)-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(1-(4-(difluoromethyl)benzyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(5,6-difluoro-1-(3-(trifluoromethoxy)benzyl)-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

(3R,4R)-1-(5,6-difluoro-1-(3-(trifluoromethyl)benzyl)-1H-benzimidazol-2-yl)-4-fluoro-3-

piperidinamine; 

3-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-5,6-difluoro-1H-benzimidazol-1-

yl)methyl)benzonitrile; 

(3R,4R)-1-(1-(3-chlorobenzyl)-5,6-difluoro-1H-benzimidazol-2-yl)-4-fluoro-3-piperidinamine; 

(S)-1-(1-(4-fluorobenzyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 

(S)-1-(1-(4-(1,2,4-oxadiazol-3-yl)benzyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 

(R)-1-(1-(4-(methylsulfonyl)benzyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 

(R)-1-(1-(4-(1H-1,2,4-triazol-1-yl)benzyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 

(R)-2-((2-(3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 

(R)-1-(1-(2,6-dichlorobenzyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 

(R)-1-(1-(2-chlorobenzyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 

(R)-1-(1-(4-(trifluoromethyl)benzyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 

(R)-1-(1-(4-(trifluoromethoxy)benzyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 

(R)-1-(1-(4-chlorobenzyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 

(R)-1-(1-(3-chlorobenzyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 

(R)-1-(1-(4-(1,1-difluoroethyl)benzyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 

(R)-2-(4-((2-(3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)phenyl)-2-

methylpropanenitrile; 

(R)-1-(1-(4-(difluoromethyl)benzyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 

(R)-4-((2-(3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)-N-methylbenzamide; 

(R)-4-((2-(3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)-3-fluorobenzonitrile; 

(R)-2-(4-((2-(3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)phenoxy)acetonitrile; 

(R)-4-((2-(3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)-N,N-

dimethylbenzenesulfonamide; 

(R)-1-(1-(4-methylbenzyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 

(R)-1-(1-(4-fluorobenzyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 

(R)-1-(1-((1-methyl-1H-indazol-7-yl)methyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 

(R)-1-(1-(2,4-difluorobenzyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 
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(R)-1-(1-(3,4-difluorobenzyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 

(R)-1-(1-(4-chloro-3-fluorobenzyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 

(R)-1-(1-((3-(3-chlorophenyl)isoxazol-5-yl)methyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 

(R)-1-(1-(3-chloro-4-methoxybenzyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 

(R)-4-((2-(3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)-3-chlorobenzonitrile; 

(R)-1-(1-(2,4-dichlorobenzyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-amine; 

(R)-4-((2-(3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)-3-methoxybenzonitrile; 

(R)-2-((2-(3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)-5-chlorobenzonitrile; 

4-((R)-1-(2-((R)-3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)ethyl)benzonitrile; 

4-(1-(2-((S)-3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)ethyl)benzonitrile; 

(R)-3-((2-(3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 

4-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-6-chloro-1H-benzo[d]imidazol-1-

yl)methyl)benzonitrile hydrochloride; 

(S)-4-((2-(3-aminopiperidin-1-yl)-6-methoxy-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile 

hydrochloride; 

4-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-6-methoxy-1H-benzo[d]imidazol-1-

yl)methyl)benzonitrile; 

(S)-4-((2-(3-aminopiperidin-1-yl)-5-methoxy-3H-imidazo[4,5-b]pyridin-3-yl)methyl)benzonitrile 

hydrochloride; 

(R)-4-((2-(3-amino-4,4-difluoropiperidin-1-yl)-6-chloro-1H-benzo[d]imidazol-1-

yl)methyl)benzonitrile; 

(R)-4-((2-(3-amino-4,4-difluoropiperidin-1-yl)-6-methoxy-1H-benzo[d]imidazol-1-

yl)methyl)benzonitrile; 

(R)-4-((2-(3-amino-4,4-difluoropiperidin-1-yl)-4-chloro-1H-benzo[d]imidazol-1-

yl)methyl)benzonitrile; 

4-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-4-chloro-1H-benzo[d]imidazol-1-

yl)methyl)benzonitrile; 

4-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-4-chloro-1H-benzo[d]imidazol-1-

yl)methyl)benzonitrile; 

(R)-4-((2-(3-amino-4,4-difluoropiperidin-1-yl)-4-methoxy-1H-benzo[d]imidazol-1-

yl)methyl)benzonitrile; 

4-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-4-methoxy-1H-benzo[d]imidazol-1-

yl)methyl)benzonitrile; 

4-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1H-imidazo[4,5-c]pyridin-1-

yl)methyl)benzonitrile; 

4-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-3H-imidazo[4,5-c]pyridin-3-

yl)methyl)benzonitrile; 
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4-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-6-ethoxy-1H-benzimidazol-1-

yl)methyl)benzonitrile; 

4-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-1H-imidazo[4,5-b]pyridin-1-

yl)methyl)benzonitrile; 

4-((2-((3R)-3-amino-4,4-difluoro-1-piperidinyl)-6-fluoro-1H-benzimidazol-1-

yl)methyl)benzonitrile; 

4-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1H-imidazo[4,5-b]pyridin-1-

yl)methyl)benzonitrile; 

(S)-4-((2-(3-aminopiperidin-1-yl)-4-chloro-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile 2,2,2-

trifluoroacetate; 

(S)-4-((2-(3-aminopiperidin-1-yl)-3H-imidazo[4,5-b]pyridin-3-yl)methyl)benzonitrile 

hydrochloride; 

4-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-6-chloro-1H-benzo[d]imidazol-1-

yl)methyl)benzonitrile hydrochloride; 

(S)-4-((2-(3-aminopiperidin-1-yl)-6-chloro-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 

(S)-4-((2-(3-aminopiperidin-1-yl)-5-chloro-1H-benzo[d]imidazol-1-yl)methyl)benzonitrile; 

(R)-1-(2-((S)-3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)-2,3-dihydro-1H-indene-5-

carbonitrile; 

(S)-1-(2-((S)-3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)-2,3-dihydro-1H-indene-5-

carbonitrile; 

(3R,4R)-4-fluoro-1-(1-((5-methoxypyridin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)piperidin-3-

amine; 

1-(2-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-

yl)acetyl)azetidine-3-carbonitrile; 

2-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-yl)-1-(3-

(tert-butoxy)azetidin-1-yl)ethan-1-one; 

2-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-yl)-1-(3,3-

difluoroazetidin-1-yl)ethanone; 

2-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-yl)-1-(3-

isopropylazetidin-1-yl)ethanone; 

2-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-yl)-1-(6,6-

difluoro-2-azaspiro[3.3]heptan-2-yl)ethanone; 

2-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-yl)-1-(7-oxa-

2-azaspiro[3.5]nonan-2-yl)ethanone; 

(R)-6-((2-(4,4-difluoro-3-(methylamino)piperidin-1-yl)-6-fluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 
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(R)-6-((2-(4,4-difluoro-3-((2-hydroxyethyl)amino)piperidin-1-yl)-6-fluoro-1H-benzo[d]imidazol-

1-yl)methyl)nicotinonitrile; 

(S)-6-((2-(3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)nicotinic acid; 

(S)-6-((2-(3-aminopiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)nicotinamide; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-yl)methyl)nicotinamide; 

2-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-5,6-difluoro-1H-benzo[d]imidazol-1-yl)acetic 

acid; 

6-((R)-1-(4,6-difluoro-2-((3R,4R)-4-fluoro-3-(methylamino)piperidin-1-yl)-1H-

benzo[d]imidazol-1-yl)ethyl)nicotinonitrile; 

6-((S)-1-(4,6-difluoro-2-((3R,4R)-4-fluoro-3-(methylamino)piperidin-1-yl)-1H-benzo[d]imidazol-

1-yl)ethyl)nicotinonitrile; 

6-((R)-1-(5,7-difluoro-2-((3R,4R)-4-fluoro-3-(methylamino)piperidin-1-yl)-1H-

benzo[d]imidazol-1-yl)ethyl)nicotinonitrile; and  

6-((S)-1-(5,7-difluoro-2-((3R,4R)-4-fluoro-3-(methylamino)piperidin-1-yl)-1H-benzo[d]imidazol-

1-yl)ethyl)nicotinonitrile. 

22. A compound, selected from: 

6-((2-((3R,4S)-3-amino-4-fluoropiperidin-1-yl)-6-chloro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-chloropyrimidin-2-yl)methyl)-6-fluoro-1H-

benzo[d]imidazole-4-carbonitrile; 

(3R,4R)-1-(4,6-difluoro-1-((5-fluoropyrimidin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine; 

6-((2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

(R)-6-((2-(3-amino-4,4-difluoropiperidin-1-yl)-4,6-difluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile hydrochloride; 

(R)-6-((2-(3-amino-4,4-difluoropiperidin-1-yl)-6-fluoro-1H-benzo[d]imidazol-1-

yl)methyl)nicotinonitrile; 

6-((2-((3R,4R)-3-amino-4-fluoro-1-piperidinyl)-4-methoxy-1H-benzimidazol-1-yl)methyl)-3-

pyridinecarbonitrile; 

2-(2-((3R,4R)-3-amino-4-fluoropiperidin-1-yl)-1-((5-chloropyrimidin-2-yl)methyl)-1H-

benzo[d]imidazole-6-carbonitrile; 

(3R,4R)-4-fluoro-1-(1-((5-fluoropyrimidin-2-yl)methyl)-1H-benzo[d]imidazol-2-yl)piperidin-

3-amine; and  
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(3R,4R)-1-(1-((5-chloropyrimidin-2-yl)methyl)-6-fluoro-1H-benzo[d]imidazol-2-yl)-4-

fluoropiperidin-3-amine. 

23. The compound of any one of claims 1 to 22 in a form of a pharmaceutically acceptable salt. 

24. A pharmaceutical composition comprising a pharmaceutically acceptable excipient, carrier or 

adjuvant and at least one compound of any one of claims 1 to 23. 

25. Use of at least one compound of any one of claims 1 to 23, or a pharmaceutical salt thereof or a 

pharmaceutical composition thereof in the manufacture of a medicament for treating a disease or 

disorder mediated by TRPC6 in a mammal, wherein the disease or disorder mediated by TRPC6 is 

selected from the group consisting of nephrotic syndrome, minimal change disease, focal segmental 

glomerulosclerosis, collapsing glomerulopathy, membranous nephropathy, membranoproliferative 

glomerulonephritis, IGA nephropathy, acute renal failure, chronic renal failure, diabetic nephropathy, 

sepsis, pulmonary hypertension, acute lung disorder, acute respiratory distress syndrome (ARDS), 

heart failure, stroke, malignant tumor, and muscular dystrophy. 

26. A compound of any one of claims 1 to 23 for use as a medicament. 

 

 


