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filtered and purified by reversed phase preparative HPLC (Waters 2767 Sample Manager, 

Waters 2545 Binary Gradient Module, Waters Systems Fluidics Organiser, Waters 515 ACD 

pump, Waters 515 Makeup pump, Waters 2998 Photodiode Array Detector, Waters QDa) on 

a Waters XBridge BEH C18 ODB prep column, 130Å, 5 µm, 30 mm X 100 mm, flow rate 40 

mL min-1 eluting with a 0.3% ammonia in water-MeCN gradient over 12.5 mins using UV 5 

across all wavelengths with PDA as well as a QDA and ELS detector. At-column dilution 

pump gives 2 mL min-1 methanol over the entire method, which is included in the following 

MeCN percentages. Gradient information: 0.0-0.5 min, 32.5% MeCN; 0.5-10.5   min, ramped 

from 32.5%  MeCN to 62.5%  MeCN; 10.5-10.6 min, ramped from 62.5%  MeCN to 100% 

MeCN; 10.6-12.5 min, held at 100% MeCN. Clean fractions were concentrated in vacuo to 10 

give 1-methyl-5-(6-methyl-5-(4-((2-methyl-2H-1,2,3-triazol-4-yl)sulfonyl)-1-(3,3,3-

trifluoropropyl)piperazin-2-yl)-1H-indazol-1-yl)pyridin-2(1H)-one Example 165 (23.0 mg, 

39 µmol, 26 %) as a yellow solid; Rt 1.71 min (Method 7); m/z 565.5 (M+H)+ (ES+). δH 

(DMSO-d6, 400 MHz) δ 8.28 (s, 1H), 8.25 – 8.17 (m, 2H), 7.81 (s, 1H), 7.74 (dd, J = 9.6, 3.0 

Hz, 1H), 7.53 (s, 1H), 6.56 (d, J = 9.6 Hz, 1H), 4.26 (s, 3H), 3.79 – 3.65 (m, 2H), 3.47 (d, J = 15 

11.8 Hz, 1H), 3.28 – 3.11 (m, 1H), 2.78 – 2.60 (m, 2H), 2.49 – 2.47 (m, 5H), 2.46 – 2.31 (m, 

5H), 2.28 – 2.14 (m, 1H).  

Examples 166 – 170 

Table 22:  The examples shown in the table below were prepared by similar methods to those 

described in Example 165 using Intermediate AR 20 

Example Structure LC-MS 
analysis 

166 

 
 1,3-dimethyl-5-(6-methyl-5-(4-((2-methyl-2H-1,2,3-triazol-4-

yl)sulfonyl)-1-(3,3,3-trifluoropropyl)piperazin-2-yl)-1H-
indazol-1-yl)pyridin-2(1H)-one 

 

 
Rt 1.95 min 
(Method 7); 

 
m/z  579.1 

(M+H)+ 
(ES+) 
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WHAT IS CLAIMED IS: 

Claim 1. A compound of Formula J: 

 (J) 

or a pharmaceutically acceptable salt thereof, wherein 

R1 is heterocycloalkyl having 3 to 12 ring members and 1 to 4 heteroatoms each N, O 

or S, phenyl or heteroaryl having 5 to 10 ring members and 1 to 5 heteroatoms 

each N, O or S, each independently substituted with 0 to 5 R1a groups; 

each R1a is independently C1-6 alkyl, C1-6 alkoxy, C1-6 alkoxyalkyl, C1-6 hydroxyalkyl, 

halogen, C1-6 haloalkyl, C1-6 haloalkoxy, -OH, oxo, -CN, -C(O)N(R1b)(R1c), 

C3-10 cycloalkyl, or heterocycloalkyl having 3 to 12 ring members and 1 to 4 

heteroatoms each N, O or S;  

each R1b and R1c is independently hydrogen, C1-6 alkyl or a 3 to 8 membered 

heterocycloalkyl having 1 to 3 heteroatoms each independently N, O or S; 

A1, A2, A3 and A4 are each independently =CR2- or =N-; 

each R2 is independently hydrogen, C1-6 alkyl, C1-6 alkoxy, C2-6 alkoxyalkyl, halogen, 

C1-6 haloalkyl, C1-6 haloalkoxy, hydroxy or -CN; 

L2 is -C(O)-, -C(O)O-, -C(O)N(R3)-, -S(O)2- or -S(O)2N(R3)-;  

R3 is hydrogen, or C1-6 alkyl; 

R4 is C1-6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C2-6 alkoxyalkyl, C1-6 hydroxyalkyl, C1-6 

haloalkyl, C3-8 cycloalkyl, C1-6 alkyl-C3-8 cycloalkyl, heterocycloalkyl, C1-6 

alkyl-heterocycloalkyl, C6-12 aryl, C1-6 alkyl-C6-12 aryl,  -O-C6-12 aryl, 

heteroaryl, or C1-6 alkyl-heteroaryl,  

wherein each heterocycloalkyl independently has 3 to 12 ring members and 1 

to 3 heteroatoms each independently N, O or S,  

wherein each heteroaryl independently has 5 to 10 ring members and 1 to 4 

heteroatoms each independently N, O or S, and  
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wherein the cycloalkyl, heterocycloalkyl, aryl and heteroaryl are each 

independently substituted with 0 to 5 R4a groups; 

alternatively, R3 and R4 are combined with the atoms to which they are attached to 

form a heterocycloalkyl having 3 to 12 ring members and 1 to 3 additional 

heteroatoms each independently N, O or S, wherein the heterocycloalkyl is 

substituted with 0, 1 or 2 C1-6 alkyl groups;  

each R4a is independently C1-6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-6 alkoxy, C2-6 

alkoxyalkyl, C1-6 hydroxyalkyl, halogen, C1-6 haloalkyl, C1-6 haloalkoxy, -CN, 

-OH, oxo, -C(O)R4b, -C(O)OR4b, -OC(O)R4b, -OC(O)OR4b, -C(O)N(R4b)(R4c), 

-N(R4b)C(O)R4c, -OC(O)N(R4b)(R4c), -N(R4b)C(O)OR4c, -S(O)2R4b, -

S(O)2N(R4b)(R4c), -N(R4b)S(O)2R4c, C3-8 cycloalkyl, C1-6 alkyl-C3-8 cycloalkyl, 

heterocycloalkyl, C1-6 alkyl-heterocycloalkyl, C6-12 aryl, C1-6 alkyl-C6-12 aryl,  -

O-C6-12 aryl, heteroaryl, or C1-6 alkyl-heteroaryl, wherein each 

heterocycloalkyl independently has 3 to 12 ring members and 1 to 3 

heteroatoms each independently N, O or S, wherein each heteroaryl 

independently has 5 to 10 ring members and 1 to 4 heteroatoms each 

independently N, O or S, and wherein each cycloalkyl, heterocycloalkyl, aryl 

and heteroaryl is substituted with 0, 1 or 2 C1-6 alkyl groups; 

each R4b and R4c is hydrogen or C1-6 alkyl; 

R5 is C1-6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C2-6 alkoxyalkyl, C1-6 hydroxyalkyl, C1-6 

haloalkyl, C1-6 alkyl-OR5a, -C(O)R5a, C1-6 alkyl-C(O)R5a, -C(O)OR5a, -

C(O)N(R5a)(R5b), -S(O)2R5a, -S(O)2N(R5a)(R5b), C3-8 cycloalkyl, C1-6 alkyl-C3-8 

cycloalkyl, heterocycloalkyl, C1-6 alkyl-heterocycloalkyl, C6-12 aryl, C1-6 alkyl-

C6-12 aryl, heteroaryl, or C1-6 alkyl-heteroaryl,  

wherein each heterocycloalkyl independently has 3 to 12 ring members and 1 

to 3 heteroatoms each independently N, O or S,  

wherein each heteroaryl independently has 5 to 10 ring members and 1 to 4 

heteroatoms each independently N, O or S, and  

wherein each cycloalkyl, heterocycloalkyl, aryl and heteroaryl is 

independently substituted with 0 to 4 R5c groups; 

each R5a and R5b is independently hydrogen, C1-6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C2-6 

alkoxyalkyl, hydroxy, C1-6 hydroxyalkyl, C1-6 haloalkyl, C1-6 haloalkoxy, C3-8 

cycloalkyl, C1-6 alkyl-C3-8 cycloalkyl, heterocycloalkyl, C1-6 alkyl-

heterocycloalkyl, C6-12 aryl, C1-6 alkyl-C6-12 aryl, heteroaryl, or C1-6 alkyl-
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heteroaryl, wherein each heterocycloalkyl independently has 3 to 12 ring 

members and 1 to 3 heteroatoms each independently N, O or S, wherein each 

heteroaryl independently has 5 to 10 ring members and 1 to 4 heteroatoms 

each independently N, O or S, and wherein each cycloalkyl, heterocycloalkyl, 

aryl and heteroaryl is subsituted with 0 to 4 R5d groups; 

alternatively, R5a and R5b are combined with the atoms to which they are attached to 

form a heterocycloalkyl having 3 to 12 ring members and 1 to 3 additional 

heteroatoms each independently N, O or S, wherein the heterocycloalkyl is 

substituted with 0, 1 or 2 C1-6 alkyl groups;  

each R5c is independently C1-6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-6 alkoxy, C2-6 

alkoxyalkyl, C1-6 hydroxyalkyl, halogen, C1-6 haloalkyl, C1-6 haloalkoxy, -CN, 

oxo, -OH, -C(O)R5c1, -C(O)OR5c1, -OC(O)R5c1, -OC(O)OR5c1, -

C(O)N(R5c1)(R5c2), -N(R5c1)C(O)R5c2, -OC(O)N(R5c1)(R5c2), -

N(R5c1)C(O)OR5c2, -S(O)2R5c1, -S(O)2N(R5c1)(R5c2), -N(R5c1)S(O)2R5c2, C3-8 

cycloalkyl, C1-6 alkyl-C3-8 cycloalkyl, heterocycloalkyl, C1-6 alkyl-

heterocycloalkyl, C6-12 aryl, C1-6 alkyl-C6-12 aryl, heteroaryl, or C1-6 alkyl-

heteroaryl, wherein each heterocycloalkyl independently has 3 to 12 ring 

members and 1 to 3 heteroatoms each independently N, O or S, wherein each 

heteroaryl independently has 5 to 10 ring members and 1 to 4 heteroatoms 

each independently N, O or S, and wherein each heterocycloalkyl and 

heteroaryl is substituted with 0, 1 or 2 C1-6 alkyl groups; 

each R5c1 and R5c2 is independently hydrogen, C1-6 alkyl, C2-6 alkenyl, C2-6 alkynyl, 

C2-6 alkoxyalkyl, C1-6 hydroxyalkyl, C1-6 haloalkyl, C3-8 cycloalkyl, C1-6 alkyl-

C3-8 cycloalkyl, heterocycloalkyl, C1-6 alkyl-heterocycloalkyl, C6-12 aryl, C1-6 

alkyl-C6-12 aryl, heteroaryl, or C1-6 alkyl-heteroaryl, wherein each 

heterocycloalkyl independently has 3 to 12 ring members and 1 to 3 

heteroatoms each independently N, O or S, wherein each heteroaryl 

independently has 5 to 10 ring members and 1 to 4 heteroatoms each 

independently N, O or S, and wherein each heterocycloalkyl and heteroaryl is 

substituted with 0, 1 or 2 C1-6 alkyl groups; 

alternatively, R5c1 and R5c2 are combined with the atoms to which they are attached to 

form a heterocycloalkyl having 3 to 12 ring members and 1 to 3 heteroatoms 

each independently N, O or S, wherein the heterocycloalkyl is substituted with 

0, 1 or 2 C1-6 alkyl groups;  
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each R5d is independently C1-6 alkyl or halogen; 

each R6 is independently hydrogen, C1-6 alkyl, halogen, C1-6 haloalkyl, or oxo;  

subscript m is 0, 1, 2, 3, 4, or 5; and 

subscript n is 1 or 2. 

Claim 2. The compound of claim 1, or a pharmaceutically acceptable salt 

thereof, wherein R1 is  

, , , , , , , 

, , , ,  

N
N

, , , or 

. 

Claim 3. The compound of claim 1 or 2, or a pharmaceutically 

acceptable salt thereof, wherein R1 is  

, , or . 

Claim 4. The compound of any one of claims 1 to 3, or a 

pharmaceutically acceptable salt thereof, wherein  

A1, A2 and A4 are each =CH-; and  

A3 is =C(Me)-, =C(OMe)-, =C(F)-, =C(Cl)-, or =C(CF3)-. 

Claim 5. The compound of any one of claims 1 to 4, or a 

pharmaceutically acceptable salt thereof, wherein  

A1, A2 and A4 are each =CH-; and  

A3 is =C(Me)-. 
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Claim 6. The compound of any one of claims 1 to 5, or a 

pharmaceutically acceptable salt thereof, wherein L2 is -C(O)-, -S(O)2- or -S(O)2N(Me)-. 

Claim 7. The compound of any one of claims 1 to 6, or a 

pharmaceutically acceptable salt thereof, wherein L2 is -S(O)2-. 

Claim 8. The compound of any one of claims 1 to 7, or a 

pharmaceutically acceptable salt thereof, having the structure of Formula Ic:  

 (Ic) . 

Claim 9. The compound of any one of claims 1 to 8, or a 

pharmaceutically acceptable salt thereof, wherein  

R4 is pyridine, pyrazole, thiazole, or triazole, each substituted with 0 to 2 R4a groups; 

and 

each R4a is independently methyl, ethyl, n-propyl, iso-propyl, methoxy, methoxyethyl, 

fluoro, -CHF2, -CF3, -CH2CHF2, -CH2CF3, -CN, or tetrahydropyran. 

Claim 10. The compound of any one of claims 1 to 8, or a 

pharmaceutically acceptable salt thereof, wherein  

R4 is methyl, n-propyl, iso-butyl, -CH(OH)CH3, methoxyethyl, isopropoxyethyl, 

CH2CF3,   

, , , , , , ,  

, , , , , , , 
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, , , , , ,  

, , , , , , , 

, , , , , , ,  

, , , , , , , 

, , or N N
N

. 

Claim 11. The compound of any one of claims 1 to 10, or a 

pharmaceutically acceptable salt thereof, wherein  

R5 is ethyl, iso-propyl, iso-butyl,   

, , , , , , , , 

, , , , , , , ,  

, , ,  
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, , , , , , , 

F

, 

, , , , , , , , , 

,  

, , , , , , ,  

, , , , , , , , or 

. 

Claim 12. The compound of any one of claims 1 to 11, or a 

pharmaceutically acceptable salt thereof, wherein 

R1 is  

, , or ;  

A1, A2 and A4 are each =CH-;  

A3 is =C(Me)-;  

L2 is -S(O)2-;  
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R4 is pyridine, pyrazole, thiazole, or triazole, each substituted with 0 to 2 R4a groups;  

each R4a is independently methyl, ethyl, n-propyl, iso-propyl, methoxy, methoxyethyl, 

fluoro, -CHF2, -CF3, -CH2CHF2, -CH2CF3, -CN, or tetrahydropyran;  

R5 is C1-6 alkyl, C1-6 haloalkyl, or C1-2 alkyl-C3-6 cycloalkyl, wherein each 

cycloalkylnis independently substituted with 0 to 2 R5c groups;  

each R5c is independently C1-3 alkyl, C1-3 alkoxy, halogen, C1-3 haloalkyl, –CN, oxo or 

–OH;  

subscript m is 0; and 

subscript n is 1. 

Claim 13. The compound of any one of claims 1 to 11, or a 

pharmaceutically acceptable salt thereof, wherein 

R1 is  

;  

A1, A2 and A4 are each =CH-;  

A3 is =C(Me)-;  

L2 is -S(O)2-;  

R4 is pyrazole or triazole, each substituted with 1 R4a groups;  

R4a is methyl, ethyl, n-propyl, or iso-propyl;  

R5 is C1-6 haloalkyl;  

subscript m is 0; and 

subscript n is 1. 

Claim 14. The compound of any one of claims 1 to 11, or a 

pharmaceutically acceptable salt thereof, wherein 

R1 is  

, , , , , , 



278 
 
 

, , , , ,  

N
N

, 

, , or ; 

A1, A2 and A4 are each =CH-;  

A3 is =C(Me)-, =C(OMe)-, =C(F)-, =C(Cl)-, or =C(CF3)-;  

L2 is –C(O)-, –S(O)2- or –S(O)2N(Me)-;  

R4 is methyl, n-propyl, iso-butyl, -CH(OH)CH3, methoxyethyl, isopropoxyethyl, 

CH2CF3,   

, , , , , , ,  

, , , , , , , 

, , , , , ,  

, , , , , , , 

, , , , , , ,  
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, , , , , , , 

, , or N N
N

;  

R5 is ethyl, iso-propyl, iso-butyl,   

, , , , , , , , 

, , , , , , , ,  

, , ,  

, , , , , , , 

F

, 

, , , , , , , , , 

,  

, , , , , , ,  
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, , , , , , , , or 

;  

R6 is hydrogen, methyl, or oxo; and 

subscript m is 0, 1 or 2. 

Claim 15. The compound of any one of claims 1 to 14, or a 

pharmaceutically acceptable salt thereof, having the structure: 

 ; 

 ; 

 ; 
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 ; 

 ; 

 ; 

 ; 

N
N

F

N

N

S
O

O
N
N
N

N
N

N

N

F

S
O

O

N
N
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 ; 

 

; 

 

; 

 ; 

 ; 
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 ; 

 ; 

 ; 

 ; 
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 ; 

 ; 

 

; 

 
; 

 ; 

 
; 
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 ; 

 

; 

 
; 

 
; 

 

; 

 ; 



286 
 
 

 ; 

 ; 

 
; 

 
; 

 ; 

 ; 
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 ; 

 ; 

 ; 

 ; 

 ; 

N
N

N

N

S
O

O

F
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 ; 

 ; 

 ; 

 ; 

 

; 
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 ; 

 

; 

 

; 

 
; 

 
; 

 ; 

 
; 
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; 

 

; 

 
; 

 
; 

 
; 

 
; 

 

; 
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; 

 
; 

 
; 

 

; 

 

; 

 ; 

N
N

N

N

F

H
S
O

O
N N

N
N
N

N

N

F

H
S
O

O
N N

N

Or
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 ; 

 ; 

 ; 

 ; 
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 ; 

 ; 

 ; 

 
; 

 ; 

 ; 
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 ; 

 ; 

 ; 

 
; 

 ; 

 ; 

 ; 
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 ; 

 
; 

 ; 

 ; 

 ; 

 ; 

N
N

N

N

F

S
O
O

N
N N

H

O

N
N

N

N

F

S

O
O

N
N N

H

O

Or
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 ; 

 

; 

 

; 

 

; 

 

; 

 

; 

 

; 
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; 

 

; 

 

; 

 

; 

 

; 

 ; 

 

; 
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; 

 

; 

 

; 

 

; 
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; 

 

; 

 

; 

 

; 

 

; 
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; 

 

; 

 

; 

 

; 
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; 

 

; 

 

; 

 

; 
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; 

 

; 

 

; 

 

; 
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; 

 

; 

 

; 

 

; 

N
N

N

N

F

H

Or

N
N

N

N

F

H

F3C F3C

S
O
O

N N

S
O
O

N N
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; 

 

; 

 

; 

 

; 
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; 

 

; 

 

; 

 

; 
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; 

 

; 

 

; 

 

; 

N
N

N

N

F

H

Or

N
N

N

N

F

H

F3C F3C

S
O
O

N N

S
O
O

N N
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; 

 

; 

 

; 

 

; 
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; 

 

; 

 

; 

 

; 



309 
 
 

 

; 

 

; 

 

; 

 

; 
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; 

 

; 

 

; 

 

; 
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; 

 

; 

 

; 

 

; 



312 
 
 

 

; 

 

; 

 

; 

 

; 

 

; 
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; 

 

; 

 

; 

 

; 

 

; 
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; 

 

; 

 ; 

 ; 
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 ; 

 ; 

 ; 

 ; 

 ; 

Or

Or

Or
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 ; 

 ; 

 ; 

 ; 

 ; 

Or

Or

Or

Or

N

N
S
O

O NH
N

F

N

F F

N

N
S
NO

O

H
N

N

F

F F

Or
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 ; 

 ; 

 ; 

 ; 

Or

Or

Or
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 ; 

 ; 

 ; 

 ; 

Or
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 ; 

 ; 

 ; 



320 
 
 

 ; 

 ; 

 ; 

 ; 
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 ; 

 ; 

 ; 

 ; 

N

N
S

N
NN

O

O

F

F

F

N
N

OH

F
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 ; 

 ; 

 ; 

O

N

N
N

F

F

F

N

S
O

O

NN
N

N
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 ; 

 ; 

 ; or  

Or
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. 

Claim 16. The compound of any one of claims 1 to 15, or a 

pharmaceutically acceptable salt thereof, is the compound having the structure: 

CF3

N
N

N

N

F

S
O

O
N N

NH

CF3

N
N

N

N

F

S
O

O
N N

NH

Or

,  

,  

,  

  

Or
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N
N

N

N

F
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O

O
N N

N

CF3

,  

,  

,  
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N N

S
O
O

N
N N
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, or 

,  
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, , 

, , 

, , 
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, , 

, , or 

. 

Claim 17. The compound of any one of claims 1 to 16, or a 

pharmaceutically acceptable salt thereof, is the compound having the structure 

. 
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Claim 18. The compound of any one of claims 1 to 16, or a 

pharmaceutically acceptable salt thereof, is the compound having the structure 

. 

Claim 19. The compound of any one of claims 1 to 16, or a 

pharmaceutically acceptable salt thereof, is the compound having the structure 

. 

Claim 20. The compound of any one of claims 1 to 16, or a 

pharmaceutically acceptable salt thereof, is the compound having the structure 

. 

Claim 21. A pharmaceutical composition comprising a compound of any 

one of claims 1 to 20, or a pharmaceutically acceptable salt thereof, and a pharmaceutically 

acceptable excipient. 
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Claim 22. A compound of any one of claims 1 to 20, or a 

pharmaceutically acceptable salt thereof, or a pharmaceutical composition of claim 21, for 

use in a method of treating a disorder or condition through modulating or antagonizing a 

glucocorticoid receptor.  

Claim 23. The compound or pharmaceutical composition for use of claim 

22, wherein the disorder or condition is selected from the group consisting of Alzheimer's 

disease, amyotrophic lateral sclerosis (ALS), antipsychotic induced weight gain, cancer, 

Cushing Disease, Cushing's Syndrome, major psychotic depression, Nonalcoholic 

steatohepatitis, and obesity.  

Claim 24. Use of a compound of any one of claims 1 to 20, or a 

pharmaceutically acceptable salt thereof, or a pharmaceutical composition of claim 21, in the 

manufacture of a medicament for treating a disorder or condition through modulating a 

glucocorticoid receptor. 

Claim 25. Use of claim 24, wherein the disorder or condition is selected 

from the group consisting of Alzheimer's disease, amyotrophic lateral sclerosis (ALS), 

antipsychotic induced weight gain, cancer, Cushing Disease, Cushing's Syndrome, major 

psychotic depression, Nonalcoholic steatohepatitis, and obesity. 


