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What is claimed is: 

1. A compound of Formula (I): 

N
X4

N

X3Cy1

Cy2

NH

R2

R1  (I) 

or a pharmaceutically acceptable salt thereof, wherein: 

X3 is N or CR3;  

X4 is N or CR4;  

Cy1 is selected from C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, and 4-10 membered 

heterocycloalkyl, wherein the C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, and 4-10 membered 

heterocycloalkyl of Cy1 are each optionally substituted with 1, 2, 3, 4, 5, or 6 independently selected R5 

substituents; 

Cy2 is selected from C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, and 4-10 membered 

heterocycloalkyl, wherein the C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, and 4-10 membered 

heterocycloalkyl of Cy2 are each optionally substituted with 1, 2, 3, 4, 5, or 6 independently selected R6 

substituents; 

R1 is selected from H, C1-6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-6 haloalkyl, C(O)Rb1, C(O)NRc1Rd1, 

C(O)ORa1, C(=NRe1)Rb1, C(=NRe1)NRc1Rd1, S(O)2Rb1, and S(O)2NRc1Rd1, wherein the C1-6 alkyl, C2-6 

alkenyl, and C2-6 alkynyl of R1 are each optionally substituted with 1, 2, 3, or 4 independently selected 

R1A substituents; 

each Ra1, Rb1, Rc1, and Rd1 is independently selected from H, C1-6 alkyl, C2-6 alkenyl, C2-6 alkynyl, 

and C1-6 haloalkyl, wherein the C1-6 alkyl, C2-6 alkenyl, and C2-6 alkynyl of Ra1, Rb1, Rc1, and Rd1 are each 

optionally substituted with 1, 2, 3, or 4 independently selected R1A substituents; 

each Re1 is independently selected from H, OH, CN, C1-6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-6 

alkoxy, C1-6 haloalkyl, and C1-6 haloalkoxy; 

each R1A is independently selected from OH, CN, halo, C1-3 alkyl, C2-3 alkenyl, C2-3 alkynyl, C1-3 

haloalkyl, C1-3 alkoxy, C1-3 haloalkoxy, amino, C1-3 alkylamino, and di(C1-3 alkyl)amino; 
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R2 is selected from H, C1-6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-6 haloalkyl, C6-10 aryl, C3-10 

cycloalkyl, 5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, C6-10 aryl-C1-6 alkyl-, C3-10 

cycloalkyl-C1-6 alkyl-, (5-10 membered heteroaryl)-C1-6 alkyl-, (4-10 membered heterocycloalkyl)-C1-6 

alkyl-, C(O)Rb2, C(O)NRc2Rd2, C(O)ORa2, C(=NRe2)Rb2, C(=NRe2)NRc2Rd2, S(O)2Rb2, and S(O)2NRc2Rd2, 

wherein the C1-6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-

10 membered heterocycloalkyl, C6-10 aryl-C1-6 alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, (5-10 membered 

heteroaryl)-C1-6 alkyl-, and (4-10 membered heterocycloalkyl)-C1-6 alkyl- of R2 are each optionally 

substituted with 1, 2, 3, 4, 5, or 6 independently selected R2A substituents; 

each Ra2, Rb2, Rc2, and Rd2 is independently selected from H, C1-6 alkyl, C2-6 alkenyl, C2-6 alkynyl, 

C1-6 haloalkyl, C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, 

C6-10 aryl-C1-6 alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, (5-10 membered heteroaryl)-C1-6 alkyl-, and (4-10 

membered heterocycloalkyl)-C1-6 alkyl-, wherein the C1-6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C6-10 aryl, C3-10 

cycloalkyl, 5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, C6-10 aryl-C1-6 alkyl-, C3-10 

cycloalkyl-C1-6 alkyl-, (5-10 membered heteroaryl)-C1-6 alkyl-, and (4-10 membered heterocycloalkyl)-C1-6 

alkyl- of Ra2, Rb2, Rc2, and Rd2, are each optionally substituted with 1, 2, 3, 4, 5, or 6 independently 

selected R2A substituents; 

or, any Rc2 and Rd2, attached to the same N atom, together with the N atom to which they are 

attached, form a 4-10 membered heterocycloalkyl group, wherein the 4-10 membered heterocycloalkyl 

group is optionally substituted with 1, 2, 3, 4, 5, or 6 independently selected R2A substituents; 

each Re2 is independently selected from H, OH, CN, C1-6 alkyl, C1-6 alkoxy, C1-6 haloalkyl, C1-6 

haloalkoxy, C2-6 alkenyl, and C2-6 alkynyl; 

each R2A is independently selected from D, halo, C1-6 alkyl, C1-6 haloalkyl, C2-6 alkenyl, C2-6 

alkynyl, C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, C6-10 

aryl-C1-6 alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, (5-10 membered heteroaryl)-C1-6 alkyl-, (4-10 membered 

heterocycloalkyl)-C1-6 alkyl-, CN, NO2, ORa21, SRa21, NHORa21, C(O)Rb21, C(O)NRc21Rd21, 

C(O)NRc21(ORa21), C(O)ORa21, OC(O)Rb21, OC(O)NRc21Rd21, NRc21Rd21, NRc21NRc21Rd21, NRc21C(O)Rb21, 

NRc21C(O)ORa21, NRc21C(O)NRc21Rd21, C(=NRe21)Rb21, C(=NRe21)NRc21Rd21, NRc21C(=NRe21)NRc21Rd21, 

NRc21C(=NRe21)Rb21, NRc21S(O)NRc21Rd21, NRc21S(O)Rb21, NRc21S(O)2Rb21, NRc21S(O)(=NRe21)Rb21, 

NRc21S(O)2NRc21Rd21, S(O)Rb21, S(O)NRc21Rd21, S(O)2Rb21, S(O)2NRc21Rd21, OS(O)(=NRe21)Rb21, 

OS(O)2Rb21, SF5, P(O)Rf21Rg21, OP(O)(ORh21)(ORi21), P(O)(ORh21)(ORi21), and BRj21Rk21, wherein the C1-6 

alkyl, C2-6 alkenyl, C2-6 alkynyl, C6-10 
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aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, C6-10 aryl-C1-6 alkyl-, 

C3-10 cycloalkyl-C1-6 alkyl-, (5-10 membered heteroaryl)-C1-6 alkyl-, and (4-10 membered 

heterocycloalkyl)-C1-6 alkyl- of R2A are each optionally substituted with 1, 2, 3, 4, 5, or 6 independently 

selected R2B substituents; 

each Ra21, Rb21, Rc21 and Rd21 is independently selected from H, C1-6 alkyl, C1-6 haloalkyl, C2-6 

alkenyl, C2-6 alkynyl, C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered 

heterocycloalkyl, C6-10 aryl-C1-6 alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, (5-10 membered heteroaryl)-C1-6 

alkyl-, and (4-10 membered heterocycloalkyl)-C1-6 alkyl-, wherein the C1-6 alkyl, C2-6 alkenyl, C2-6 

alkynyl, C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, C6-10 

aryl-C1-6 alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, (5-10 membered heteroaryl)-C1-6 alkyl-, and (4-10 membered 

heterocycloalkyl)-C1-6 alkyl- of Ra21, Rb21, Rc21 and Rd21 are each optionally substituted with 1, 2, 3, 4, 5, 

or 6 independently selected R2B substituents; 

or, any Rc21 and Rd21, attached to the same N atom, together with the N atom to which they are 

attached, form a 4-10 membered heterocycloalkyl group, wherein the 4-10 membered heterocycloalkyl 

group is optionally substituted with 1, 2, 3, 4, 5, or 6 independently selected R2B substituents; 

each Re21 is independently selected from H, OH, CN, C1-6 alkyl, C1-6 alkoxy, C1-6 haloalkyl, C1-6 

haloalkoxy, C2-6 alkenyl, and C2-6 alkynyl; 

each Rf21 and Rg21 is independently selected from H, C1-6 alkyl, C1-6 alkoxy, C1-6 haloalkyl, C1-6 

haloalkoxy, C2-6 alkenyl, C2-6 alkynyl, C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 

membered heterocycloalkyl, C6-10 aryl-C1-6 alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, (5-10 membered 

heteroaryl)-C1-6 alkyl-, and (4-10 membered heterocycloalkyl)-C1-6 alkyl-; 

each Rh21 and Ri21 is independently selected from H, C1-6 alkyl, C1-6 haloalkyl, C2-6 alkenyl, C2-6 

alkynyl, C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, C6-10 

aryl-C1-6 alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, (5-10 membered heteroaryl)-C1-6 alkyl-, and (4-10 membered 

heterocycloalkyl)-C1-6 alkyl-; 

each Rj21 and Rk21 is independently selected from OH, C1-6 alkoxy, and C1-6 haloalkoxy; 

or any Rj21 and Rk21 attached to the same B atom, together with the B atom to which they are 

attached, form a 5- or 6-membered heterocycloalkyl group optionally substituted with 1, 2, 3, or 4 

substituents independently selected from C1-6 alkyl and C1-6 haloalkyl; 

each R2B is independently selected from D, halo, C1-6 alkyl, C1-6 haloalkyl, C2-6 alkenyl, C2-6 

alkynyl, C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered 
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heterocycloalkyl, C6-10 aryl-C1-6 alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, (5-10 membered heteroaryl)-C1-6 

alkyl-, (4-10 membered heterocycloalkyl)-C1-6 alkyl-, CN, NO2, ORa22, SRa22, NHORa22, C(O)Rb22, 

C(O)NRc22Rd22, C(O)NRc22(ORa22), C(O)ORa22, OC(O)Rb22, OC(O)NRc22Rd22, NRc22Rd22, NRc22NRc22Rd22, 

NRc22C(O)Rb22, NRc22C(O)ORa22, NRc22C(O)NRc22Rd22, C(=NRe22)Rb22, C(=NRe22)NRc22Rd22, 

NRc22C(=NRe22)NRc22Rd22, NRc22C(=NRe22)Rb22, NRc22S(O)NRc22Rd22, NRc22S(O)Rb22, NRc22S(O)2Rb22, 

NRc22S(O)(=NRe22)Rb22, NRc22S(O)2NRc22Rd22, S(O)Rb22, S(O)NRc22Rd22, S(O)2Rb22, S(O)2NRc22Rd22, 

OS(O)(=NRe22)Rb22, OS(O)2Rb22, SF5, P(O)Rf22Rg22, OP(O)(ORh22)(ORi22), P(O)(ORh22)(ORi22), and 

BRj22Rk22, wherein the C1-6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C6-10 aryl, C3-10 cycloalkyl, 5-10 membered 

heteroaryl, 4-10 membered heterocycloalkyl, C6-10 aryl-C1-6 alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, (5-10 

membered heteroaryl)-C1-6 alkyl-, and (4-10 membered heterocycloalkyl)-C1-6 alkyl- of R2B are each 

optionally substituted with 1, 2, 3, or 4 independently selected R2C substituents; 

each Ra22, Rb22, Rc22 and Rd22 is independently selected from H, C1-6 alkyl, C1-6 haloalkyl, C2-6 

alkenyl, C2-6 alkynyl, C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered 

heterocycloalkyl, C6-10 aryl-C1-6 alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, (5-10 membered heteroaryl)-C1-6 

alkyl-, and (4-10 membered heterocycloalkyl)-C1-6 alkyl-, wherein the C1-6 alkyl, C2-6 alkenyl, C2-6 

alkynyl, C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, C6-10 

aryl-C1-6 alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, (5-10 membered heteroaryl)-C1-6 alkyl-, and (4-10 membered 

heterocycloalkyl)-C1-6 alkyl- of Ra22, Rb22, Rc22 and Rd22 are each optionally substituted with 1, 2, 3, or 4 

independently selected R2C substituents; 

or, any Rc22 and Rd22, attached to the same N atom, together with the N atom to which they are 

attached, form a 4-7 membered heterocycloalkyl group, wherein the 4-7 membered heterocycloalkyl 

group is optionally substituted with 1, 2, 3, or 4 independently selected R2C substituents; 

each Re22 is independently selected from H, OH, CN, C1-6 alkyl, C1-6 alkoxy, C1-6 haloalkyl, C1-6 

haloalkoxy, C2-6 alkenyl, and C2-6 alkynyl; 

each Rf22 and Rg22 is independently selected from H, C1-6 alkyl, C1-6 alkoxy, C1-6 haloalkyl, C1-6 

haloalkoxy, C2-6 alkenyl, C2-6 alkynyl, C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 

membered heterocycloalkyl, C6-10 aryl-C1-6 alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, (5-10 membered 

heteroaryl)-C1-6 alkyl-, and (4-10 membered heterocycloalkyl)-C1-6 alkyl-; 

each Rh22 and Ri22 is independently selected from H, C1-6 alkyl, C1-6 haloalkyl, C2-6 alkenyl, C2-6 

alkynyl, C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered 
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heterocycloalkyl, C6-10 aryl-C1-6 alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, (5-10 membered heteroaryl)-C1-6 

alkyl-, and (4-10 membered heterocycloalkyl)-C1-6 alkyl-; 

each Rj22 and Rk22 is independently selected from OH, C1-6 alkoxy, and C1-6 haloalkoxy; 

or any Rj22 and Rk22 attached to the same B atom, together with the B atom to which they are 

attached, form a 5- or 6-membered heterocycloalkyl group optionally substituted with 1, 2, 3, or 4 

substituents independently selected from C1-6 alkyl and C1-6 haloalkyl; 

each R2C is independently selected from D, halo, C1-6 alkyl, C1-6 haloalkyl, C2-6 alkenyl, C2-6 

alkynyl, C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, C6-10 

aryl-C1-6 alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, (5-10 membered heteroaryl)-C1-6 alkyl-, (4-10 membered 

heterocycloalkyl)-C1-6 alkyl-, CN, NO2, ORa23, SRa23, NHORa23, C(O)Rb23, C(O)NRc23Rd23, 

C(O)NRc23(ORa23), C(O)ORa23, OC(O)Rb23, OC(O)NRc23Rd23, NRc23Rd23, NRc23NRc23Rd23, NRc23C(O)Rb23, 

NRc23C(O)ORa23, NRc23C(O)NRc23Rd23, C(=NRe23)Rb23, C(=NRe23)NRc23Rd23, NRc23C(=NRe23)NRc23Rd23, 

NRc23C(=NRe23)Rb23, NRc23S(O)NRc23Rd23, NRc23S(O)Rb23, NRc23S(O)2Rb23, NRc23S(O)(=NRe23)Rb23, 

NRc23S(O)2NRc23Rd23, S(O)Rb23, S(O)NRc23Rd23, S(O)2Rb23, S(O)2NRc23Rd23, OS(O)(=NRe23)Rb23, 

OS(O)2Rb23, SF5, P(O)Rf23Rg23, OP(O)(ORh23)(ORi23), P(O)(ORh23)(ORi23), and BRj23Rk23, wherein the C1-6 

alkyl, C2-6 alkenyl, C2-6 alkynyl, C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered 

heterocycloalkyl, C6-10 aryl-C1-6 alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, (5-10 membered heteroaryl)-C1-6 

alkyl-, and (4-10 membered heterocycloalkyl)-C1-6 alkyl- of R2C are each optionally substituted with 1, 2, 

3, or 4 independently selected R2D substituents; 

each Ra23, Rb23, Rc23 and Rd23 is independently selected from H, C1-6 alkyl, C1-6 haloalkyl, C2-6 

alkenyl, C2-6 alkynyl, C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered 

heterocycloalkyl, C6-10 aryl-C1-6 alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, (5-10 membered heteroaryl)-C1-6 

alkyl-, and (4-10 membered heterocycloalkyl)-C1-6 alkyl-, wherein the C1-6 alkyl, C2-6 alkenyl, C2-6 

alkynyl, C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, C6-10 

aryl-C1-6 alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, (5-10 membered heteroaryl)-C1-6 alkyl-, and (4-10 membered 

heterocycloalkyl)-C1-6 alkyl- of Ra23, Rb23, Rc23 and Rd23 are each optionally substituted with 1, 2, 3, or 4 

independently selected R2D substituents; 

or, any Rc23 and Rd23, attached to the same N atom, together with the N atom to which they are 

attached, form a 4-7 membered heterocycloalkyl group, wherein the 4-7 membered heterocycloalkyl 

group is optionally substituted with 1, 2, 3, or 4 independently selected R2D substituents; 
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each Re23 is independently selected from H, OH, CN, C1-6 alkyl, C1-6 alkoxy, C1-6 haloalkyl, C1-6 

haloalkoxy, C2-6 alkenyl, and C2-6 alkynyl; 

each Rf23 and Rg23 is independently selected from H, C1-6 alkyl, C1-6 alkoxy, C1-6 haloalkyl, C1-6 

haloalkoxy, C2-6 alkenyl, C2-6 alkynyl, C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 

membered heterocycloalkyl, C6-10 aryl-C1-6 alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, (5-10 membered 

heteroaryl)-C1-6 alkyl-, and (4-10 membered heterocycloalkyl)-C1-6 alkyl-; 

each Rh23 and Ri23 is independently selected from H, C1-6 alkyl, C1-6 haloalkyl, C2-6 alkenyl, C2-6 

alkynyl, C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, C6-10 

aryl-C1-6 alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, (5-10 membered heteroaryl)-C1-6 alkyl-, and (4-10 membered 

heterocycloalkyl)-C1-6 alkyl-; 

each Rj23 and Rk23 is independently selected from OH, C1-6 alkoxy, and C1-6 haloalkoxy; 

or any Rj23 and Rk23 attached to the same B atom, together with the B atom to which they are 

attached, form a 5- or 6-membered heterocycloalkyl group optionally substituted with 1, 2, 3, or 4 

substituents independently selected from C1-6 alkyl and C1-6 haloalkyl; 

each R2D is independently selected from D, halo, C1-6 alkyl, C1-6 haloalkyl, C2-6 alkenyl, C2-6 

alkynyl, phenyl, C3-7 cycloalkyl, 5-6 membered heteroaryl, 4-7 membered heterocycloalkyl, phenyl-C1-6 

alkyl-, C3-7 cycloalkyl-C1-6 alkyl-, (5-6 membered heteroaryl)-C1-6 alkyl-, (4-7 membered 

heterocycloalkyl)-C1-6 alkyl-, CN, NO2, ORa24, SRa24, NHORa24, C(O)Rb24, C(O)NRc24Rd24, 

C(O)NRc24(ORa24), C(O)ORa24, OC(O)Rb24, OC(O)NRc24Rd24, NRc24Rd24, NRc24NRc24Rd24, NRc24C(O)Rb24, 

NRc24C(O)ORa24, NRc24C(O)NRc24Rd24, C(=NRe24)Rb24, C(=NRe24)NRc24Rd24, NRc24C(=NRe24)NRc24Rd24, 

NRc24C(=NRe24)Rb24, NRc24S(O)NRc24Rd24, NRc24S(O)Rb24, NRc24S(O)2Rb24, NRc24S(O)(=NRe24)Rb24, 

NRc24S(O)2NRc24Rd24, S(O)Rb24, S(O)NRc24Rd24, S(O)2Rb24, S(O)2NRc24Rd24, OS(O)(=NRe24)Rb24, 

OS(O)2Rb24, SF5, P(O)Rf24Rg24, OP(O)(ORh24)(ORi24), P(O)(ORh24)(ORi24), and BRj24Rk24, wherein the C1-6 

alkyl, C2-6 alkenyl, C2-6 alkynyl, phenyl, C3-7 cycloalkyl, 5-6 membered heteroaryl, 4-7 membered 

heterocycloalkyl, phenyl-C1-6 alkyl-, C3-7 cycloalkyl-C1-6 alkyl-, (5-6 membered heteroaryl)-C1-6 alkyl-, 

and (4-7 membered heterocycloalkyl)-C1-6 alkyl- of R2D are each optionally substituted with 1, 2, 3, or 4 

independently selected R2E substituents; 

each Ra24, Rb24, Rc24 and Rd24 is independently selected from H, C1-6 alkyl, C1-6 haloalkyl, C2-6 

alkenyl, C2-6 alkynyl, phenyl, C3-7 cycloalkyl, 5-6 membered heteroaryl, 4-7 membered heterocycloalkyl, 

phenyl-C1-6 alkyl-, C3-7 cycloalkyl-C1-6 alkyl-, (5-6 membered heteroaryl)-C1-6 alkyl-, and (4-7 membered 

heterocycloalkyl)-C1-6 alkyl-, wherein the C1-6 
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alkyl, C2-6 alkenyl, C2-6 alkynyl, phenyl, C3-7 cycloalkyl, 5-6 membered heteroaryl, 4-7 membered 

heterocycloalkyl, phenyl-C1-6 alkyl-, C3-7 cycloalkyl-C1-6 alkyl-, (5-6 membered heteroaryl)-C1-6 alkyl-, 

and (4-7 membered heterocycloalkyl)-C1-6 alkyl- of Ra24, Rb24, Rc24 and Rd24 are each optionally 

substituted with 1, 2, 3, or 4 independently selected R2E substituents; 

or, any Rc24 and Rd24, attached to the same N atom, together with the N atom to which they are 

attached, form a 4-7 membered heterocycloalkyl group, wherein the 4-7 membered heterocycloalkyl 

group is optionally substituted with 1, 2, 3, or 4 independently selected R2E substituents; 

each Re24 is independently selected from H, OH, CN, C1-6 alkyl, C1-6 alkoxy, C1-6 haloalkyl, C1-6 

haloalkoxy, C2-6 alkenyl, and C2-6 alkynyl; 

each Rf24 and Rg24 is independently selected from H, C1-6 alkyl, C1-6 alkoxy, C1-6 haloalkyl, C1-6 

haloalkoxy, C2-6 alkenyl, C2-6 alkynyl, phenyl, C3-7 cycloalkyl, 5-6 membered heteroaryl, 4-7 membered 

heterocycloalkyl, phenyl-C1-6 alkyl-, C3-7 cycloalkyl-C1-6 alkyl-, (5-6 membered heteroaryl)-C1-6 alkyl-, 

and (4-7 membered heterocycloalkyl)-C1-6 alkyl-; 

each Rh24 and Ri24 is independently selected from H, C1-6 alkyl, C1-6 haloalkyl, C2-6 alkenyl, C2-6 

alkynyl, phenyl, C3-7 cycloalkyl, 5-6 membered heteroaryl, 4-7 membered heterocycloalkyl, phenyl-C1-6 

alkyl-, C3-7 cycloalkyl-C1-6 alkyl-, (5-6 membered heteroaryl)-C1-6 alkyl-, and (4-7 membered 

heterocycloalkyl)-C1-6 alkyl-; 

each Rj24 and Rk24 is independently selected from OH, C1-6 alkoxy, and C1-6 haloalkoxy; 

or any Rj24 and Rk24 attached to the same B atom, together with the B atom to which they are 

attached, form a 5- or 6-membered heterocycloalkyl group optionally substituted with 1, 2, 3, or 4 

substituents independently selected from C1-6 alkyl and C1-6 haloalkyl; 

each R2E is independently selected from OH, NO2, CN, halo, C1-3 alkyl, C2-3 alkenyl, C2-3 alkynyl, 

C1-3 haloalkyl, cyano-C1-3 alkyl, HO-C1-3 alkyl, C1-3 alkoxy-C1-3 alkyl, C3-5 cycloalkyl, C1-3 alkoxy, C1-3 

haloalkoxy, amino, C1-3 alkylamino, di(C1-3 alkyl)amino, thio, C1-3 alkylthio, C1-3 alkylsulfinyl, C1-3 

alkylsulfonyl, carbamyl, C1-3 alkylcarbamyl, di(C1-3 alkyl)carbamyl, carboxy, C1-3 alkylcarbonyl, C1-4 

alkoxycarbonyl, C1-3 alkylcarbonylamino, C1-3 alkoxycarbonylamino, C1-3 alkylcarbonyloxy, 

aminocarbonyloxy, C1-3 alkylaminocarbonyloxy, di(C1-3 alkyl)aminocarbonyloxy, C1-3 

alkylsulfonylamino, aminosulfonyl, C1-3 alkylaminosulfonyl, di(C1-3 alkyl)aminosulfonyl, 

aminosulfonylamino, C1-3 alkylaminosulfonylamino, di(C1-3 alkyl)aminosulfonylamino, 

aminocarbonylamino, C1-3 alkylaminocarbonylamino, and di(C1-3 alkyl)aminocarbonylamino; 

R3 is selected from H, D, halo, OH, CN, NO2, C1-6 alkyl, C1-6 haloalkyl, C2-6 alkenyl, C2-6 alkynyl, 

C1-6 alkoxy, C1-6 haloalkoxy, cyano-C1-3 alkyl, HO-C1-3 alkyl, C1-3 alkoxy-C1-3 
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alkyl, C3-5 cycloalkyl, amino, C1-3 alkylamino, di(C1-3 alkyl)amino, thio, C1-3 alkylthio, C1-3 alkylsulfinyl, 

C1-3 alkylsulfonyl, carbamyl, C1-3 alkylcarbamyl, di(C1-3 alkyl)carbamyl, carboxy, C1-3 alkylcarbonyl, C1-4 

alkoxycarbonyl, C1-3 alkylcarbonylamino, C1-3 alkoxycarbonylamino, C1-3 alkylcarbonyloxy, 

aminocarbonyloxy, C1-3 alkylaminocarbonyloxy, di(C1-3 alkyl)aminocarbonyloxy, C1-3 

alkylsulfonylamino, aminosulfonyl, C1-3 alkylaminosulfonyl, di(C1-3 alkyl)aminosulfonyl, 

aminosulfonylamino, C1-3 alkylaminosulfonylamino, di(C1-3 alkyl)aminosulfonylamino, 

aminocarbonylamino, C1-3 alkylaminocarbonylamino, and di(C1-3 alkyl)aminocarbonylamino; 

R4 is selected from H, D, halo, OH, CN, NO2, C1-6 alkyl, C1-6 haloalkyl, C2-6 alkenyl, C2-6 alkynyl, 

C1-6 alkoxy, C1-6 haloalkoxy, cyano-C1-3 alkyl, HO-C1-3 alkyl, C1-3 alkoxy-C1-3 alkyl, C3-5 cycloalkyl, 

amino, C1-3 alkylamino, di(C1-3 alkyl)amino, thio, C1-3 alkylthio, C1-3 alkylsulfinyl, C1-3 alkylsulfonyl, 

carbamyl, C1-3 alkylcarbamyl, di(C1-3 alkyl)carbamyl, carboxy, C1-3 alkylcarbonyl, C1-4 alkoxycarbonyl, 

C1-3 alkylcarbonylamino, C1-3 alkoxycarbonylamino, C1-3 alkylcarbonyloxy, aminocarbonyloxy, C1-3 

alkylaminocarbonyloxy, di(C1-3 alkyl)aminocarbonyloxy, C1-3 alkylsulfonylamino, aminosulfonyl, C1-3 

alkylaminosulfonyl, di(C1-3 alkyl)aminosulfonyl, aminosulfonylamino, C1-3 alkylaminosulfonylamino, 

di(C1-3 alkyl)aminosulfonylamino, aminocarbonylamino, C1-3 alkylaminocarbonylamino, and di(C1-3 

alkyl)aminocarbonylamino; 

each R5 is independently selected from D, halo, C1-6 alkyl, C1-6 haloalkyl, C2-6 alkenyl, C2-6 

alkynyl, C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, C6-10 

aryl-C1-6 alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, (5-10 membered heteroaryl)-C1-6 alkyl-, (4-10 membered 

heterocycloalkyl)-C1-6 alkyl-, CN, NO2, ORa5, SRa5, NHORa5, C(O)Rb5, C(O)NRc5Rd5, C(O)NRc5(ORa5), 

C(O)ORa5, OC(O)Rb5, OC(O)NRc5Rd5, NRc5Rd5, NRc5NRc5Rd5, NRc5C(O)Rb5, NRc5C(O)ORa5, 

NRc5C(O)NRc5Rd5, C(=NRe5)Rb5, C(=NRe5)NRc5Rd5, NRc5C(=NRe5)NRc5Rd5, NRc5C(=NRe5)Rb5, 

NRc5S(O)NRc5Rd5, NRc5S(O)Rb5, NRc5S(O)2Rb5, NRc5S(O)(=NRe5)Rb5, NRc5S(O)2NRc5Rd5, S(O)Rb5, 

S(O)NRc5Rd5, S(O)2Rb5, S(O)2NRc5Rd5, OS(O)(=NRe5)Rb5, OS(O)2Rb5, SF5, P(O)Rf5Rg5, 

OP(O)(ORh5)(ORi5), P(O)(ORh5)(ORi5), and BRj5Rk5, wherein the C1-6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C6-

10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, C6-10 aryl-C1-6 

alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, (5-10 membered heteroaryl)-C1-6 alkyl-, and (4-10 membered 

heterocycloalkyl)-C1-6 alkyl- of R5 are each optionally substituted with 1, 2, 3, 4, 5, or 6 independently 

selected R5A substituents; 

each Ra5, Rb5, Rc5 and Rd5 is independently selected from H, C1-6 alkyl, C1-6 haloalkyl, C2-6 alkenyl, 

C2-6 alkynyl, C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, C6-

10 aryl-C1-6 alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, (5-10 
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membered heteroaryl)-C1-6 alkyl-, and (4-10 membered heterocycloalkyl)-C1-6 alkyl-, wherein the C1-6 

alkyl, C2-6 alkenyl, C2-6 alkynyl, C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered 

heterocycloalkyl, C6-10 aryl-C1-6 alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, (5-10 membered heteroaryl)-C1-6 

alkyl-, and (4-10 membered heterocycloalkyl)-C1-6 alkyl- of Ra5, Rb5, Rc5 and Rd5 are each optionally 

substituted with 1, 2, 3, 4, 5, or 6 independently selected R5A substituents; 

or, any Rc5 and Rd5, attached to the same N atom, together with the N atom to which they are 

attached, form a 4-10 membered heterocycloalkyl group, wherein the 4-10 membered heterocycloalkyl 

group is optionally substituted with 1, 2, 3, 4, 5, or 6 independently selected R5A substituents; 

each Re5 is independently selected from H, OH, CN, C1-6 alkyl, C1-6 alkoxy, C1-6 haloalkyl, C1-6 

haloalkoxy, C2-6 alkenyl, and C2-6 alkynyl; 

each Rf5 and Rg5 is independently selected from H, C1-6 alkyl, C1-6 alkoxy, C1-6 haloalkyl, C1-6 

haloalkoxy, C2-6 alkenyl, C2-6 alkynyl, C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 

membered heterocycloalkyl, C6-10 aryl-C1-6 alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, (5-10 membered 

heteroaryl)-C1-6 alkyl-, and (4-10 membered heterocycloalkyl)-C1-6 alkyl-; 

each Rh5 and Ri5 is independently selected from H, C1-6 alkyl, C1-6 haloalkyl, C2-6 alkenyl, C2-6 

alkynyl, C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, C6-10 

aryl-C1-6 alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, (5-10 membered heteroaryl)-C1-6 alkyl-, and (4-10 membered 

heterocycloalkyl)-C1-6 alkyl-; 

each Rj5 and Rk5 is independently selected from OH, C1-6 alkoxy, and C1-6 haloalkoxy; 

or any Rj5 and Rk5 attached to the same B atom, together with the B atom to which they are 

attached, form a 5- or 6-membered heterocycloalkyl group optionally substituted with 1, 2, 3, or 4 

substituents independently selected from C1-6 alkyl and C1-6 haloalkyl; 

each R5A is independently selected from OH, NO2, CN, halo, C1-6 alkyl, C2-6 alkenyl, C2-6 alkynyl, 

C1-6 haloalkyl, cyano-C1-6 alkyl, HO-C1-6 alkyl, C1-6 alkoxy-C1-6 alkyl, C3-6 cycloalkyl, C1-6 alkoxy, C1-6 

haloalkoxy, amino, C1-6 alkylamino, di(C1-6 alkyl)amino, thio, C1-6 alkylthio, C1-6 alkylsulfinyl, C1-6 

alkylsulfonyl, carbamyl, C1-6 alkylcarbamyl, di(C1-6 alkyl)carbamyl, carboxy, C1-6 alkylcarbonyl, C1-6 

alkoxycarbonyl, C1-6 alkylcarbonylamino, C1-6 alkoxycarbonylamino, C1-6 alkylcarbonyloxy, 

aminocarbonyloxy, C1-6 alkylaminocarbonyloxy, di(C1-6 alkyl)aminocarbonyloxy, C1-6 

alkylsulfonylamino, aminosulfonyl, C1-6 alkylaminosulfonyl, di(C1-6 alkyl)aminosulfonyl, 

aminosulfonylamino, C1-6 alkylaminosulfonylamino, di(C1-6 alkyl)aminosulfonylamino, 

aminocarbonylamino, C1-6 alkylaminocarbonylamino, and di(C1-6 alkyl)aminocarbonylamino; 
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each R6 is independently selected from D, halo, C1-6 alkyl, C1-6 haloalkyl, C2-6 alkenyl, C2-6 

alkynyl, C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, C6-10 

aryl-C1-6 alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, (5-10 membered heteroaryl)-C1-6 alkyl-, (4-10 membered 

heterocycloalkyl)-C1-6 alkyl-, CN, NO2, ORa6, SRa6, NHORa6, C(O)Rb6, C(O)NRc6Rd6, C(O)NRc6(ORa6), 

C(O)ORa6, OC(O)Rb6, OC(O)NRc6Rd6, NRc6Rd6, NRc6NRc6Rd6, NRc6C(O)Rb6, NRc6C(O)ORa6, 

NRc6C(O)NRc6Rd6, C(=NRe6)Rb6, C(=NRe6)NRc6Rd6, NRc6C(=NRe6)NRc6Rd6, NRc6C(=NRe6)Rb6, 

NRc6S(O)NRc6Rd6, NRc6S(O)Rb6, NRc6S(O)2Rb6, NRc6S(O)(=NRe6)Rb6, NRc6S(O)2NRc6Rd6, S(O)Rb6, 

S(O)NRc6Rd6, S(O)2Rb6, S(O)2NRc6Rd6, OS(O)(=NRe6)Rb6, OS(O)2Rb6, SF6, P(O)Rf6Rg6, 

OP(O)(ORh6)(ORi6), P(O)(ORh6)(ORi6), and BRj6Rk6, wherein the C1-6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C6-

10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, C6-10 aryl-C1-6 

alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, (5-10 membered heteroaryl)-C1-6 alkyl-, and (4-10 membered 

heterocycloalkyl)-C1-6 alkyl- of R6 are each optionally substituted with 1, 2, 3, 4, 5, or 6 independently 

selected R6A substituents,  

or, two R6 groups together form an oxo group; 

each Ra6, Rb6, Rc6 and Rd6 is independently selected from H, C1-6 alkyl, C1-6 haloalkyl, C2-6 alkenyl, 

C2-6 alkynyl, C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, C6-

10 aryl-C1-6 alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, (5-10 membered heteroaryl)-C1-6 alkyl-, and (4-10 

membered heterocycloalkyl)-C1-6 alkyl-, wherein the C1-6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C6-10 aryl, C3-10 

cycloalkyl, 5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, C6-10 aryl-C1-6 alkyl-, C3-10 

cycloalkyl-C1-6 alkyl-, (5-10 membered heteroaryl)-C1-6 alkyl-, and (4-10 membered heterocycloalkyl)-C1-

6 alkyl- of Ra6, Rb6, Rc6 and Rd6 are each optionally substituted with 1, 2, 3, 4, 5, or 6 independently 

selected R6A substituents; 

or, any Rc6 and Rd6, attached to the same N atom, together with the N atom to which they are 

attached, form a 4-10 membered heterocycloalkyl group, wherein the 4-10 membered heterocycloalkyl 

group is optionally substituted with 1, 2, 3, 4, 5, or 6 independently selected R6A substituents; 

each Re6 is independently selected from H, OH, CN, C1-6 alkyl, C1-6 alkoxy, C1-6 haloalkyl, C1-6 

haloalkoxy, C2-6 alkenyl, and C2-6 alkynyl; 

each Rf6 and Rg6 is independently selected from H, C1-6 alkyl, C1-6 alkoxy, C1-6 haloalkyl, C1-6 

haloalkoxy, C2-6 alkenyl, C2-6 alkynyl, C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 

membered heterocycloalkyl, C6-10 aryl-C1-6 alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, (5-10 membered 

heteroaryl)-C1-6 alkyl-, and (4-10 membered heterocycloalkyl)-C1-6 alkyl-; 
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each Rh6 and Ri6 is independently selected from H, C1-6 alkyl, C1-6 haloalkyl, C2-6 alkenyl, C2-6 

alkynyl, C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, C6-10 

aryl-C1-6 alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, (5-10 membered heteroaryl)-C1-6 alkyl-, and (4-10 membered 

heterocycloalkyl)-C1-6 alkyl-; 

each Rj6 and Rk6 is independently selected from OH, C1-6 alkoxy, and C1-6 haloalkoxy; 

or any Rj6 and Rk6 attached to the same B atom, together with the B atom to which they are 

attached, form a 5- or 6-membered heterocycloalkyl group optionally substituted with 1, 2, 3, or 4 

substituents independently selected from C1-6 alkyl and C1-6 haloalkyl; and 

each R6A is independently selected from OH, NO2, CN, halo, C1-6 alkyl, C2-6 alkenyl, C2-6 alkynyl, 

C1-6 haloalkyl, cyano-C1-6 alkyl, HO-C1-6 alkyl, C1-6 alkoxy-C1-6 alkyl, C3-6 cycloalkyl, C1-6 alkoxy, C1-6 

haloalkoxy, amino, C1-6 alkylamino, di(C1-6 alkyl)amino, thio, C1-6 alkylthio, C1-6 alkylsulfinyl, C1-6 

alkylsulfonyl, carbamyl, C1-6 alkylcarbamyl, di(C1-6 alkyl)carbamyl, carboxy, C1-6 alkylcarbonyl, C1-6 

alkoxycarbonyl, C1-6 alkylcarbonylamino, C1-6 alkoxycarbonylamino, C1-6 alkylcarbonyloxy, 

aminocarbonyloxy, C1-6 alkylaminocarbonyloxy, di(C1-6 alkyl)aminocarbonyloxy, C1-6 

alkylsulfonylamino, aminosulfonyl, C1-6 alkylaminosulfonyl, di(C1-6 alkyl)aminosulfonyl, 

aminosulfonylamino, C1-6 alkylaminosulfonylamino, di(C1-6 alkyl)aminosulfonylamino, 

aminocarbonylamino, C1-6 alkylaminocarbonylamino, and di(C1-6 alkyl)aminocarbonylamino. 

 

2. The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein X3 is N and X4 

is N. 

 

3. The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein X3 is CR3 and 

X4 is N. 

 

4. The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein X3 is N and X4 

is CR4.  

 

5. The compound of any one of claims 1 or claim 3, or a pharmaceutically acceptable salt thereof, 

wherein R3 is selected from H and C1-6 alkyl. 

 

6. The compound of any one of claims 1 or claim 4, or a pharmaceutically acceptable salt thereof, 

wherein R4 is selected from H and C1-6 alkyl.
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7. The compound of any one of claims 1-6, or a pharmaceutically acceptable salt thereof, wherein 

Cy1 is C6-10 aryl or 5-10 membered heteroaryl, wherein the C6-10 aryl and 5-10 membered heteroaryl are 

each optionally substituted with 1, 2, 3, or 4 independently selected R5 substituents.  

 

8. The compound of any one of claims 1-6, or a pharmaceutically acceptable salt thereof, wherein 

Cy1 is phenyl optionally substituted with 1, 2, 3, or 4 independently selected R5 substituents; and 

each R5 is independently selected from D, halo, C1-6 alkyl, C1-6 haloalkyl, C2-6 alkenyl, C2-6 

alkynyl, C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, C6-10 

aryl-C1-6 alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, (5-10 membered heteroaryl)-C1-6 alkyl-, (4-10 membered 

heterocycloalkyl)-C1-6 alkyl-, CN, NO2, ORa5, SRa5, NHORa5, C(O)Rb5, C(O)NRc5Rd5, C(O)NRc5(ORa5), 

C(O)ORa5, OC(O)Rb5, OC(O)NRc5Rd5, NRc5Rd5, NRc5NRc5Rd5, NRc5C(O)Rb5, NRc5C(O)ORa5, 

NRc5C(O)NRc5Rd5, C(=NRe5)Rb5, C(=NRe5)NRc5Rd5, NRc5C(=NRe5)NRc5Rd5, NRc5C(=NRe5)Rb5, 

NRc5S(O)NRc5Rd5, NRc5S(O)Rb5, NRc5S(O)2Rb5, NRc5S(O)(=NRe5)Rb5, NRc5S(O)2NRc5Rd5, S(O)Rb5, 

S(O)NRc5Rd5, S(O)2Rb5, S(O)2NRc5Rd5, OS(O)(=NRe5)Rb5, and OS(O)2Rb5, wherein the C1-6 alkyl, C2-6 

alkenyl, C2-6 alkynyl, C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered 

heterocycloalkyl, C6-10 aryl-C1-6 alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, (5-10 membered heteroaryl)-C1-6 

alkyl-, and (4-10 membered heterocycloalkyl)-C1-6 alkyl- of R5 are each optionally substituted with 1, 2, 

3, or 4 independently selected R5A substituents. 

 

9. The compound of any one of claims 1-6, or a pharmaceutically acceptable salt thereof, wherein 

Cy1 is phenyl optionally substituted with 1 or 2 independently selected R5 substituents; and 

each R5 is independently selected from halo, C1-6 alkyl, C1-6 haloalkyl, CN, and NO2. 

 

10. The compound of any one of claims 1-6, or a pharmaceutically acceptable salt thereof, wherein 

Cy1 is cyanophenyl optionally substituted with fluoro.  

  

11. The compound of any one of claims 1-10, or a pharmaceutically acceptable salt thereof, wherein 

Cy2 is 5-10 membered heteroaryl or 4-10 membered heterocycloalkyl, wherein the 5-10 membered 

heteroaryl and 4-10 membered heterocycloalkyl are each optionally substituted with 1, 2, 3, or 4 

independently selected R6 substituents. 
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12. The compound of any one of claims 1-10, or a pharmaceutically acceptable salt thereof, wherein 

Cy2 is 5-10 membered heteroaryl or 4-10 membered heterocycloalkyl, wherein the 5-10 membered 

heteroaryl and 4-10 membered heterocycloalkyl are each optionally substituted with 1, 2, 3, or 4 

independently selected R6 substituents; and  

each R6 is independently selected from D, halo, C1-6 alkyl, C1-6 haloalkyl, C2-6 alkenyl, C2-6 

alkynyl, C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, C6-10 

aryl-C1-6 alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, (5-10 membered heteroaryl)-C1-6 alkyl-, (4-10 membered 

heterocycloalkyl)-C1-6 alkyl-, CN, NO2, ORa6, SRa6, NHORa6, C(O)Rb6, C(O)NRc6Rd6, C(O)NRc6(ORa6), 

C(O)ORa6, OC(O)Rb6, OC(O)NRc6Rd6, NRc6Rd6, NRc6NRc6Rd6, NRc6C(O)Rb6, NRc6C(O)ORa6, 

NRc6C(O)NRc6Rd6, C(=NRe6)Rb6, C(=NRe6)NRc6Rd6, NRc6C(=NRe6)NRc6Rd6, NRc6C(=NRe6)Rb6, 

NRc6S(O)NRc6Rd6, NRc6S(O)Rb6, NRc6S(O)2Rb6, NRc6S(O)(=NRe6)Rb6, NRc6S(O)2NRc6Rd6, S(O)Rb6, 

S(O)NRc6Rd6, S(O)2Rb6, S(O)2NRc6Rd6, OS(O)(=NRe6)Rb6, and OS(O)2Rb6, wherein the C1-6 alkyl, C2-6 

alkenyl, C2-6 alkynyl, C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered 

heterocycloalkyl, C6-10 aryl-C1-6 alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, (5-10 membered heteroaryl)-C1-6 

alkyl-, and (4-10 membered heterocycloalkyl)-C1-6 alkyl- of R6 are each optionally substituted with 1, 2, 

3, or 4 independently selected R6A substituents, 

or, two R6 groups together form an oxo group. 

  

13. The compound of any one of claims 1-10, or a pharmaceutically acceptable salt thereof, wherein 

Cy2 is 5-10 membered heteroaryl or 4-10 membered heterocycloalkyl, wherein the 5-10 membered 

heteroaryl and 4-10 membered heterocycloalkyl are each optionally substituted with 1, 2, or 3 

independently selected R6 substituents; and  

each R6 is independently selected from halo, C1-6 alkyl, and C1-6 haloalkyl, wherein the C1-6 alkyl 

is optionally substituted with OH 

or, two R6 groups together form an oxo group.  

 

14. The compound of any one of claims 1-10, or a pharmaceutically acceptable salt thereof, wherein 

Cy2 is selected from pyrimidin-4-yl, 1-ethyl-1H-pyrazol-5-yl, pyridin-4-yl, 1-isopropyl-1H-pyrazol-5-yl, 

1-methyl-1H-pyrazol-5-yl, 1-methyl-6-oxo-1,6-dihydropyridin-3-yl, 3-methylpyridin-4-yl, 4-

(hydroxymethyl)-2-methyloxazol-5-yl, 4-methyloxazol-5-yl, oxazol-5-yl, quinolin-6-yl, and quinoxalin-

6-yl. 
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15. The compound of any one of claims 1-14, or a pharmaceutically acceptable salt thereof, wherein 

R1 is selected from H, C1-6 alkyl, C2-6 alkenyl, C2-6 alkynyl, and C1-6 haloalkyl. 

 

16. The compound of any one of claims 1-14, or a pharmaceutically acceptable salt thereof, wherein 

R1 is H. 

 

17. The compound of any one of claims 1-16, or a pharmaceutically acceptable salt thereof, wherein 

R2 is selected from H, C1-6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-6 haloalkyl, C6-10 aryl, C3-10 cycloalkyl, 5-10 

membered heteroaryl, 4-10 membered heterocycloalkyl, C6-10 aryl-C1-6 alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, 

(5-10 membered heteroaryl)-C1-6 alkyl-, and (4-10 membered heterocycloalkyl)-C1-6 alkyl-, wherein the 

C1-6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 

membered heterocycloalkyl, C6-10 aryl-C1-6 alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, (5-10 membered 

heteroaryl)-C1-6 alkyl-, and (4-10 membered heterocycloalkyl)-C1-6 alkyl- are each optionally substituted 

with 1, 2, 3, or 4 independently selected R2A substituents. 

 

18. The compound of any one of claims 1-16, or a pharmaceutically acceptable salt thereof, wherein 

R2 is selected from C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered 

heterocycloalkyl, C6-10 aryl-C1-6 alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, (5-10 membered heteroaryl)-C1-6 alkyl-

, and (4-10 membered heterocycloalkyl)-C1-6 alkyl-, wherein the C6-10 aryl, C3-10 cycloalkyl, 5-10 

membered heteroaryl, 4-10 membered heterocycloalkyl, C6-10 aryl-C1-6 alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, 

(5-10 membered heteroaryl)-C1-6 alkyl-, and (4-10 membered heterocycloalkyl)-C1-6 alkyl- are each 

optionally substituted with 1, 2, 3, or 4 independently selected R2A substituents; and 

each R2A is independently selected from D, halo, C1-6 alkyl, C1-6 haloalkyl, C2-6 alkenyl, C2-6 

alkynyl, C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, C6-10 

aryl-C1-6 alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, (5-10 membered heteroaryl)-C1-6 alkyl-, (4-10 membered 

heterocycloalkyl)-C1-6 alkyl-, CN, NO2, ORa21, SRa21, NHORa21, C(O)Rb21, C(O)NRc21Rd21, 

C(O)NRc21(ORa21), C(O)ORa21, OC(O)Rb21, OC(O)NRc21Rd21, NRc21Rd21, S(O)Rb21, S(O)NRc21Rd21, and 

S(O)2Rb21. 

 

19. The compound of any one of claims 1-16, or a pharmaceutically acceptable salt thereof, wherein 

R2 is phenyl-C1-3 alkyl- or (5-10 membered heteroaryl)-C1-3 alkyl-, wherein 
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the phenyl-C1-3 alkyl- and (5-10 membered heteroaryl)-C1-3 alkyl- are each optionally substituted with 1, 

2, 3, or 4 independently selected R2A substituents; and  

each R2A is independently selected from from halo, C1-6 alkyl, and C1-6 haloalkyl. 

 

20. The compound of any one of claims 1-16, or a pharmaceutically acceptable salt thereof, wherein 

R2 is selected from pyridin-2-ylmethyl, (1-methyl-1H-pyrazol-3-yl)methyl, (3-fluoropyridin-2-yl)methyl, 

(6-methylpyridin-2-yl)methyl, 1-(pyridin-2-yl)ethyl, 2-(pyridin-2-yl)ethyl, and 2-fluorobenzyl.  

 

21. The compound of claim 1, which is a compound of Formula (II): 

N
N

N

N
Cy1

Cy2

NH

R2

R1  (II), 

or a pharmaceutically acceptable salt thereof. 

 

22. The compound of claim 1, which is a compound of Formula (IIa): 

N
N

N

N
Cy1

Cy2

NH2

R2

 (IIa), 

or a pharmaceutically acceptable salt thereof.
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23. The compound of claim 1, which is a compound of Formula (IIb): 

N
N

N

N

Cy2

NH2

R2
NC

 (IIb), 

or a pharmaceutically acceptable salt thereof. 

 

24. The compound of claim 1, which is a compound of Formula (III): 

N
N

N

Cy1

Cy2

NH

R2

R1

R3

 (III), 

or a pharmaceutically acceptable salt thereof. 

 

25. The compound of claim 1, which is a compound of Formula (IIIa): 

N
N

N

Cy1

Cy2

NH2

R2

R3

 (IIIa), 

or a pharmaceutically acceptable salt thereof.
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26. The compound of claim 1, which is a compound of Formula (IIIb): 

N
N

N

Cy2

NH2

R2
NC

R3

 (IIIb), 

or a pharmaceutically acceptable salt thereof. 

 

27. The compound of claim 1, which is a compound of Formula (IV): 

N

N

N
Cy1

Cy2

NH

R2

R1

R4

 (IV), 

or a pharmaceutically acceptable salt thereof. 

 

28. The compound of claim 1, which is a compound of Formula (IVa): 

N

N

N
Cy1

Cy2

NH2

R2

R4

 (IVa), 

or a pharmaceutically acceptable salt thereof.
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29. The compound of claim 1, which is a compound of Formula (IVb): 

N

N

N

Cy2

NH2

R2
NC

R4

 (IVb), 

or a pharmaceutically acceptable salt thereof. 

 

30. The compound of claim 1, which is a compound of Formula (V): 

(V), 

 or a pharmaceutically acceptable salt thereof, 

wherein n is 0, 1, or 2. 

   

31. The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein 

X3 is N or CR3;  

X4 is N or CR4;  

wherein at least one of X3 and X4 is N; 

Cy1 is C6-10 aryl optionally substituted with 1, 2, 3, or 4 independently selected R5 substituents; 

Cy2 is selected from 5-10 membered heteroaryl and 4-10 membered heterocycloalkyl, wherein 

the 5-10 membered heteroaryl and 4-10 membered heterocycloalkyl of Cy2 are each optionally substituted 

with 1, 2, 3, or 4 independently selected R6 substituents; 

R1 is selected from H and C1-6 alkyl; 

R2 is selected from C6-10 aryl-C1-6 alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, (5-10 membered heteroaryl)-

C1-6 alkyl-, and (4-10  membered heterocycloalkyl)-C1-6 alkyl-, wherein the C6-10 aryl-C1-6 alkyl-, C3-10 

cycloalkyl-C1-6 alkyl-, (5-10 membered heteroaryl)-C1-6 alkyl-, and (4-10 
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membered heterocycloalkyl)-C1-6 alkyl- of R2 are each optionally substituted with 1, 2, 3, or 4 

independently selected R2A substituents; 

each R2A is independently selected from D, halo, C1-6 alkyl, C1-6 haloalkyl, C2-6 alkenyl, C2-6 

alkynyl, C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, C6-10 

aryl-C1-6 alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, (5-10 membered heteroaryl)-C1-6 alkyl-, (4-10 membered 

heterocycloalkyl)-C1-6 alkyl-, CN, and ORa21, wherein the C1-6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C6-10 aryl, 

C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, C6-10 aryl-C1-6 alkyl-, C3-10 

cycloalkyl-C1-6 alkyl-, (5-10 membered heteroaryl)-C1-6 alkyl-, and (4-10 membered heterocycloalkyl)-C1-

6 alkyl- of R2A are each optionally substituted with 1, 2, 3, or 4 independently selected R2B substituents; 

Ra21 is independently selected from H, C1-6 alkyl, C1-6 haloalkyl, C2-6 alkenyl, C2-6 alkynyl, C6-10 

aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, and 4-10 membered heterocycloalkyl; 

each R2B is independently selected from D, halo, C1-6 alkyl, C1-6 haloalkyl, C2-6 alkenyl, C2-6 

alkynyl, C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, C6-10 

aryl-C1-6 alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, (5-10 membered heteroaryl)-C1-6 alkyl-, (4-10 membered 

heterocycloalkyl)-C1-6 alkyl-, CN, and ORa22, wherein the C1-6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C6-10 aryl, 

C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, C6-10 aryl-C1-6 alkyl-, C3-10 

cycloalkyl-C1-6 alkyl-, (5-10 membered heteroaryl)-C1-6 alkyl-, and (4-10 membered heterocycloalkyl)-C1-

6 alkyl- of R2B are each optionally substituted with 1, 2, 3, or 4 independently selected R2C substituents; 

Ra22 is independently selected from H, C1-6 alkyl, C1-6 haloalkyl, C2-6 alkenyl, C2-6 alkynyl, C6-10 

aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, and 4-10 membered heterocycloalkyl; 

each R2C is independently selected from D, halo, C1-6 alkyl, C1-6 haloalkyl, C2-6 alkenyl, C2-6 

alkynyl, C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, C6-10 

aryl-C1-6 alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, (5-10 membered heteroaryl)-C1-6 alkyl-, (4-10 membered 

heterocycloalkyl)-C1-6 alkyl-, and ORa23 

Ra23 is independently selected from H, C1-6 alkyl, C1-6 haloalkyl, C2-6 alkenyl, C2-6 alkynyl, C6-10 

aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, and 4-10 membered heterocycloalkyl. 

R3 is selected from H and C1-6 alkyl; 

R4 is selected from H and C1-6 alkyl;
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each R5 is independently selected from D, halo, C1-6 alkyl, C1-6 haloalkyl, C2-6 alkenyl, C2-6 

alkynyl, C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, C6-10 

aryl-C1-6 alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, (5-10 membered heteroaryl)-C1-6 alkyl-, (4-10 membered 

heterocycloalkyl)-C1-6 alkyl-, CN, NO2, ORa5, and NRc5Rd5; 

each Ra5, Rc5 and Rd5 is independently selected from H, C1-6 alkyl, C1-6 haloalkyl, C2-6 alkenyl, C2-6 

alkynyl, C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, C6-10 

aryl-C1-6 alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, (5-10 membered heteroaryl)-C1-6 alkyl-, and (4-10 membered 

heterocycloalkyl)-C1-6 alkyl-; 

or, any Rc5 and Rd5, attached to the same N atom, together with the N atom to which they are 

attached, form a 4-10 membered heterocycloalkyl group; 

each R6 is independently selected from D, halo, C1-6 alkyl, C1-6 haloalkyl, C2-6 alkenyl, C2-6 

alkynyl, C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, C6-10 

aryl-C1-6 alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, (5-10 membered heteroaryl)-C1-6 alkyl-, (4-10 membered 

heterocycloalkyl)-C1-6 alkyl-, CN, NO2, ORa6, and NRc6Rd6, wherein the C1-6 alkyl, C2-6 alkenyl, C2-6 

alkynyl, C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, C6-10 

aryl-C1-6 alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, (5-10 membered heteroaryl)-C1-6 alkyl-, and (4-10 membered 

heterocycloalkyl)-C1-6 alkyl- of R6 are each optionally substituted with 1, 2, 3, or 4 independently selected 

R6A substituents,  

or, two R6 groups together form an oxo group; 

each Ra6, Rc6 and Rd6 is independently selected from H, C1-6 alkyl, C1-6 haloalkyl, C2-6 alkenyl, C2-6 

alkynyl, C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, C6-10 

aryl-C1-6 alkyl-, C3-10 cycloalkyl-C1-6 alkyl-, (5-10 membered heteroaryl)-C1-6 alkyl-, and (4-10 membered 

heterocycloalkyl)-C1-6 alkyl-; 

or, any Rc6 and Rd6, attached to the same N atom, together with the N atom to which they are 

attached, form a 4-10 membered heterocycloalkyl group; and 

each R6A is independently selected from OH, NO2, CN, halo, C1-6 alkyl, C2-6 alkenyl, C2-6 alkynyl, 

C1-6 haloalkyl, cyano-C1-6 alkyl, HO-C1-6 alkyl, C1-6 alkoxy-C1-6 alkyl, C3-6 cycloalkyl, C1-6 alkoxy, C1-6 

haloalkoxy, amino, and C1-6 alkylamino. 

 

32. The compound of claim 1, selected from:  

 3-(4-amino-2-(pyridin-2-ylmethyl)-7-(pyrimidin-4-yl)-2H-pyrazolo[4,3-c]pyridin-6-

yl)benzonitrile; 

 



134 

3-(4-amino-7-(1-ethyl-1H-pyrazol-5-yl)-2-(pyridin-2-ylmethyl)-2H-pyrazolo[4,3-c]pyridin-6-

yl)benzonitrile; 

 3-(4-amino-2-((3-fluoropyridin-2-yl)methyl)-7-(pyrimidin-4-yl)-2H-pyrazolo[4,3-c]pyridin-6-

yl)benzonitrile; 

 3-(4-amino-2-((1-methyl-1H-pyrazol-3-yl)methyl)-7-(pyrimidin-4-yl)-2H-pyrazolo[4,3-c]pyridin-

6-yl)benzonitrile; 

 3-(4-amino-2-((6-methylpyridin-2-yl)methyl)-7-(pyrimidin-4-yl)-2H-pyrazolo[4,3-c]pyridin-6-

yl)benzonitrile; 

 3-(4-amino-2-(pyridin-2-ylmethyl)-7-(pyridin-4-yl)-2H-pyrazolo[4,3-c]pyridin-6-yl)benzonitrile; 

 3-(4-amino-2-(2-fluorobenzyl)-7-(pyrimidin-4-yl)-2H-pyrazolo[4,3-c]pyridin-6-yl)benzonitrile; 

 3-(7-amino-2-(pyridin-2-ylmethyl)-4-(pyrimidin-4-yl)-2H-pyrazolo[3,4-c]pyridin-5-

yl)benzonitrile; 

 3-(7-amino-4-(1-ethyl-1H-pyrazol-5-yl)-2-(pyridin-2-ylmethyl)-2H-pyrazolo[3,4-c]pyridin-5-

yl)benzonitrile; 

 3-(7-amino-2-((6-methylpyridin-2-yl)methyl)-4-(pyrimidin-4-yl)-2H-pyrazolo[3,4-c]pyridin-5-

yl)benzonitrile; 

 3-(7-amino-4-(1-ethyl-1H-pyrazol-5-yl)-2-((6-methylpyridin-2-yl)methyl)-2H-pyrazolo[3,4-

c]pyridin-5-yl)benzonitrile; 

 3-(7-amino-4-(4-methyloxazol-5-yl)-2-(pyridin-2-ylmethyl)-2H-pyrazolo[3,4-c]pyridin-5-

yl)benzonitrile; 

 3-(7-amino-4-(4-methyloxazol-5-yl)-2-((6-methylpyridin-2-yl)methyl)-2H-pyrazolo[3,4-

c]pyridin-5-yl)benzonitrile; 

 3-(7-amino-4-(1-ethyl-1H-pyrazol-5-yl)-2-((3-fluoropyridin-2-yl)methyl)-2H-pyrazolo[3,4-

c]pyridin-5-yl)benzonitrile; 

 3-(7-amino-2-((3-fluoropyridin-2-yl)methyl)-4-(pyrimidin-4-yl)-2H-pyrazolo[3,4-c]pyridin-5-

yl)benzonitrile; 

 3-(4-amino-2-(pyridin-2-ylmethyl)-7-(pyrimidin-4-yl)-2H-[1,2,3]triazolo[4,5-c]pyridin-6-

yl)benzonitrile; 

 3-(4-amino-7-(4-methyloxazol-5-yl)-2-(pyridin-2-ylmethyl)-2H-[1,2,3]triazolo[4,5-c]pyridin-6-

yl)benzonitrile; 

 3-(4-amino-7-(1-ethyl-1H-pyrazol-5-yl)-2-(pyridin-2-ylmethyl)-2H-[1,2,3]triazolo[4,5-c]pyridin-

6-yl)benzonitrile; 
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3-(4-amino-7-(3-methylpyridin-4-yl)-2-(pyridin-2-ylmethyl)-2H-[1,2,3]triazolo[4,5-c]pyridin-6-

yl)benzonitrile; 

 3-(4-amino-7-(4-(hydroxymethyl)-2-methyloxazol-5-yl)-2-(pyridin-2-ylmethyl)-2H-

[1,2,3]triazolo[4,5-c]pyridin-6-yl)benzonitrile; 

 3-(4-amino-7-(oxazol-5-yl)-2-(pyridin-2-ylmethyl)-2H-[1,2,3]triazolo[4,5-c]pyridin-6-

yl)benzonitrile; 

 3-(4-amino-2-(pyridin-2-ylmethyl)-7-(quinolin-6-yl)-2H-[1,2,3]triazolo[4,5-c]pyridin-6-

yl)benzonitrile; 

 3-(4-amino-2-(pyridin-2-ylmethyl)-7-(quinoxalin-6-yl)-2H-[1,2,3]triazolo[4,5-c]pyridin-6-

yl)benzonitrile; 

 3-(4-amino-2-((6-methylpyridin-2-yl)methyl)-7-(pyrimidin-4-yl)-2H-[1,2,3]triazolo[4,5-

c]pyridin-6-yl)benzonitrile; 

 3-(4-amino-2-((6-methylpyridin-2-yl)methyl)-7-(pyridin-4-yl)-2H-[1,2,3]triazolo[4,5-c]pyridin-6-

yl)benzonitrile; 

 3-(4-amino-2-((6-methylpyridin-2-yl)methyl)-7-(3-methylpyridin-4-yl)-2H-[1,2,3]triazolo[4,5-

c]pyridin-6-yl)benzonitrile; 

 3-(4-amino-7-(1-methyl-6-oxo-1,6-dihydropyridin-3-yl)-2-((6-methylpyridin-2-yl)methyl)-2H-

[1,2,3]triazolo[4,5-c]pyridin-6-yl)benzonitrile; 

 3-(4-amino-7-(1-ethyl-1H-pyrazol-5-yl)-2-((6-methylpyridin-2-yl)methyl)-2H-[1,2,3]triazolo[4,5-

c]pyridin-6-yl)benzonitrile; 

 3-(4-amino-7-(4-methyloxazol-5-yl)-2-((6-methylpyridin-2-yl)methyl)-2H-[1,2,3]triazolo[4,5-

c]pyridin-6-yl)benzonitrile; 

 3-(4-amino-2-((3-fluoropyridin-2-yl)methyl)-7-(pyrimidin-4-yl)-2H-[1,2,3]triazolo[4,5-c]pyridin-

6-yl)benzonitrile; 

 3-(4-amino-2-((3-fluoropyridin-2-yl)methyl)-7-(pyridin-4-yl)-2H-[1,2,3]triazolo[4,5-c]pyridin-6-

yl)benzonitrile; 

 3-(4-amino-2-((3-fluoropyridin-2-yl)methyl)-7-(1-methyl-6-oxo-1,6-dihydropyridin-3-yl)-2H-

[1,2,3]triazolo[4,5-c]pyridin-6-yl)benzonitrile; 

 3-(4-amino-7-(1-ethyl-1H-pyrazol-5-yl)-2-((3-fluoropyridin-2-yl)methyl)-2H-[1,2,3]triazolo[4,5-

c]pyridin-6-yl)benzonitrile; 

 3-(4-amino-2-((3-fluoropyridin-2-yl)methyl)-7-(1-isopropyl-1H-pyrazol-5-yl)-2H-

[1,2,3]triazolo[4,5-c]pyridin-6-yl)benzonitrile; 

 3-(4-amino-2-((3-fluoropyridin-2-yl)methyl)-7-(1-methyl-1H-pyrazol-5-yl)-2H-

[1,2,3]triazolo[4,5-c]pyridin-6-yl)benzonitrile;
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 3-(4-amino-2-((3-fluoropyridin-2-yl)methyl)-7-(4-methyloxazol-5-yl)-2H-[1,2,3]triazolo[4,5-

c]pyridin-6-yl)benzonitrile; 

 3-(4-amino-2-((3-fluoropyridin-2-yl)methyl)-7-(quinoxalin-6-yl)-2H-[1,2,3]triazolo[4,5-

c]pyridin-6-yl)benzonitrile; 

 3-(4-amino-7-(1-ethyl-1H-pyrazol-5-yl)-2-(pyridin-2-ylmethyl)-2H-[1,2,3]triazolo[4,5-c]pyridin-

6-yl)-2-fluorobenzonitrile; 

 3-(4-amino-7-(1-methyl-1H-pyrazol-5-yl)-2-(pyridin-2-ylmethyl)-2H-[1,2,3]triazolo[4,5-

c]pyridin-6-yl)-2-fluorobenzonitrile; 

 3-(4-amino-7-(1-isopropyl-1H-pyrazol-5-yl)-2-(pyridin-2-ylmethyl)-2H-[1,2,3]triazolo[4,5-

c]pyridin-6-yl)-2-fluorobenzonitrile; 

 3-(4-amino-7-(4-methyloxazol-5-yl)-2-(pyridin-2-ylmethyl)-2H-[1,2,3]triazolo[4,5-c]pyridin-6-

yl)-2-fluorobenzonitrile; 

 3-(4-amino-7-(4-(hydroxymethyl)-2-methyloxazol-5-yl)-2-(pyridin-2-ylmethyl)-2H-

[1,2,3]triazolo[4,5-c]pyridin-6-yl)-2-fluorobenzonitrile; 

 3-(4-amino-2-(pyridin-2-ylmethyl)-7-(quinoxalin-6-yl)-2H-[1,2,3]triazolo[4,5-c]pyridin-6-yl)-2-

fluorobenzonitrile; 

 3-(4-amino-2-((1-methyl-1H-pyrazol-3-yl)methyl)-7-(pyrimidin-4-yl)-2H-[1,2,3]triazolo[4,5-

c]pyridin-6-yl)benzonitrile; 

 3-(4-amino-2-((1-methyl-1H-pyrazol-3-yl)methyl)-7-(4-methyloxazol-5-yl)-2H-

[1,2,3]triazolo[4,5-c]pyridin-6-yl)benzonitrile; 

 3-(4-amino-7-(4-methyloxazol-5-yl)-2-(1-(pyridin-2-yl)ethyl)-2H-[1,2,3]triazolo[4,5-c]pyridin-6-

yl)benzonitrile; 

 3-(4-amino-2-(1-(pyridin-2-yl)ethyl)-7-(pyrimidin-4-yl)-2H-[1,2,3]triazolo[4,5-c]pyridin-6-

yl)benzonitrile; 

 3-(4-amino-7-(4-methyloxazol-5-yl)-2-(2-(pyridin-2-yl)ethyl)-2H-[1,2,3]triazolo[4,5-c]pyridin-6-

yl)benzonitrile; and 

 3-(4-amino-7-(4-methyloxazol-5-yl)-2-(2-(pyridin-2-yl)ethyl)-2H-[1,2,3]triazolo[4,5-c]pyridin-6-

yl)-2-fluorobenzonitrile, 

or a pharmaceutically acceptable salt thereof. 

 

33. The compound of claim 1, which is 3-(4-amino-2-((3-fluoropyridin-2-yl)methyl)-7-(pyrimidin-4-

yl)-2H-[1,2,3]triazolo[4,5-c]pyridin-6-yl)benzonitrile, or a pharmaceutically acceptable salt thereof.
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3334. A pharmaceutical composition comprising a compound of any one of claims 1 to 3233, or a 

pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable excipient or carrier.
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34. A method of inhibiting an activity of an adenosine receptor, comprising contacting the receptor 

with a compound of any one of claims 1 to 32, or a pharmaceutically acceptable salt thereof.  

 

35. A method of treating a disease or disorder in a patient, wherein the disease or disorder is 

associated with abnormal expression of A2A or A2B receptors, comprising administering to said patient a 

therapeutically effective amount of a compound of any one of claims 1 to 32, or a pharmaceutically 

acceptable salt thereof.  

 

36. The method of claim 35, wherein the disease or disorder is cancer, an inflammatory disease, a 

cardiovascular disease, or a neurodegenerative disease.  

 

3735. Use of a compound of any one of claims 1-33 in the manufacture of a medicament for the 

treatment of a disease or disorder, wherein the disease or disorderThe method of claim 36, wherein the 

cancer is bladder cancer, lung cancer, melanoma, breast cancer, cervical cancer, ovarian cancer, colorectal 

cancer, pancreatic cancer, esophageal cancer, prostate cancer, or head and neck cancerkidney cancer, skin 

cancer, thyroid cancer, liver cancer, uterine cancer, head and neck cancer, or renal cell carcinoma.  

 

36. The use of claim 35, wherein the disease or disorder is head and neck cancer. 

 

37. The use of claim 36, wherein the head and neck cancer is head and neck squamous cell 

carcinoma. 

 

38. The use of claim 35, wherein the disease or disorder is lung cancer.  

 

39. The use of claim 38, wherein the lung cancer is non-small cell lung cancer (NSCLC). 

 

40. The use of claim 35, wherein the disease or disorder is ovarian cancer. 

 

41. The use of claim 35, wherein the disease or disorder is prostate cancer. 

 

42. The use of claim 41, wherein the prostate cancer is metastatic castration-resistant prostate cancer. 

 

43. The use of claim 35, wherein the disease or disorder is breast cancer.
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44. The use of claim 35, wherein the disease or disorder is bladder cancer. 

 

45. The use of claim 35, wherein the disease or disorder is colorectal cancer. 

 

46. The use of claim 35, wherein the disease or disorder is pancreatic cancer. 

 

38. The method of claim 36, wherein the cancer is non-small cell lung cancer (NSCLC), metastatic 

castrate-resistant prostate carcinoma (mCRPC), or colorectal carcinoma (CRC). 

 

39. The method of claim 36, wherein the inflammatory disease is pulmonary inflammation. 

 

40. The method of claim 39, wherein the pulmonary inflammation is bleomycin-induced pulmonary 

fibrosis. 

 

41. The method of claim 36, wherein the inflammatory disease is an adenosine receptor dependent 

allergic reaction or adenosine receptor immune reaction. 

 

42. The method of claim 41, wherein the adenosine receptor dependent allergic reaction is A2B 

receptor dependent.  

 

43. The method of claim 36, wherein the inflammatory disease is a respiratory disorder, sepsis, 

reperfusion injury, or thrombosis.  
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44. The method of claim 36, wherein the cardiovascular disease is coronary artery disease, 

cerebrovascular disease, peripheral artery disease, aortic atherosclerosis, or aneurysm. 

 

45. The method of claim 44, wherein the coronary artery disease is myocardial infarction, angina 

pectoris, or heart failure. 

 

46. The method of claim 44, wherein the cerebrovascular disease is stroke or transient ischemic 

attack.  

 

47. The method of claim 36, wherein the neurodegenerative disease is Parkinson’s disease. 

 

48. The method of claim 35, wherein the disease or disorder is diabetes or insulin resistance. 

 

49. A method of treating or preventing atherosclerotic plaque formation in a patient in need thereof, 

comprising administering to said patient a therapeutically effective amount of a compound of any one of 

claims 1 to 32, or a pharmaceutically acceptable salt thereof. 

 


