What is claimed is:

1. A compound of Formula I:
Rz Rl
C
AN~ A
N N
N
H
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or a pharmaceutically acceptable salt thereof, wherein:

R!is seleetedfrom-Cy'-Cy ¢-alkyl-Cs s alkenyl-Co 4 alkynyl Cy c-haloalkyl hale CN;
NO2;-OR*-SR*-CLOIR-CIONRR-C(OYOR -OC(OIR*-OC(OINRRENRRY;
NRGGGQ)R]B ,—N—RGGGQ}Q-Ra ,—N—RGG(QﬂﬁIR eRd’ G(_l!IR e}Rb’ G(_I!lQR a}Rb’ G(_lﬁIR e}NReRé;
}J_Rememekd ,—PJ—P:GSEQ)Rb ,—PJ—RGS{@) QRb ’_};Resega ;LN-R‘"?RG‘ Tsegakb, S EQ)PIR eRd ,—aﬁd
SEORNR R wherein-said-Cro-alkyl-Co alkenyland Co alkynyl-are each-optionally

5 5 5 b

Cy! is selected from Cs.10 cycloalkyl, 4-10 membered heterocycloalkyl, Ce.10aryl and
5-10 membered heteroaryl, wherein each 4-10 membered heterocycloalkyl and 5-10
membered heteroaryl has at least one ring-forming carbon atom and 1, 2, 3, or 4 ring-forming
heteroatoms independently selected from N, O, and S; wherein the N and S are optionally
oxidized; wherein a ring-forming carbon atom of 5-10 membered heteroaryl and 4-10
membered heterocycloalkyl is optionally substituted by oxo to form a carbonyl group; and
wherein the Cs.jo cycloalkyl, 4-10 membered heterocycloalkyl, Cs.10aryl and 5-10 membered
heteroaryl are each optionally substituted with 1, 2, 3 or 4 substituents independently selected
from R;

Cy” is Ce-10aryl optionally substituted with 1, 2, 3 or 4 substituents independently
selected from R?%;

R? is H-selectedfromH,-C; ¢-alkyl-Co g-atkenyl-Cos-alkynyl-C, ¢-haloalleydCs 16
cycloalkyl. 4-10 membered heterocycloalkyl, Ceaoaryl. 5-10 membered heteroaryl, Caog
eyeloalieyl-C1 s alkylene-4-10-membered heteroeyeloatkyl-C1s alkylene;Ce10 aryh-Cis
alicylene,5-+0-membered heteroaryl-C1a alkylene; halo; EN-ORY-SRY-C(OIR";
COMNRTRYC(OHORNRTRYNRIC(ORNRTC(OYORY  NRIS(OIR;
NRS(0),R . NRS(O)NRIRY_S(O)RY,_S(OINRTRY_S(0),R" —and-S(O),NRRY:
wherein-said-Cie-altkyl-Cos-alkenyl-Cog-alkynyl-Cs 1o eyeloalkyl4-10-membered
hetereeyeloala-Ce 10 ar-5-10-membered-heteroaryl-Cs 1o eyeloalkyl-Cy s alkylene 416
membered heteroeyeloallerd-C1 s atkylene;Ce.10 aryl-C1 s atkylene-and 510-membered
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independently selected from R

each R!? is independently selected from Ci alkyl, Cz-6 alkenyl, Co alkynyl, Ci
haloalkyl, Cs.10 cycloalkyl, 4-10 membered heterocycloalkyl, Cs.10 aryl, 5-10 membered
heteroaryl, Cs.19 cycloalkyl-Ci.z3 alkylene, 4-10 membered heterocycloalkyl-Ci.z alkylene, Ce.
1aryl-Cizalkylene, 5-10 membered heteroaryl-Ci-3 alkylene, halo, CN, NO,, OR*, SR?!,
C(O)R®!, C(O)NRC!RY C(O)OR?, OC(O)R®!, OC(O)NRC'RY!, NR®'RY!, NR!C(O)R"!,
NR!C(O)OR?, NRC!C(O)NRC!R¥, C(=NR°")R®!, C(=NOR*)R®!, C(=NR°")NR°'RY!,
NRC!C(=NR)NRC'RY, NR¢'S(O)RP!, NR°!S(0).R"!, NR®'S(0),NR¢'RY!, S(O)R"!,
S(O)NRC'RY, S(0)2R"!, and S(0):NR®'R%!; wherein said Ci.¢ alkyl, C2- alkenyl, Co-6
alkynyl, Cs.io cycloalkyl, 4-10 membered heterocycloalkyl, Cs.10aryl, 5-10 membered
heteroaryl, Cs.19 cycloalkyl-Ci.3alkylene, 4-10 membered heterocycloalkyl-Ci.-3 alkylene, Ce.
1oaryl-Cizalkylene and 5-10 membered heteroaryl-Ci-3 alkylene are each optionally
substituted with 1, 2, 3, or 4 substituents independently selected from R!!;

or two R substituents taken together with the carbon atom to which they are attached
form a spiro 3-7-membered heterocycloalkyl ring, or a spiro Cs. cycloalkyl ring; wherein
each spiro 3-7-membered heterocycloalkyl ring has at least one ring-forming carbon atom
and 1, 2 or 3, ring-forming heteroatoms independently selected from N, O, and S; wherein a
ring-forming carbon atom of each spiro 3-7-membered heterocycloalkyl ring is optionally
substituted by oxo to form a carbonyl group; and wherein the spiro 3-7-membered
heterocycloalkyl ring and spiro Cz-s cycloalkyl ring are each optionally substituted with 1, 2,
3 or 4 substituents independently selected from R!!;

each R!! is independently selected from C.6 alkyl, C2-6 alkenyl, Co.¢ alkynyl, Ci-
haloalkyl, Cs.10 cycloalkyl, 4-10 membered heterocycloalkyl, Cs.10 aryl, 5-10 membered
heteroaryl, Cs.1o cycloalkyl-Ci-zalkylene, 4-10 membered heterocycloalkyl-Ci.3alkylene, Ce.
1aryl-Ci-salkylene, 5-10 membered heteroaryl-Ci-3 alkylene, halo, CN, OR®, SR*, C(O)RY,
C(O)NR®R%, C(O)OR®, NRR%, NRSC(0)R", NRSC(O)OR®, NRSS(0)R,
NRS(0),RP, NRPS(0).NRR®E, S(O)R, S(O)NRSRE, S(0),R?, and S(O).NR*R%;
wherein said Ci.6 alkyl, C2.6 alkenyl, Co.6 alkynyl, Cs.io cycloalkyl, 4-10 membered
heterocycloalkyl, Ce-10aryl, 5-10 membered heteroaryl, Cs.io cycloalkyl-Ci-3 alkylene, 4-10
membered heterocycloalkyl-Ci-3 alkylene, Ce-10 aryl-Ci-3 alkylene and 5-10 membered
heteroaryl-C1-3 alkylene are each optionally substituted with 1, 2, 3, or 4 substituents

independently selected from R'?;
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each R'? is independently selected from Cj.¢ alkyl, Co- alkenyl, Cz-6 alkynyl, Ci.6
haloalkyl, Cs.6 cycloalkyl, Ce-10aryl, 5-10 membered heteroaryl, 4-7 membered
heterocycloalkyl, halo, CN, OR®, SR®, C(O)R?, C(O)NR®R% C(O)OR*» NR®R%,
NR®C(0)R, NR®C(O)OR®, NRS(0)R, NRS(0),R, NR¥*S(0),NRR%, S(O)R’,
S(O)NR®R®, S(0)2R, and S(0)NR®R%; wherein said C1-s alkyl, Cz-s alkenyl, C2-6
alkynyl, Cs.s cycloalkyl, Ce-10aryl, 5-10 membered heteroaryl and 4-7 membered
heterocycloalkyl are each optionally substituted with 1, 2, 3, or 4 substituents independently
selected from R&;

each R% is independently selected from Ci.¢ alkyl, Co- alkenyl, Cz-6 alkynyl, Ci.6
haloalkyl, Cs.10 cycloalkyl, 4-10 membered heterocycloalkyl, Ce-10aryl, 5-10 membered
heteroaryl, Cs.19 cycloalkyl-Ci.3alkylene, 4-10 membered heterocycloalkyl-Ci.3 alkylene, Ce.
10aryl-Ci-z alkylene, 5-10 membered heteroaryl-Ci-3 alkylene, halo, CN, NO,, OR*, SR*,
C(O)R"2, C(O)NR®2R%2, C(O)OR?*?, OC(O)R??, OC(O)NR®?R%, NR®?2R%, NR**C(0O)R",
NR®2C(0)OR?, NR2C(O)NR®?R%, C(=NR**)R®?, C(=NOR*)R"?, C(=NR®?)NR**R%,
NR®C(=NR®?)NRR% NR®2S(0)R?, NR®2S(0)2R"2, NR*2S(0),NR®2R¥, S(O)R"?,
S(O)NR? R, S(0)2R"2, and S(0)NR2R%; wherein said Ci- alkyl, Cz-¢ alkenyl, C2-6
alkynyl, Cs.i0 cycloalkyl, 4-10 membered heterocycloalkyl, Cs.10aryl, 5-10 membered
heteroaryl, Cs.1o cycloalkyl-Ci-3 alkylene, 4-10 membered heterocycloalkyl-Ci.zalkylene, Ce.
1o aryl-Cizalkylene and 5-10 membered heteroaryl-Ci-3 alkylene are each optionally
substituted with 1, 2, 3, or 4 substituents independently selected from R?!;

or two adjacent R substituents on the Cy* ring, taken together with the atoms to
which they are attached, form a fused Cs.7 cycloalkyl ring; wherein a ring-forming carbon
atom of the fused Cs.7 cycloalkyl ring is optionally substituted by oxo to form a carbonyl
group; and wherein the fused Cz.7 cycloalkyl ring is optionally substituted with 1, 2, 3 or 4
substituents independently selected from R?!;

each R?' is independently selected from Ci alkyl, C2.6 alkenyl, Ca.6 alkynyl, C1.s
haloalkyl, Cs.10 cycloalkyl, 4-10 membered heterocycloalkyl, Cs.10 aryl, 5-10 membered
heteroaryl, Cs.19 cycloalkyl-Ci.z3 alkylene, 4-10 membered heterocycloalkyl-Ci.3 alkylene, Ce.
1waryl-Cizalkylene, 5-10 membered heteroaryl-Ci.3 alkylene, halo, CN, OR*, SR*, C(O)R™,
C(O)NR®“R¥ C(O)OR*, NR“R%, NR*C(O)R™, NR*C(O)OR*, NR*“S(0)R™,
NRS(0),R%, NR#S(0):NR*“R¥, S(O)R™, S(O)NR*R¥, S(0),R®, and S(O).NR*R%;
wherein said C1.6 alkyl, Co.6 alkenyl, C2.6 alkynyl, Cs.i9 cycloalkyl, 4-10 membered
heterocycloalkyl, Ce-10aryl, 5-10 membered heteroaryl, Cs.io cycloalkyl-Ci-3 alkylene, 4-10

membered heterocycloalkyl-Ci.3alkylene, Ce.10 aryl-Ci.z alkylene and 5-10 membered
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heteroaryl-C1-3 alkylene are each optionally substituted with 1, 2, 3, or 4 substituents
independently selected from R??;

or two R? substituents taken together with the carbon atom to which they are attached
form a spiro Cz-7 cycloalkyl ring; wherein a ring-forming carbon atom of the spiro Cz7
cycloalkyl ring is optionally substituted by oxo to form a carbonyl group; and wherein the
spiro Ca.7 cycloalkyl ring is optionally substituted with 1, 2, 3 or 4 substituents independently
selected from R??;

each R?? is independently selected from Ci alkyl, Cz-6 alkenyl, Co- alkynyl, Ci
haloalkyl, Cs.6 cycloalkyl, phenyl, 5-6 membered heteroaryl, 4-7 membered heterocycloalkyl,
halo, CN, OR®, SR, C(O)R", C(O)NRR, C(O)OR?*®, NRR%, NR*C(O)R"S,
NRC(0O)OR™, NRS(O)R?, NR®S(0),R®, NR®S(0)>NR*R%, S(O)R", S(O)NRR,
S(0)2R, and S(0):NR®R%; wherein said C1-s alkyl, Co-6 alkenyl, C- alkynyl, Cs-6
cycloalkyl, phenyl, 5-6 membered heteroaryl and 4-7 membered heterocycloalkyl are each
optionally substituted with 1, 2, 3, or 4 substituents independently selected from R;

eachR*%-isindependentlyselectedfrom-C,_¢-alkyl-Co s-alkenyl -G s-alkymyl C, ¢

haloalieylCa.s 6y
S(O)R_and-S(O)NRPR®: wherein-said-Cis-atky-Cos-alkenyl-Cos-atkynyhCas

each-R*and R® &&mdepenée&&y—seleeted—frem—kk@;gﬂ}kyi—g%ﬁuenyl—ez@&lw
€ hadontordt—€ o evelontorkdH-membered heteroeveloatedt-Co 1o aryland 50
membered-heteronnvlwheresaid-C Lot b-Co s-alkenyl-Co salkypyb-€ L eveloatlar—-
10-membered heteroeyeloatkyh-Cs.10 aryl-and 5-10-membered-heteroaryl-are-each-optionally

10

b b b 3

each-R%-is-independently-selected-from-C, ¢-alleyl-Co-s-atkenyh-Cog-alkynyh-Ci g
hatoatkyl €y eveloalkvl 4-10-membered heteroeveloalk vl Cooip aryband 5-10 membered
h&ﬁGﬂWﬂ%&@%—&HﬁQ—@%ﬂk&ﬂ%—@%—ﬂW—@mﬂW




each-R-is-independently selected from-Cy_¢-alkyl-Cog-alkenyl-Cos-alkynyl, C
hatoalkyh-C3 10 eyeloalkeyl4-10-membered heteroeyeloalkyl-Cs.10 aryl-and-5-10-membered
heteroarylwheretnsatd-C1 s-atkyl-Cos-alkenyl-Cosalkynyl G5 1y eyeloalley 410
membered heteroeyeloalkvl Coo aryland 5-10 membered heteroarybare cach optionaly

. . 10

5 5 5 5

Crealkylsulforyl-Cos alkylearbonyl-C1s allplaminesulfonryl-carbamyl-Cue alkylcarbamyl;
G o ~Crealkylaminosutonyl-and-ai{Cue

each R*!, R°! and R is independently selected from H, C1 alkyl, Co-6 alkenyl, Ca-6
alkynyl, Ci.s haloalkyl, Cs.19 cycloalkyl, 4-10 membered heterocycloalkyl, Cs.10 aryl and 5-10
membered heteroaryl; wherein said Ci.s alkyl, C2.¢ alkenyl, Cz.6 alkynyl, Cs.io cycloalkyl, 4-
10 membered heterocycloalkyl, Ce-10 aryl and 5-10 membered heteroaryl are each optionally
substituted with 1, 2, 3, or 4 substituents independently selected from R!!;

or any R°! and RY! attached to the same N atom, together with the N atom to which
they are attached, form a 4-, 5-, 6- or 7-membered heterocycloalkyl group optionally
substituted with 1, 2, 3 or 4 substituents independently selected from R'!;

each R®! is independently selected from Ci.6 alkyl, Co-6 alkenyl, Co-6 alkynyl, Ci.
haloalkyl, Cs.10 cycloalkyl, 4-10 membered heterocycloalkyl, Cs.10 aryl and 5-10 membered
heteroaryl; wherein said Ci.¢ alkyl, Co.6 alkenyl, Co.¢ alkynyl, Cs.io cycloalkyl, 4-10
membered heterocycloalkyl, Ce.10aryl and 5-10 membered heteroaryl are each optionally
substituted with 1, 2, 3, or 4 substituents independently selected from R!!;

each R® is independently selected from H, CN, Ci.¢ alkyl, C1-6 haloalkyl, C1-6
alkylthio, Cy.6 alkylsulfonyl, C1.¢ alkylcarbonyl, C1.6 alkylaminosulfonyl, carbamyl, C1.6
alkylcarbamyl, di(Ci.6 alkyl)carbamyl, aminosulfonyl, C1.6 alkylaminosulfonyl and di(C1-¢
alkyl)aminosulfonyl;

each R, R®? and R%, is independently selected from H, Ci alkyl, Cz- alkenyl, C2-6
alkynyl, Ci.s haloalkyl, Cs.19 cycloalkyl, 4-10 membered heterocycloalkyl, Ces.10aryl and 5-10
membered heteroaryl; wherein said Ci.6 alkyl, C2- alkenyl, Cz.6 alkynyl, Cs.10 cycloalkyl, 4-
10 membered heterocycloalkyl, Ces.10 aryl and 5-10 membered heteroaryl are each optionally
substituted with 1, 2, 3, or 4 substituents independently selected from R?!;

or any R°? and R% attached to the same N atom, together with the N atom to which
they are attached, form a 4-, 5-, 6- or 7-membered heterocycloalkyl group optionally

substituted with 1, 2, 3 or 4 substituents independently selected from R?!;
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each R? is independently selected from Ci alkyl, Cz-6 alkenyl, C2- alkynyl, Ci
haloalkyl, Cs-10 cycloalkyl, 4-10 membered heterocycloalkyl, Cs.10 aryl and 5-10 membered
heteroaryl; wherein said Ci.¢ alkyl, Co.6 alkenyl, Co.¢ alkynyl, Cs.io cycloalkyl, 4-10
membered heterocycloalkyl, Ce-10aryl and 5-10 membered heteroaryl are each optionally
substituted with 1, 2, 3, or 4 substituents independently selected from R?!;

each R is independently selected from H, CN, Ci.¢ alkyl, C1.6 haloalkyl, C1-6
alkylthio, Cy6 alkylsulfonyl, C1.¢ alkylcarbonyl, C1.¢ alkylaminosulfonyl, carbamyl, C1.¢
alkylcarbamyl, di(C1.6 alkyl)carbamyl, aminosulfonyl, C1.¢ alkylaminosulfonyl and di(C16
alkyl)aminosulfonyl;

each R®, R® and R%®, is independently selected from H, C.¢ alkyl, C2 alkenyl, Co-6
alkynyl, Ci.s haloalkyl, Cz.¢ cycloalkyl, phenyl, 5-6 membered heteroaryl and 4-7 membered
heterocycloalkyl; wherein said Ci.6 alkyl, C26 alkenyl, C2.¢ alkynyl, Cz¢ cycloalkyl, phenyl,
5-6 membered heteroaryl and 4-7 membered heterocycloalkyl are each optionally substituted
with 1, 2, 3, or 4 substituents independently selected from R'?;

or any R®® and R® attached to the same N atom, together with the N atom to which
they are attached, form a 4-, 5-, 6- or 7-membered heterocycloalkyl group optionally
substituted with 1, 2 or 3 substituents independently selected from R'?;

each R is independently selected from Ci.6 alkyl, Co-6 alkenyl, Co.6 alkynyl, Ci.
haloalkyl, Cs.¢ cycloalkyl, phenyl, 5-6 membered heteroaryl and 4-7 membered
heterocycloalkyl; wherein said Ci.6 alkyl, C26 alkenyl, C2.¢ alkynyl, Cz¢ cycloalkyl, phenyl,
5-6 membered heteroaryl and 4-7 membered heterocycloalkyl are each optionally substituted
with 1, 2, 3, or 4 substituents independently selected from R'?;

each R*, R® and R%, is independently selected from H, Ci alkyl, Cz- alkenyl, C2-6
alkynyl, Ci.s haloalkyl, Cz.6 cycloalkyl, phenyl, 5-6 membered heteroaryl and 4-7 membered
heterocycloalkyl; wherein said Ci. alkyl, C2.6 alkenyl, C2.6 alkynyl, Cs.¢ cycloalkyl, phenyl,
5-6 membered heteroaryl and 4-7 membered heterocycloalkyl are each optionally substituted
with 1, 2, 3, or 4 substituents independently selected from R??;

or any R°* and R% attached to the same N atom, together with the N atom to which
they are attached, form a 4-, 5-, 6- or 7-membered heterocycloalkyl group optionally
substituted with 1, 2 or 3 substituents independently selected from R?2;

each R* is independently selected from Ci alkyl, Cz-6 alkenyl, C2- alkynyl, Ci
haloalkyl, Cs.¢ cycloalkyl, phenyl, 5-6 membered heteroaryl and 4-7 membered
heterocycloalkyl; wherein said Ci.¢ alkyl, C2.6 alkenyl, Cz.¢ alkynyl, Cs. cycloalkyl, phenyl,
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5-6 membered heteroaryl and 4-7 membered heterocycloalkyl are each optionally substituted
with 1, 2, 3, or 4 substituents independently selected from R??;

each R%, R® and R%, is independently selected from H, Ci alkyl, Cz- alkenyl, Cz-¢
alkynyl and Ci. haloalkyl; wherein said Ci.6 alkyl, C2.¢ alkenyl and C».¢ alkynyl are each
optionally substituted with 1, 2, 3, or 4 substituents independently selected from Ré;

each R is independently selected from Ci alkyl, Cz-6 alkenyl, C2-6 alkynyl and C1.6
haloalkyl; wherein said Ci.6 alkyl, Co¢ alkenyl and Cz.¢ alkynyl are each optionally
substituted with 1, 2, 3, or 4 substituents independently selected from R#;

each R%, R and R% is independently selected from H, C.6 alkyl, C2s alkenyl, C2-6
alkynyl and Ci.¢ haloalkyl; wherein said Ci.6 alkyl, C2.6 alkenyl and Cz-6 alkynyl are each
optionally substituted with 1, 2, 3, or 4 substituents independently selected from Ré;

each R is independently selected from Ci alkyl, Cz-6 alkenyl, Co- alkynyl, and Ci.6
haloalkyl; wherein said Ci- alkyl, C26 alkenyl and Co.¢ alkynyl are each optionally

substituted with 1, 2, 3, or 4 substituents independently selected from Ré; and

eachR*7; R and R"is-independently selected from H;Cyc-alkyl-Cos-alkenyl Cos
abeyryk-C ) hatoaliad €1 eveloalodd-to-membered hoteroeveloathvlCon aryband 310
memb%éhﬁ%ea%ﬂ%%rem&@%%%ﬁ%ﬁﬂ—@%ﬂ%—@m%@%

each-R"-is-independently seleeted from-C,_c-atkyl-Cos-alkenylCos-atkynyl €1
hatostorb-€ L evelontioeb At 0membered heteroevelontiod-Co Lo apylS—t-membered
heteroaryl: wherein said Cy alkyl. Cog alkenyl, Cos alkynyl, Csoo cycloalkyl, 4-10
membered heteroeyeloalkyl-Ce 10 aryland 5-10-membered-heteroaryl-are-each-optionally
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each RY is independently selected from OH, NO», CN, halo, C1.¢ alkyl, C2¢ alkenyl,

C26 alkynyl, C16 haloalkyl, Cs. cycloalkyl, Cs. cycloalkyl-C1-» alkylene, C1.6 alkoxy, Ci.6
haloalkoxy, Ci-3 alkoxy-Ci-3alkyl, Ci-3alkoxy-Ci-3 alkoxy, HO-Ci.3alkoxy, HO-C1.z alkyl,
cyano-Ci-z alkyl, HoN-Ci-z alkyl, amino, Ci.¢ alkylamino, di(Ci.¢ alkyl)amino, thio, C16
alkylthio, C1 alkylsulfinyl, C1.6 alkylsulfonyl, carbamyl, C1-¢ alkylcarbamyl, di(C1-6
alkyl)carbamyl, carboxy, Ci-¢alkylcarbonyl, Ci.¢ alkoxycarbonyl, Ci.¢ alkylcarbonylamino,
Cuealkylsulfonylamino, aminosulfonyl, C1.¢ alkylaminosulfonyl, di(C1. alkyl)aminosulfonyl,
aminosulfonylamino, C1.¢ alkylaminosulfonylamino, di(C1.¢ alkyl)aminosulfonylamino,
aminocarbonylamino, Ci.¢ alkylaminocarbonylamino, and di(Ci-s alkyl)aminocarbonylamino;
provided that
1)-REisotherthan CHs:
2)-Rb-js-other-than-unsubstituted-or-substituted-piperidine;
3) RV is other t btituted btituted 1
w b is phenylt 10 i other i lidi enethyl: and
) when Gy is phenyl-or halo-phenyl. then R is other than eyclopropyl and
eyclopentyl.

2. The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein Cy*
is phenyl optionally substituted with 1, 2, 3, or 4 substituents independently selected from
R,

3. The compound of claim 1 or 2, or a pharmaceutically acceptable salt thereof, wherein
each R% is independently selected from C.6 alkyl, Co- alkenyl, Cz. alkynyl, C1.¢ haloalkyl,
Cs-10 cycloalkyl, 4-10 membered heterocycloalkyl, 4-10 membered heterocycloalkyl-Ci.3
alkylene, Cs-10aryl, 5-10 membered heteroaryl, halo, CN, NO,, OR*, SR*2, C(O)R",
C(O)NR?R®, C(0)OR*, OC(O)R, OC(O)NR®R%, NR**R¥, NRC(O)R"?,
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NR2C(O)OR*, NR2C(O)NR2R%?, NR2S(O)R"2, NR2S(0)2R??, NR*?S(0),NR*R%,
S(O)R, S(O)NR®?R%, S(0),R"?, and S(O)NR’R%?; wherein said C1. alkyl, Cz.6 alkenyl,
C2-6 alkynyl, Cs.19 cycloalkyl, 4-10 membered heterocycloalkyl, 4-10 membered
heterocycloalkyl-Ci.3 alkylene, Ce-10 aryl, and 5-10 membered heteroaryl are each optionally
substituted with 1, 2, or 3 substituents independently selected from R?!; or two adjacent R%
substituents on the Cy” ring, taken together with the atoms to which they are attached, form a
fused Cs.7 cycloalkyl ring; wherein a ring-forming carbon atom of each fused Cs.7 cycloalkyl
ring is optionally substituted by oxo to form a carbonyl group; and wherein the fused Cs.7
cycloalkyl ring are each optionally substituted with 1, 2, 3 or 4 substituents independently

selected from R?!.

4. The compound of claim 1 or 2, or a pharmaceutically acceptable salt thereof, wherein
each R? is independently selected from Ci alkyl, C2-6 alkenyl, Co alkynyl, Ci.¢ haloalkyl,
Cs-10 cycloalkyl, 4-10 membered heterocycloalkyl, Ce-10aryl, 5-10 membered heteroaryl, halo,
CN, NOz, OR*, SR®, C(O)R"2, C(O)NR®2R%2, C(0O)OR*?, OC(O)R®?, OC(O)NR®*R%,
NR®2R%, NR2C(0)R"2, NR>C(0O)OR¥, NR2S(0)R", NR°2S(0),R"?, NR®?S(0),NR?R%,
S(O)R", S(O)NR®R%, S(0),R"?, and S(O),NR’R%; wherein said Ci alkyl, Cz-¢ alkenyl,
C2.6 alkynyl, Cs.19 cycloalkyl, 4-10 membered heterocycloalkyl, Ce-10aryl, and 5-10
membered heteroaryl are each optionally substituted with 1, 2, or 3 substituents
independently selected from R2!; or two adjacent R% substituents on the Cy* ring, taken
together with the atoms to which they are attached, form a fused Cs.7 cycloalkyl ring; wherein
a ring-forming carbon atom of each fused Cs.7 cycloalkyl ring is optionally substituted by oxo
to form a carbonyl group; and wherein the fused Cz-7 cycloalkyl ring are each optionally

substituted with 1, 2, 3 or 4 substituents independently selected from R2!.

5. The compound of claim 1 or 2, or a pharmaceutically acceptable salt thereof, wherein
each R% is independently selected from Ci.¢ alkyl, Co- alkenyl, Cz. alkynyl, C1.¢ haloalkyl,
Cs.10 cycloalkyl, 4-10 membered heterocycloalkyl, 4-10 membered heterocycloalkyl-Ci.3
alkylene, Cs-10aryl, 5-10 membered heteroaryl, halo, OR*2, C(O)R"?, C(O)NR®2R%,
C(0O)OR*, OC(O)R??, OC(O)NR*R¥, NR?R%, NR°>C(O)R?, NR*C(O)OR*, and
NR®2C(O)NR?R%; wherein said Ci.6 alkyl, Cz-6 alkenyl, Cz.¢ alkynyl, Cs.1o cycloalkyl, 4-10
membered heterocycloalkyl, 4-10 membered heterocycloalkyl-Ci.3 alkylene, Cs.10 aryl, and 5-
10 membered heteroaryl are each optionally substituted with 1, 2, or 3 substituents

independently selected from R?'; or two adjacent R?° substituents on the Cy* ring, taken
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together with the atoms to which they are attached, form a fused Cs.7 cycloalkyl ring; wherein
a ring-forming carbon atom of each fused Cz7 cycloalkyl ring is optionally substituted by oxo
to form a carbonyl group; and wherein the fused Cz-7 cycloalkyl ring are each optionally
substituted with 1, 2, 3 or 4 substituents independently selected from R2!.

6. The compound of claim 1 or 2, or a pharmaceutically acceptable salt thereof, wherein
each R? is independently selected from Ci alkyl, Cz-6 alkenyl, Co-¢ alkynyl, Ci.¢ haloalkyl,
Cs.10 cycloalkyl, 4-10 membered heterocycloalkyl, Ces.10aryl, 5-10 membered heteroaryl, halo,
OR™, C(O)R", C(O)NR®*R%, C(O)OR*, NR?R%, NR®2C(0)R"2, and NR®*C(O)OR?;
wherein said Ci.¢ alkyl, Co.6 alkenyl, Co.6 alkynyl, Cs.io cycloalkyl, 4-10 membered
heterocycloalkyl, Ce-10aryl, and 5-10 membered heteroaryl are each optionally substituted
with 1, 2, or 3 substituents independently selected from R?!; or two adjacent R?° substituents
on the Cy* ring, taken together with the atoms to which they are attached, form a fused Cs.7
cycloalkyl ring; wherein a ring-forming carbon atom of each fused Cz-7 cycloalkyl ring is
optionally substituted by oxo to form a carbonyl group; and wherein the fused Cs.7 cycloalkyl
ring are each optionally substituted with 1, 2, 3 or 4 substituents independently selected from
R%,

7. The compound of claim 1 or 2, or a pharmaceutically acceptable salt thereof, wherein
each R* is independently selected from Ci.¢ alkyl, Ci.¢ haloalkyl, Cs.10 cycloalkyl, halo, 4-10
membered heterocycloalkyl, 4-10 membered heterocycloalkyl-Ci-3 alkylene, OR®, C(O)R",
C(O)NR®R%, OC(O)R??, OC(O)NRR%, NR?R¥, NR>C(O)R"2, NR®2C(O)OR™, and
NR“C(O)NR’R%; wherein said C.¢ alkyl, C3.10 cycloalkyl, 4-10 membered
heterocycloalkyl, and 4-10 membered heterocycloalkyl-Ci-3 alkylene are each optionally
substituted with 1 or 2 substituents independently selected from R2!; or two adjacent R%
substituents on the Cy” ring, taken together with the atoms to which they are attached, form a
fused Cs.7 cycloalkyl ring; and wherein the fused Cs.7 cycloalkyl ring is optionally substituted

with 1, 2, 3 or 4 substituents independently selected from R?!.

8. The compound of claim 1 or 2, or a pharmaceutically acceptable salt thereof, wherein
each R?’ is independently selected from Ci.6 alkyl, Ci.6 haloalkyl, C3.10 cycloalkyl, halo, and

OR®; wherein said Ci- alkyl and Cs.19 cycloalkyl are each optionally substituted with 1 or 2

substituents independently selected from R?'; or two adjacent R?° substituents on the Cy*

ring, taken together with the atoms to which they are attached, form a fused Cs.7 cycloalkyl
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ring; and wherein the fused Cs.7 cycloalkyl ring is optionally substituted with 1, 2, 3 or 4

substituents independently selected from R2!.

9. The compound of claim 1 or 2, or a pharmaceutically acceptable salt thereof, wherein
each R% is independently selected from methyl, trifluoromethyl, cyclopropyl substituted with
methanamine, fluoro, chloro, hydroxy, methoxy, ethoxy, C(O)NH(CH2)OCH3, CO-(3-
methoxyazetidin-1-yl), NHC(O)-cyclobutyl, NHC(O)-benzyl, methylamino, dimethylamino,
NHC(O)CHz-(pyrrolidin-1-yl), NHC(O)-( 1-methyl-1H-pyrazol-4-yl), NH(CO)CHa-
(cyclopentyl), NHC(O)CHoa-(pyridin-3-yl), NHC(O)CH,-(7-azabicyclo[2.2.1]heptan-7-yl),
NHC(O)-(7-oxa-2-azaspiro[3.5]nonan-2-yl), NHC(O)CH(CHsa)-(pyrrolidin-1-yl),
NHC(O)NH(CH2)20CH3, NHC(O)CH»-(azetidin-1-yl), NHC(O)CH2-(3,3-dimethylazetidin-
1-yl), NHC(O)O-(1-methylpiperidin-4-yl), NHC(O)CHo>-(dimethylamino), NHC(O)CHa-
((1R,4S)-2-azabicyclo[2.2.1]heptan-2-yl), NHC(O)(CHy>).-(dimethylamino), NHC(O)CH-CN,
(methylamino)methyl, azetidin-1-ylmethyl, CH>NH-(tetrahydro-2H-pyran-4-yl),
(isopropylamino)methyl, cyclobutyl-NHCH(CHz)2, (methylamino)ethyl, (CH2)2NH-
(tetrahydro-2H-pyran-4-yl), (CH2)2NH-(1-isopropylazetidin-3-yl), OCH-(azetidin-2-yl),
tetrahydro-2H-pyran-4-yloxy, OCH.-(pyridin-4-yl), OC(O)N(CHs)2, OC(O)-(morpholin-4-
yl), CH2NH-(pyridin-5-yl), CH2NH-(1-methyl-1H-pyrazol-3-yl), CHoNH(CH.).OH, CH2NH-
cyclopropyl, (3-methoxypiperidin-1-yl)methyl, (ethylamino)methyl, pyrrolidin-1-ylmethyl, 3-
methoxyazetidin-1-yl)methyl, pyrrolidin-2-yl, 1-methylpyrrolidin-2-yl, piperidin-2-yl,
CH2NHCHCF3, CH2NH-(3-cyclobutan-1-ol), (1-pyrrolidin-3-ol)methyl,
CH2NHCH,C(CHj3)2,0H, CH2NHCH>-(1-methyl-1H-imidazol-4-yl), CH,NHCH:-(oxazol-4-
yl), CH:2NHCH2CN, CH(CH3)NH(CHs), CH.2NHC(O)CHs, CH2NHC(O)O(CHBa),
difluoromethoxy, cyanomethyl, aminomethyl, (hydroxyl)methyl, amino, CH2(3,3-
dimethylazetidin-1-yl), CH2NH-(3-methoxycyclobutyl), CH,NHCH2-(1-methylcyclopropyl),
and morpholinyl.

10. The compound of claim 1 or 2, or a pharmaceutically acceptable salt thereof, wherein
each R? is independently selected from methyl, trifluoromethyl, cyclopropyl substituted with

methanamine, fluoro, chloro, hydroxy, methoxy, and ethoxy.

11. The compoud of claim 1 or 2, or a pharmaceutically acceptable salt thereof, wherein

each R? is independently methoxy or fluoro.

294



12.  The compound of any one of claims 1-10, or a pharmaceutically acceptable salt
thereof, wherein Cy” is selected from 2-fluoro-6-methoxyphenyl, 1-[1-(3-fluoro-5-
phenyl)cyclopropyl]methanamine, 2,6-difluorophenyl, 2,6-dimethylphenyl, 2,4,6-
trifluorophenyl, 2-chloro-6-fluorophenyl, 1-hydroxy-3,5-difluoro-phen-4-yl, 2-fluoro-6-
methylphenyl, 2-ethoxy-6-fluorophenyl, 2-chloro-6-methoxyphenyl, and 2-fluoro-6-

(trifluoromethyl)phenyl.

me*m%%mw*£%we%m%e%ﬂ%e%mw
hale, CN;NO,-OR-SR*-CLOJRP-CLOINR R -C(OYOR*-OCLOIR®-OC(OINR R, NRR¢

NRCOIR - NRCLOYORSNRS(OIRNRE Sé@sz—SGGakb—S@aNReRd—&ﬂd&@)zNReRd
whereinsaid-Co-alkyl-Co atkenyl-and Co atkynylare each-optionaty-substituted with 12,

thereofwherein R'is-selected from Cy'-C; s-alksdCo ¢ altkenyl-Ca ¢ alkynyd - C; s-haloalkeyl;
haleOR*-CLOIR-CLOINRR_CLOYOR* NRRUNRCLOIR-and NR*C(OYOR*—~wherein
Sﬁé@%—&%%@%&k%%%é@%ﬂ%@ﬂﬁ—ﬁ%%@pﬁ@%ﬂ%%&ﬁ&%ﬂ%ﬁﬂ

——each-R%isindependently selected from-Cy_¢-alkyl-Cog-alkenyl-Co g-alkynyl, € 6
haloatkovland Coap arybwheretnsaid O oalkv k- Co c-atkenyl-Co s-alkynyl-and Coo arylbare
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HH—GMM—G%M—G%‘M—%G}@M—W%‘M—G%
alkenyl, and Cy.s alkynyl of R" are cach optionally substituted with 1, 2, 3, or 4 substituents
independently-selected-from-R°-and RP-is-selected-from-Cys-atkyh-Cos-atkenyh-Cos
alkynyl-C1 6 haloakky-Cs 10 eycloatkyl-4-10-membered heteroeyeloalkyl-Ce-10 aryl-and 5-10
10-membered. hete#eeyeleauﬁd—emaﬁd—and%—}&membeped-hetemawkeﬂb%eaeh

Ce-10 aryh-and 5-10-membered-heteroaryl-wherein-satd-Cz 1o eyeloalkyl-4-10-membered
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24-13. The compound of any one of claims 231-12, or a pharmaceutically acceptable salt

thereof, wherein Cy* is selected from 4-10 membered heterocycloalkyl, Cs-10 aryl and 5-10
membered heteroaryl, wherein each 4-10 membered heterocycloalkyl and 5-10 membered
heteroaryl has at least one ring-forming carbon atom and 1, 2, 3, or 4 ring-forming
heteroatoms independently selected from N, O, and S; wherein the N and S are optionally
oxidized; wherein a ring-forming carbon atom of 5-10 membered heteroaryl and 4-10
membered heterocycloalkyl is optionally substituted by oxo to form a carbonyl group; and
wherein the 4-10 membered heterocycloalkyl, Cs.10 aryl and 5-10 membered heteroaryl are

each optionally substituted with 1, 2, 3 or 4 substituents independently selected from R,

25:14. The compound of any one of claims 231-12, or a pharmaceutically acceptable salt
thereof, wherein Cy! is thiazolyl, isoxazolyl, piperazinonyl, 1,2,3,4-tetrahydroisoquinolinyl,
piperazinyl, phenyl, pyrazolyl, pyridinyl, imidazolyl, or pyrimidinyl; each is optionally with

1, 2, 3 or 4 substituents independently selected from R,

26:15. The compound of any one of claims 231-12, or a pharmaceutically acceptable salt
thereof, wherein Cy! is thiazolyl, isoxazolyl, piperazinonyl, 1,2,3,4-tetrahydroisoquinolinyl,
piperazinyl, or phenyl; each is optionally with 1, 2, 3 or 4 substituents independently selected
from R,
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%MM%#%%M—G%&H@HH—G%&HW—&%@%%@&H&H—W%%H
auqd—eg@aueenyl—and—egeaueywkef—R are-each-optionally substituted with 1.2 3 or 4

M@M%@%M%W%W&WMW&
atod-Cos-atkeny—and-Cos-alkyryl- o R —arc-cach-optionathy-substitutedwith-1-2-3-or4

substituents-independently-selected-from-RY; and-R%is-selected-from-C, ¢-alkyl-Ca s-alkenyl:
G%W%M%M%M&Wd

33:16. The compound of any one of claims 1-3215, or a pharmaceutically acceptable salt

thereof, wherein each R is independently selected from Ci.s alkyl, C2-s alkenyl, Co-6
alkynyl, Ci.¢ haloalkyl, Cz-10 cycloalkyl, 4-10 membered heterocycloalkyl, Ce.10 aryl, 5-10
membered heteroaryl, halo, CN, OR, SR#, C(O)R™, C(O)NR®R%, C(O)OR¥, OC(O)R™,
OC(O)NR®IRY, NR°IRY, NRIC(O)RP?, NR*!C(0)OR?!, NRCIS(O)RP?, NR!S(0)R",
NRCIS(0):NRR, S(O)RL, S(O)NRCIRY, S(O),R", and S(0).NR'R; wherein said Ci.
alkyl, Co. alkenyl, Co.6 alkynyl, Cs.10 cycloalkyl, 4-10 membered heterocycloalkyl, Cs.10aryl,
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and 5-10 membered heteroaryl are each optionally substituted with 1, 2, 3, or 4 substituents

independently selected from R!!.

34.17. The compound of any one of claims 1-3215, or a pharmaceutically acceptable salt
thereof, wherein each R is independently selected from Ci alkyl, Cz.6 alkenyl, C2-
alkynyl, Ci.¢ haloalkyl, C3-10 cycloalkyl, 4-10 membered heterocycloalkyl, Ce.10 aryl, 5-10
membered heteroaryl, halo, CN, OR%, SR#, C(O)R™, C(O)NR!R%, C(O)OR*, NR'R™,
and NR'C(O)RP; wherein said C.s alkyl, C2-s alkenyl, Co-s alkynyl, Cs-10 cycloalkyl, 4-10
membered heterocycloalkyl, Cs.10 aryl, and 5-10 membered heteroaryl are each optionally

substituted with 1, 2, 3, or 4 substituents independently selected from R!!.

35:18. The compound of any one of claims 1-3215, or a pharmaceutically acceptable salt
thereof, wherein each R is independently selected from Cj alkyl, Cz-10 cycloalkyl, 4-10
membered heterocycloalkyl, Ce.10aryl, 5-10 membered heteroaryl, halo, CN, OR%,
C(O)NR'R%, and NR'R%; wherein said Ci.6 alkyl, Ca-10 cycloalkyl, 4-10 membered
heterocycloalkyl, Cs-10 aryl, and 5-10 membered heteroaryl are each optionally substituted

with 1, 2, or 3 substituents independently selected from R,

36:19. The compound of any one of claims 1-3215, or a pharmaceutically acceptable salt
thereof, wherein each R is independently selected from Ci. alkyl, Cs-10 cycloalkyl, 4-10
membered heterocycloalkyl, Ce.10aryl, 5-10 membered heteroaryl, halo, CN, and OR%,;
wherein said Ci.6 alkyl, Cs.10 cycloalkyl, 4-10 membered heterocycloalkyl, Ce.10 aryl, and 5-
10 membered heteroaryl are each optionally substituted with 1, 2, or 3 substituents

independently selected from R'!.

3+20. The compound of any one of claims 1-3619, or a pharmaceutically acceptable salt
thereof, wherein each R is independently selected from C1. alkyl, Cz-6 alkenyl, C2-6
alkynyl, C1.6 haloalkyl, C3-10 cycloalkyl, 4-10 membered heterocycloalkyl, Ce.10 aryl, 5-10
membered heteroaryl, Cs.10 cycloalkyl-Ci.3 alkylene, 4-10 membered heterocycloalkyl-Ci-3
alkylene, Cs.10aryl-Ci-salkylene, 5-10 membered heteroaryl-Ci-3 alkylene, halo, CN, OR?,
SR®, C(O)R™, C(O)NR®R®, C(O)OR®, NR®®R%, NR®C(O)R"3, and NR®*C(0)OR%;
wherein said C1.6 alkyl, Cz.6 alkenyl, C2.6 alkynyl, Cz.10 cycloalkyl, 4-10 membered
heterocycloalkyl, Ce-10 aryl, 5-10 membered heteroaryl, Cs-10 cycloalkyl-Ci.z alkylene, 4-10

membered heterocycloalkyl-Ci-3 alkylene, Ce.10 aryl-Ci-3 alkylene and 5-10 membered
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heteroaryl-Ci.3 alkylene are each optionally substituted with 1, 2, 3, or 4 substituents

independently selected from R,

38:21. The compound of any one of claims 1-3619, or a pharmaceutically acceptable salt
thereof, wherein each R is independently selected from Ci. alkyl, Cz-6 alkenyl, C2-6
alkynyl, C1.6 haloalkyl, Cz-10 cycloalkyl, 4-10 membered heterocycloalkyl, Ce.10 aryl, 5-10
membered heteroaryl, halo, CN, OR®, C(O)R", C(O)NR**R%, C(0)OR®, NR®R®, and
NR®C(0)R"; wherein said C1.6 alkyl, Cz-s alkenyl, C2-s alkynyl, Cs.10 cycloalkyl, 4-10
membered heterocycloalkyl, Cs.10aryl, and 5-10 membered heteroaryl are each optionally

substituted with 1, 2, 3, or 4 substituents independently selected from R,

39:22. The compound of any one of claims 1-3619, or a pharmaceutically acceptable salt
thereof, wherein each R is independently selected from Ci.6 alkyl, Cs.10aryl, 5-10
membered heteroaryl, halo, CN, OR®, C(O)OR®; wherein said C1.¢ alkyl, Cs-10aryl, and 5-
10 membered heteroaryl are each optionally substituted with 1, 2, or 3 substituents
independently selected from R2,

46.23. The compound of any one of claims 1-3215, or a pharmaceutically acceptable salt
thereof, wherein each R is independently selected from methyl, bromo, fluoro, CN, ethyl,
methoxy, 4-morpholinyl, 3-oxopiperazin-1-yl, 4-methylpiperazin-1-yl, 4-methyl-3-
oxopiperazin-1-yl, 4-ethylpiperazin-1-yl, 3-oxo-4-(2,2,2-trifluoroethyl)piperazin-1-yl, 4-
(methylsulfonyl)piperazin-1-yl, piperazin-1-yl, 4-isopropylpiperazin-1-yl, 4-cyclopropyl-3-
oxopiperazin-1-yl, 4-(methylsulfonyl)piperazin-1-yl, 4-bromo-phenyl, 4-cyanophenyl, 4-
pyridyl, methylaminocarbonyl, isopropylaminocarbonyl, 3-hydroxypyrrolidin-1-yl, 3-
methoxypiperidin-1-yl, 1-methylpiperidin-4-yl, ethylmethylamino, cyclopropyl, ethyl, 2-
cyanophenyl, tetrahydro-2H-pyran-4-yl, azetidin-3-yl, hydroxyethyl, 4-methoxypiperidin-1-
yl, 3-fluoropyrrolidin-1-yl, 4-methylcarbonylpiperazin-1-yl, and 4-hydroxypiperidin-1-yl, 4-
methoxycarbonylpiperazin-1-yl, amino, 2-hydroxypropylamino, (1-methyl-1H-pyrazol-5-

yl)methylamino, and 3-cyanocyclopentylamino.

41:24. The compound of any one of claims 1-3215, or a pharmaceutically acceptable salt
thereof, wherein each R is independently selected from methyl, bromo, fluoro, CN, ethyl,
methoxy, 4-morpholinyl, 3-oxopiperazin-1-yl, 4-methylpiperazin-1-yl, 4-methyl-3-
oxopiperazin-1-yl, 4-ethylpiperazin-1-yl, 3-ox0-4-(2,2,2-trifluoroethyl)piperazin-1-yl, 4-
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(methylsulfonyl)piperazin-1-yl, piperazin-1-yl, 4-isopropylpiperazin-1-yl, 4-cyclopropyl-3-
oxopiperazin-1-yl, 4-(methylsulfonyl)piperazin-1-yl, 4-bromo-phenyl, 4-cyanophenyl, and 4-
pyridyl.

Cs igcycloalkyl-4-10-membered heterocycloalkyl-Ceag aryl-5-10-membered-heteroaryhCs 1o
eyeloalkyl-Cy s alkylene-hale- OR*-C(O)R*-CIOINRTR-C(O)ORY -NR*RY;
NR¥C(O)RY-and NR“C(O)OR™:-wherein said-C1.g-atkyl-Co.s-atkenyl-Co-c-alkynyl-Cs.10

thereof-wherein-R*is-selected-from-H—C1s-atky-Co g-atkeny-Cos-alkynylC1 c-haloalkyl:
hater OR*-C{O)RY-CLOINRTRYC(OIOR - NRTRYNRCIOIR -and- NRTG{O)OR™;

(R, N |
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(V)

wherein nis 1, 2, 3, or 4; or a pharmaceutically acceptable salt thereof.

wherein nis 1, 2, 3, or 4; or a pharmaceutically acceptable salt thereof.

50:27. The compound of anry-enre-ef-claims 47-4925 or 26, or a pharmaceutically acceptable

salt thereof, wherein n is 3.

51.28. The compound of ary-ere-ef-claims 47-4925 or 26, or a pharmaceutically acceptable

salt thereof, wherein n is 2.

302



52.29. The compound of ary-enre-ef-claims 47-4925 or 26, or a pharmaceutically acceptable
salt thereof, wherein each R is independently fluoro, methyl, trifluoromethyl, CH,NHCHG,
CH>NH(i-propyl), CH»-azetidinyl, CH.NH(CH>)CH3, or CH(CH3)(NHCH3).

53-30. The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein:

R! is seleetedfrom Cy'-Co ¢ alkenyl-Co ¢ alkeynyl-C; s-haloalkyl halo, CN;NO2-ORY,
SR'-CIOIR"-CUOINRR'-COJOR - OCOIR - OCLOMINR R NRR! NRCIOIR":
NRC{O)OR* NRECLOINRRY CE=NRORYC(=NORIR®—C(=NRNRR;
NRECENRNRRENRS(OIR NRS(O)R NRS(ONNRRY-S(OIR-S(ONR R -and
SO} NRRY: whereinsaid-Co.o alkenyl-and-Co. alkynyl are each-optionally-substituted-with
12,3 er4-substituents-independently-selected from R™;

Cy! is selected from Cs.10 cycloalkyl, 4-10 membered heterocycloalkyl, Ce.10aryl and
5-10 membered heteroaryl, wherein each 4-10 membered heterocycloalkyl and 5-10
membered heteroaryl has at least one ring-forming carbon atom and 1, 2, 3, or 4 ring-forming
heteroatoms independently selected from N, O, and S; wherein the N and S are optionally
oxidized; wherein a ring-forming carbon atom of 5-10 membered heteroaryl and 4-10
membered heterocycloalkyl is optionally substituted by oxo to form a carbonyl group; and
wherein the Cs.1o cycloalkyl, 4-10 membered heterocycloalkyl, Cs.10aryl and 5-10 membered
heteroaryl are each optionally substituted with 1, 2, 3 or 4 substituents independently selected
from R;

Cy* is Ce-0aryl optionally substituted with 1, 2, 3 or 4 substituents independently
selected from R?%;

R? is Hseleetedfrom H-C c-alkyl; Cos-alkenyl-Co gs-altkynylCi 6 —C310
cycloalkyl. 4-10 membered heterocycloalkyl. Ceaoaryl. 5-10 membered heteroaryl, Caog
eyeloaltkyl-C1 3 atkylene 4-10-membered heteroeyeloalkyl-C1z alkylene, Ce g anyl-Cis
atkylene-510-membered-heteroaryl-Cys alkylene halor CN-ORY-SR¥-C(OIR";
COMNRTRY C(OHORNRTRYNRTC(OIRNRTE(OYORT  NRIS(OIRY;
NRS(0),R NRIS(O)NRIRY_S(O)RY,_ S(OINRTRY_S(0),R" —and-S(O),NRRY:
wherein said Cig alkyl, Cos alkenyl, Cog alkynyl, Cioneveloalkyl, 4-10 membered
hetereeyeloalc-Ce 10 ar-5-10-membered-heteroaryl-Cs 1o eyeloalkyd-Cy s atkylene 416
membered heteroeyeloalled-C1 s atkylene;Ce.10 aryl-C1 s atkylene-and 5—10-membered
independently selected-from R
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each R!? is independently selected from Ci.¢ alkyl, Co- alkenyl, Cz-6 alkynyl, Ci.6
haloalkyl, Cs.10 cycloalkyl, 4-10 membered heterocycloalkyl, Ces.10 aryl, 5-10 membered
heteroaryl, Cs.19 cycloalkyl-Ci.3alkylene, 6-10 membered heterocycloalkyl-Ci.3 alkylene, Ce.
10aryl-Ci-z alkylene, 5-10 membered heteroaryl-Ci.3 alkylene, halo, CN, NO,, OR*, SR?!,
C(O)R®!, C(O)NRC'R!, C(O)OR?!, OC(O)R®', OC(O)NR®'RY!, NR¢'R¥!, NR'C(O)R"",
NR¢!C(O)OR?!, NR¢'C(O)NRC'RY, C(=NR°¢HR®!, C(=NOR?*")R"!, C(=NR°")NR*'R¥,
NRC!C(=NR)NR'RY, NR°'S(O)R®!, NR®'S(0),R?!, NR¢!S(0),NR¢'R% S(O)R®!,
S(O)NRC'RY, S(0)2R?!, and S(0)NR¢!R4!; wherein said C2-s alkenyl, Ca-6 alkynyl, Cs.1o
cycloalkyl, 4-10 membered heterocycloalkyl, Ce.10aryl, 5-10 membered heteroaryl, Cs.1o
cycloalkyl-Ci3 alkylene, 6-10 membered heterocycloalkyl-Ci.3 alkylene, Ce.10 aryl-Ci-3
alkylene and 5-10 membered heteroaryl-Ci.3 alkylene are each optionally substituted with 1,
2, 3, or 4 substituents independently selected from R'!;

or two R substituents taken together with the carbon atom to which they are attached
form a spiro 3-7-membered heterocycloalky! ring, or a spiro Cs.s cycloalkyl ring; wherein
each spiro 3-7-membered heterocycloalkyl ring has at least one ring-forming carbon atom
and 1, 2 or 3, ring-forming heteroatoms independently selected from N, O, and S; wherein a
ring-forming carbon atom of each spiro 3-7-membered heterocycloalkyl ring is optionally
substituted by oxo to form a carbonyl group; and wherein the spiro 3-7-membered
heterocycloalkyl ring and spiro Cs.s cycloalkyl ring are each optionally substituted with 1, 2,
3 or 4 substituents independently selected from R'!;

each R is independently selected from Ci.6 alkyl, Cz.s alkenyl, Ca. alkynyl, Ci.
haloalkyl, Cs.10 cycloalkyl, 4-10 membered heterocycloalkyl, Ce.10 aryl, 5-10 membered
heteroaryl, Cs.19 cycloalkyl-Ci.3 alkylene, 4-10 membered heterocycloalkyl-Ci.-3 alkylene, Ce.
1aryl-Cizalkylene, 5-10 membered heteroaryl-C1.3 alkylene, halo, CN, OR®, SR*, C(O)R?,
C(O)NR®RE, C(O)OR®, NRR%, NRSC(0)R?, NRSC(O)OR®, NRSS(0)R,
NRS(0),R?, NRPS(0):NRR®E, S(O)R, S(O)NRSRE, S(0),R?, and S(O),NRR%;
wherein said C1.6 alkyl, Co.¢ alkenyl, C26 alkynyl, Cs.io cycloalkyl, 4-10 membered
heterocycloalkyl, Cs.10 aryl, 5-10 membered heteroaryl, Cs.io cycloalkyl-Ci-3 alkylene, 4-10
membered heterocycloalkyl-Ci.3alkylene, Ce.10 aryl-Ci.z alkylene and 5-10 membered
heteroaryl-Cy-3 alkylene are each optionally substituted with 1, 2, 3, or 4 substituents
independently selected from R'?;

each R'? is independently selected from C.¢ alkyl, Co- alkenyl, Co-6 alkynyl, Ci-6
haloalkyl, Cs.¢ cycloalkyl, Ce-10aryl, 5-10 membered heteroaryl, 4-7 membered
heterocycloalkyl, halo, CN, OR®, SR®, C(O)R>, C(O)NR®R% C(O)OR*» NR®R%,
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NRSC(O)R?, NRC(O)OR?, NRS(O)R?’, NRS(0),R?, NRS(0),NR*R%, S(O)R,
S(O)NR®R®, S(0)2R, and S(0)NR®R%; wherein said C1-s alkyl, Cz-6 alkenyl, C2-6
alkynyl, Cs. cycloalkyl, Ce-10aryl, 5-10 membered heteroaryl and 4-7 membered
heterocycloalkyl are each optionally substituted with 1, 2, 3, or 4 substituents independently
selected from Ré;

each R% is independently selected from Ci.¢ alkyl, Co- alkenyl, Cz-6 alkynyl, Ci.6
haloalkyl, Cs.10 cycloalkyl, 4-10 membered heterocycloalkyl, Cs.10 aryl, 5-10 membered
heteroaryl, Cs.19 cycloalkyl-Ci.3alkylene, 4-10 membered heterocycloalkyl-Ci.3 alkylene, Ce.
1aryl-Ci.zalkylene, 5-10 membered heteroaryl-Ci-3 alkylene, halo, CN, NO,, OR*, SR*,
C(O)R"2, C(O)NR®2R%2, C(O)OR?*?, OC(O)R??, OC(O)NR®?R%, NR®?2R%, NR**C(O)R",
NR®2C(0)OR?, NR2C(O)NR2R%, C(=NR**)R"2, C(=NOR*)R®?, C(=NR®?)NR2R%,
NR2C(=NR)NRR®, NR*2S(0)R?2, NR?S(0),R"?, NR®2S(0),NR2R%, S(O)R",
S(O)NR®2R%, S(0)2R", and S(0):NR**R%; wherein said Ci.¢ alkyl, C2- alkenyl, Co-6
alkynyl, Cs.i0 cycloalkyl, 4-10 membered heterocycloalkyl, Cs.10 aryl, 5-10 membered
heteroaryl, Cs.19 cycloalkyl-Ci.3alkylene, 4-10 membered heterocycloalkyl-Ci-3 alkylene, Ce.
1o aryl-Cizalkylene and 5-10 membered heteroaryl-Ci-3 alkylene are each optionally
substituted with 1, 2, 3, or 4 substituents independently selected from R?!;

or two adjacent R substituents on the Cy* ring, taken together with the atoms to
which they are attached, form a fused Cz-7 cycloalkyl ring; wherein a ring-forming carbon
atom of the fused Cs.7 cycloalkyl ring is optionally substituted by oxo to form a carbonyl
group; and wherein the fused Cs.7 cycloalkyl ring is optionally substituted with 1, 2, 3 or 4
substituents independently selected from R?!;

each R?! is independently selected from Ci.6 alkyl, Co- alkenyl, Cz-6 alkynyl, Ci-6
haloalkyl, Cs.10 cycloalkyl, 4-10 membered heterocycloalkyl, Cs.10 aryl, 5-10 membered
heteroaryl, Cs.1o cycloalkyl-Ci-zalkylene, 4-10 membered heterocycloalkyl-Ci.3alkylene, Ce.
1aryl-Ci-salkylene, 5-10 membered heteroaryl-Ci-3 alkylene, halo, CN, OR*, SR*, C(O)R®,
C(O)NR®R%, C(O)OR*, NR*R% NR*C(O)R™, NR*C(O)OR*, NR*“S(O)R™,
NR4S(0),R%, NR#S(0).NR*“R¥, S(O)R™, S(O)NR*R%, S(0)2R%, and S(O).NR*R%;
wherein said Ci.6 alkyl, C2.6 alkenyl, Co.6 alkynyl, Cs.io cycloalkyl, 4-10 membered
heterocycloalkyl, Ce-10aryl, 5-10 membered heteroaryl, Cs.io cycloalkyl-Ci-3 alkylene, 4-10
membered heterocycloalkyl-Ci-3 alkylene, Ce-10 aryl-Ci-3 alkylene and 5-10 membered
heteroaryl-C1-3 alkylene are each optionally substituted with 1, 2, 3, or 4 substituents

independently selected from R??;
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or two R?! substituents taken together with the carbon atom to which they are attached
form a spiro Cz-7 cycloalkyl ring; wherein a ring-forming carbon atom of the spiro Cz.7
cycloalkyl ring is optionally substituted by oxo to form a carbonyl group; and wherein the
spiro Ca.7 cycloalkyl ring is optionally substituted with 1, 2, 3 or 4 substituents independently
selected from R??;

each R* is independently selected from C.¢ alkyl, Co- alkenyl, Cz.6 alkynyl, Ci.6
haloalkyl, Cs.6 cycloalkyl, phenyl, 5-6 membered heteroaryl, 4-7 membered heterocycloalkyl,
halo, CN, OR?®, SR%, C(O)R®S, C(O)NR®R%, C(O)OR*, NRR%, NRC(O)R,
NRC(O)OR?*®, NRS(O)R"®, NR°S(0),R?®, NR®S(0),NR®R%, S(O)R", S(O)NRR,
S(0)2R, and S(0):NR*R%; wherein said C1-s alkyl, Co-6 alkenyl, Ca- alkynyl, Cs6
cycloalkyl, phenyl, 5-6 membered heteroaryl and 4-7 membered heterocycloalkyl are each
optionally substituted with 1, 2, 3, or 4 substituents independently selected from Ré;

e&eh—R%ﬂ—mdepeﬂda&ﬂ%se}e&eéﬁemG;éa}kyi—G%&Ikenyl—G%%kynyl—Gw

haloalcor-Cas €y
m&@N—@R%—SR%—G@ak“%%R%—e@}QR%—NR%R%—NR%Q%%
S{O)R _and-S{O)NRPR®: wherein-said-C1s-atky-Cos-alkenylCos-atkynylhCss

cach-Rand R tndependenthoselected-Prom-H-C Lo -Co patkenylh-C. -alopnyt
Ci1-s haloalkeyd-C3_1 eyeloalkyl; 4-10-membered heteroeyeloalkyl,Ce 10 aryhand 510
membered heteroaryl: wherein said Cy o alkyl, Cos alkenyl, Cag alkynyl, Cs o cyvcloalkyl. 4-
Homembered heteroevetoatorCon arybandS—Hmoembered-heteroarvbare-cach-optonathe

10.

2 2 2 9

each-R%is-independently-selectedfrom-C; ¢-alkyl-Cos-atkenyl-Co s-alkynylC ¢
hatoalkyh-C3 10 eyeloalkyl4-10-membered heteroeyeloalkyl-Ce 10 aryl-and 5-10-membered
hetefeagd—whefemaé@%ﬁﬂeﬂ—G%%keHH—G%&HéynH—Gmeyée&H@—MG

each-R%-is-independently-selectedfrom Gy ¢-alkenyl-GCos-alkynyl-C, ¢ halealled 710
membered heteroeyeloallard-Cs.10 aFyland 5-10-membered-heteroaryl:-wherein-said-Cos
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each R?!, R and RY! is independently selected from H, Ci.6 alkyl, C2 alkenyl, Cz-6

alkynyl, Ci.¢ haloalkyl, Cs.19 cycloalkyl, 4-10 membered heterocycloalkyl, Ces.10 aryl and 5-10
membered heteroaryl; wherein said Ci.6 alkyl, C2.6 alkenyl, C2 alkynyl, Cs.io cycloalkyl, 4-
10 membered heterocycloalkyl, Ce-10 aryl and 5-10 membered heteroaryl are each optionally
substituted with 1, 2, 3, or 4 substituents independently selected from R!!;

or any R°! and R attached to the same N atom, together with the N atom to which
they are attached, form a 4-, 5-, 6- or 7-membered heterocycloalkyl group optionally
substituted with 1, 2, 3 or 4 substituents independently selected from R'!;

each R®! is independently selected from Ci alkyl, Cz-6 alkenyl, Co- alkynyl, Ci
haloalkyl, Cs.10 cycloalkyl, 4-10 membered heterocycloalkyl, Cs-10 aryl and 5-10 membered
heteroaryl; wherein said Ci.s alkyl, C2.6 alkenyl, Cz-¢ alkynyl, Cs.io cycloalkyl, 4-10
membered heterocycloalkyl, Ce.10aryl and 5-10 membered heteroaryl are each optionally
substituted with 1, 2, 3, or 4 substituents independently selected from R!!;

each R is independently selected from H, CN, Ci.¢ alkyl, C1-¢ haloalkyl, Ci-s
alkylthio, C1.6 alkylsulfonyl, Ci.alkylcarbonyl, C1.6 alkylaminosulfonyl, carbamyl, C1¢
alkylcarbamyl, di(C1.¢ alkyl)carbamyl, aminosulfonyl, C1.alkylaminosulfonyl and di(C1-6
alkyl)aminosulfonyl;

each R, R®? and R%, is independently selected from H, C.¢ alkyl, C2 alkenyl, Co-6
alkynyl, Ci.¢haloalkyl, Cs.19 cycloalkyl, 4-10 membered heterocycloalkyl, Cs.10 aryl and 5-10
membered heteroaryl; wherein said Ci.s alkyl, C2.¢ alkenyl, C2.6 alkynyl, Cs.io cycloalkyl, 4-
10 membered heterocycloalkyl, Ce.10 aryl and 5-10 membered heteroaryl are each optionally
substituted with 1, 2, 3, or 4 substituents independently selected from R?!;

or any R°? and R% attached to the same N atom, together with the N atom to which
they are attached, form a 4-, 5-, 6- or 7-membered heterocycloalkyl group optionally
substituted with 1, 2, 3 or 4 substituents independently selected from R?!;

each R is independently selected from Ci alkyl, C2.6 alkenyl, Ca.6 alkynyl, C1.s
haloalkyl, Cs.10 cycloalkyl, 4-10 membered heterocycloalkyl, Cs.10 aryl and 5-10 membered
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heteroaryl; wherein said Ci. alkyl, C2.6 alkenyl, Co.s alkynyl, Cs.io cycloalkyl, 4-10
membered heterocycloalkyl, Cs.10aryl and 5-10 membered heteroaryl are each optionally
substituted with 1, 2, 3, or 4 substituents independently selected from R?!;

each R® is independently selected from H, CN, Ci.¢ alkyl, C1-¢ haloalkyl, C1-6
alkylthio, C1.¢ alkylsulfonyl, C1.6 alkylcarbonyl, C1.6 alkylaminosulfonyl, carbamyl, C16
alkylcarbamyl, di(C1.6 alkyl)carbamyl, aminosulfonyl, C1.6 alkylaminosulfonyl and di(C1-¢
alkyl)aminosulfonyl;

each R#, R® and R%, is independently selected from H, Ci alkyl, Cz- alkenyl, Cz-¢
alkynyl, Ci.shaloalkyl, Cz.¢ cycloalkyl, phenyl, 5-6 membered heteroaryl and 4-7 membered
heterocycloalkyl; wherein said Ci.6 alkyl, Co.6 alkenyl, Co.¢ alkynyl, Cs. cycloalkyl, phenyl,
5-6 membered heteroaryl and 4-7 membered heterocycloalkyl are each optionally substituted
with 1, 2, 3, or 4 substituents independently selected from R'?;

or any R® and R® attached to the same N atom, together with the N atom to which
they are attached, form a 4-, 5-, 6- or 7-membered heterocycloalkyl group optionally
substituted with 1, 2 or 3 substituents independently selected from R'?;

each R is independently selected from Ci alkyl, Cz-6 alkenyl, C2- alkynyl, Ci
haloalkyl, Cs.6 cycloalkyl, phenyl, 5-6 membered heteroaryl and 4-7 membered
heterocycloalkyl; wherein said Ci.6 alkyl, Co.6 alkenyl, Co.¢ alkynyl, Cs. cycloalkyl, phenyl,
5-6 membered heteroaryl and 4-7 membered heterocycloalkyl are each optionally substituted
with 1, 2, 3, or 4 substituents independently selected from R'?;

each R* R and R%, is independently selected from H, C.¢ alkyl, C2 alkenyl, Co-6
alkynyl, Ci.¢ haloalkyl, Cz.¢ cycloalkyl, phenyl, 5-6 membered heteroaryl and 4-7 membered
heterocycloalkyl; wherein said Ci.s alkyl, C26 alkenyl, C2.¢ alkynyl, Cz¢ cycloalkyl, phenyl,
5-6 membered heteroaryl and 4-7 membered heterocycloalkyl are each optionally substituted
with 1, 2, 3, or 4 substituents independently selected from R??;

or any R and R% attached to the same N atom, together with the N atom to which
they are attached, form a 4-, 5-, 6- or 7-membered heterocycloalkyl group optionally
substituted with 1, 2 or 3 substituents independently selected from R??;

each R™ is independently selected from Ci alkyl, Cz.6 alkenyl, C2.6 alkynyl, C1.s
haloalkyl, Cs.¢ cycloalkyl, phenyl, 5-6 membered heteroaryl and 4-7 membered
heterocycloalkyl; wherein said Ci.6 alkyl, C26 alkenyl, C2.6 alkynyl, Cz¢ cycloalkyl, phenyl,
5-6 membered heteroaryl and 4-7 membered heterocycloalkyl are each optionally substituted

with 1, 2, 3, or 4 substituents independently selected from R??;
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each R*, R® and R%, is independently selected from H, Ci alkyl, Cz- alkenyl, C2-6
alkynyl and Ci.¢ haloalkyl; wherein said Ci.6 alkyl, C2.¢ alkenyl and Cz.¢ alkynyl are each
optionally substituted with 1, 2, 3, or 4 substituents independently selected from Ré;

each R is independently selected from Ci alkyl, Cz-6 alkenyl, Co-6 alkynyl and Ci-6
haloalkyl; wherein said Ci.¢ alkyl, C26 alkenyl and Cz-¢ alkynyl are each optionally
substituted with 1, 2, 3, or 4 substituents independently selected from R&;

each R%*, R and R% is independently selected from H, Ci.6 alkyl, C2 alkenyl, Cz-6
alkynyl and Ci. haloalkyl; wherein said Ci.6 alkyl, C2.6 alkenyl and C».¢ alkynyl are each
optionally substituted with 1, 2, 3, or 4 substituents independently selected from Ré;

each R is independently selected from C).¢ alkyl, C2- alkenyl, Co-6 alkynyl, and Ci-6
haloalkyl; wherein said Ci- alkyl, Co6 alkenyl and Cz.¢ alkynyl are each optionally

substituted with 1, 2, 3, or 4 substituents independently selected from R#; and

eachR* R _and R-is-independently selected from H-C, c-alkyl, Cos-alkenyl Cos
atkyryh-C1 s halealkeyh-Cs 1o eveloalkyl410-membered heteroeyeloalkyl-Ce 10 aryland 510
membﬁeéhet&eww%%é@%%%ﬁ”w%%ﬂw%meyw

each R™-is-independentlyselected-from €y ¢-atkyl-Coc-atkenyl-Co s-atkynyland €16
haloalleyl;

each R R and R%*_is independently seleeted from H, C, ¢-alkyl, Co s alkenyl Cos
atkyayl-C-s haloatkeyt-Ca 6. 6y
%ﬁé@%—ﬂﬁ%&@%%%ﬁk&ﬂﬂ—e%ﬂw—@%%@w—%ﬂ%

heteroeyeloalkylk-wherein-said-C calkyl-Gos-atkenyl-Co.s-alkyryl-Cs ¢ eycloalkylphenyl;
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with 1. 2. 3, or 4 substituents independently selected from R and
each RY is independently selected from OH, NO», CN, halo, C1.s alkyl, C2.6 alkenyl,

C2.6 alkynyl, C16 haloalkyl, Cs. cycloalkyl, Cs.¢ cycloalkyl-Ci.2 alkylene, Ci.6 alkoxy, Ci6
haloalkoxy, Ci.zalkoxy-Ci-zalkyl, Ci-3alkoxy-Ci.3 alkoxy, HO-Ci.3 alkoxy, HO-C1-z alkyl,
cyano-Ci-zalkyl, H2N-Ci.z alkyl, amino, Ci-salkylamino, di(Ci.6 alkyl)amino, thio, Ci.6
alkylthio, Cy. alkylsulfinyl, C1¢ alkylsulfonyl, carbamyl, C1.¢ alkylcarbamyl, di(C16
alkyl)carbamyl, carboxy, C1.¢ alkylcarbonyl, Ci.¢ alkoxycarbonyl, Ci.¢ alkylcarbonylamino,
Cusalkylsulfonylamino, aminosulfonyl, Ci.¢ alkylaminosulfonyl, di(C1.¢ alkyl)aminosulfonyl,
aminosulfonylamino, C1-¢ alkylaminosulfonylamino, di(C1-¢ alkyl)aminosulfonylamino,

aminocarbonylamino, Ci.¢ alkylaminocarbonylamino, and di(Ci.¢ alkyl)aminocarbonylamino.

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

R' is selected-from Cy ' Copatkenyh Cog alkynyh €y haloalkyl-halo- CN;NO2-ORY,

SR CLOIRP-CLOINR R, _CLOYOR*-OCLOIR - OC(OINR R, NRRY NRCLOIR and

NRC(O)OR —~wherein-said-C> ¢ altkenyl-and-Co ¢ allcynyl-are-each-optionally-substituted-with
12,3 or4-substituents-independently-selectedfrom R™;

Cy! is selected from Cs.10 cycloalkyl, 4-10 membered heterocycloalkyl, Ce.10aryl and
5-10 membered heteroaryl, wherein each 4-10 membered heterocycloalkyl and 5-10
membered heteroaryl has at least one ring-forming carbon atom and 1, 2, 3, or 4 ring-forming
heteroatoms independently selected from N, O, and S; wherein the N and S are optionally
oxidized; wherein a ring-forming carbon atom of 5-10 membered heteroaryl and 4-10
membered heterocycloalkyl is optionally substituted by oxo to form a carbonyl group; and
wherein the Cs.1o cycloalkyl, 4-10 membered heterocycloalkyl, Cs.10aryl and 5-10 membered
heteroaryl are each optionally substituted with 1, 2, 3 or 4 substituents independently selected
from R;

Cy” is Ce-10aryl optionally substituted with 1, 2, 3 or 4 substituents independently
selected from R?%;

R? is H-selected-fromH,-C; s-alleyl-Co g-alkenyl-Cos-alkynyl-C, s-haloalleyl hale;
CN, OR*_SR# —G{G}Rb; —G{Q}NRQR‘# —9699935# _NRR? M&?@G@)Rbl —N—R&?GQQ}QR‘#;
NRS(O)RY, NRS(O)RY, NRS(0),NRRY._S(O)RY, S(OINRRY, S(O),R"; and
SLO)NRRY: wwherein-said-C1e-alkyl-Cos-atkenyl-and-Co ¢-alkynyl-are-each-optionally
substituted-with- 12, 3-or4-substituents-independently selected from R,

310



each R!? is independently selected from Ci.¢ alkyl, Co- alkenyl, Cz-6 alkynyl, Ci.6
haloalkyl, Cs.10 cycloalkyl, 4-10 membered heterocycloalkyl, Ces.10 aryl, 5-10 membered
heteroaryl, halo, CN, NO,, OR, SR?!, C(O)R"!, C(O)NR*!R?!, C(O)OR?!, OC(O)R"!,
OC(O)NRC'RY, NR'R!, NR°!'C(O)RP!, and NR®'C(O)OR?; wherein said Ca- alkenyl, Cz-
alkynyl, Cs.jo cycloalkyl, 4-10 membered heterocycloalkyl, Cs.10 aryl, and 5-10 membered
heteroaryl are each optionally substituted with 1, 2, 3, or 4 substituents independently
selected from R'!;

each R!! is independently selected from C;.6 alkyl, Cz-6 alkenyl, Co.¢ alkynyl, Ci.
haloalkyl, Cs.10 cycloalkyl, 4-10 membered heterocycloalkyl, Ces.10 aryl, 5-10 membered
heteroaryl, halo, CN, OR*, SR, C(O)R", C(O)NR®R%, C(O)OR*, NR“R®, NRSC(O)R™,
NRSC(0)OR®, S(O)R, S(O)NRR%, S(0):R, and S(0)NR*R®¥; wherein said Ci-¢ alkyl,
C2.6 alkenyl, Co.6 alkynyl, Cs.i0 cycloalkyl, 4-10 membered heterocycloalkyl, Cs.10aryl, and 5-
10 membered heteroaryl are each optionally substituted with 1, 2, 3, or 4 substituents
independently selected from R'?;

each R'? is independently selected from Cj.¢ alkyl, Co- alkenyl, Cz-6 alkynyl, Ci.6
haloalkyl, halo, CN, OR®, SR®, C(O)R?’, C(O)NR®R%  C(O)OR* NR®R% NR®C(O)R,
NR®C(0)OR®, NRS(O)R?, NR®S(0)2R, NR®S(0)NRR®, S(O)R?, S(O)NRRY,
S(0)2R, and S(0):NR®R%; wherein said C1-s alkyl, Co- alkenyl, and Co- alkynyl are each
optionally substituted with 1, 2, 3, or 4 substituents independently selected from Ré;

each R% is independently selected from Cj.¢ alkyl, Co- alkenyl, Cz-6 alkynyl, Ci-6
haloalkyl, Cs.10 cycloalkyl, 4-10 membered heterocycloalkyl, Ce.10 aryl, 5-10 membered
heteroaryl, 4-10 membered heterocycloalkyl-C).3 alkylene, halo, CN, NO,, OR*?, SR*?,
C(O)R"2, C(O)NR®2R%2, C(O)OR?2, OC(O)R"?, OC(O)NR®2R%, NR®2R%, NR®2C(O)R"2, and
NR“C(0)OR™; wherein said C1.¢ alkyl, C2-6 alkenyl, C2 alkynyl, Cs.io cycloalkyl, 4-10
membered heterocycloalkyl, Ce.10aryl, 5-10 membered heteroaryl, and 4-10 membered
heterocycloalkyl-Ci.3 alkylene are each optionally substituted with 1, 2, 3, or 4 substituents
independently selected from R?!;

or two adjacent R? substituents on the Cy” ring, taken together with the atoms to
which they are attached, form a fused Cz-7 cycloalkyl ring; wherein a ring-forming carbon
atom of the fused Cs.7 cycloalkyl ring is optionally substituted by oxo to form a carbonyl
group; and wherein the fused Cz.7 cycloalkyl ring is optionally substituted with 1, 2, 3 or 4
substituents independently selected from R?!;

each R?' is independently selected from Ci. alkyl, C2.6 alkenyl, Ca.6 alkynyl, C1.s
haloalkyl, Cs.10 cycloalkyl, 4-10 membered heterocycloalkyl, Cs-10 aryl, 5-10 membered
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heteroaryl, halo, CN, OR*, SR*, C(O)R®, C(O)NR*“R%*, C(O)OR*, NR*“R%*, NR**C(O)R,
and NR®*C(O)OR™; wherein said C1-6 alkyl, Cz-6 alkenyl, C2-¢ alkynyl, Cs.1 cycloalkyl, 4-10
membered heterocycloalkyl, Ce-10aryl, and 5-10 membered heteroaryl are each optionally
substituted with 1, 2, 3, or 4 substituents independently selected from R?2;

each R* is independently selected from C.¢ alkyl, Co- alkenyl, Cz- alkynyl, Ci.6
haloalkyl, phenyl, 5-6 membered heteroaryl, 4-7 membered heterocycloalkyl, halo, CN,
OR®, SR¥, C(O)R"®, C(O)NRR% C(O)OR?*®, NRR% NRC(O)R"®, and NR*C(O)OR;
wherein said Ci.6 alkyl, Co.6 alkenyl, Co¢ alkynyl, and 5-6 membered heteroaryl are each
optionally substituted with 1 substituents independently selected from Ré;

each-R*"isindependently selected from C o atkyl Cosalkenyl Cosatkynyland €1
hettontad:

each-R*and R°is-independently selected from H,C,; salkyl,-Co g-alkenylCo s-alkynyl;
M%M@&Hﬁd%h&%%é@%ﬁﬂﬁd—@%ﬁ”@ﬂﬂ%@%ﬁ”@ﬂﬂ—ﬁ%%@pﬂm%y

each-R%is-independently selected from-C_¢-altkylCoc-alkenyl-Cos-alkynyl C
Wwﬂ%%%%%—@%ﬁ”%ﬂ—%@m&%%
om-R 4-9

e&eh—Rb%—mdepeﬂda%ﬂ%se}e&eéﬁem—Gg@%kenw—G%%kynyJ—G%ha}eaﬂM}O
membered heteroeveloathad—Coorn arylandS—t0-moembered-heteroandwhercin—~ad-Co
M%%%W%@%&%%%W&Hﬁ—@m&ﬁd—&%@%ﬁ%

selected-fromR*O:
each R?!, R and RY! is independently selected from H, Ci.6 alkyl, C2 alkenyl, Cz-6

alkynyl, Ci.s haloalkyl, and Cs.io cycloalkyl; wherein said Ci-¢ alkyl, Co.6 alkenyl, Co.6
alkynyl, and Cs.10 cycloalkyl are each optionally substituted with 1, 2, or 3 substituents
independently selected from R!!;

each R®! is independently selected from Ci alkyl, Cz-6 alkenyl, Co- alkynyl, Ci
haloalkyl, Cs.10 cycloalkyl, 4-10 membered heterocycloalkyl, Cs.10 aryl and 5-10 membered
heteroaryl; wherein said Ci.¢ alkyl, C2. alkenyl, Cz.¢ alkynyl, Cs.10 cycloalkyl, 4-10
membered heterocycloalkyl, Ce-10aryl and 5-10 membered heteroaryl are each optionally
substituted with 1, 2, 3, or 4 substituents independently selected from R!!;

each R, R®? and R%, is independently selected from H, Ci alkyl, Cz- alkenyl, C2-6
alkynyl, Ci.¢ haloalkyl, and 4-10 membered heterocycloalkyl; said Ci.¢ alkyl and 4-10
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membered heterocycloalkyl are each optionally substituted with 1, 2, or 3 substituents
independently selected from R?!;

or any R°? and R% attached to the same N atom, together with the N atom to which
they are attached, form a 4-, 5-, 6- or 7-membered heterocycloalkyl group optionally
substituted with 1, 2, 3 or 4 substituents independently selected from R?!;

each R? is independently selected from Ci alkyl, Cz-6 alkenyl, C2- alkynyl, Ci
haloalkyl, Cs.10 cycloalkyl, 4-10 membered heterocycloalkyl, and 5-10 membered heteroaryl;
wherein said Ci.¢ alkyl, Cs.10 cycloalkyl, 4-10 membered heterocycloalkyl, and 5-10
membered heteroaryl are each optionally substituted with 1, 2, or 3 substituents
independently selected from R?!;

each R#, R® and R%, is independently selected from H, Ci alkyl, Cz- alkenyl, Cz-6
alkynyl, and Ci.¢ haloalkyl;

each R is independently selected from Ci.6 alkyl, Co-6 alkenyl, Co-6 alkynyl, Ci.
haloalkyl, and phenyl;

each R*, R® and R%, is independently selected from H, Ci alkyl, Cz- alkenyl, C2-6
alkynyl, Ci.s haloalkyl, phenyl, Cs.6 cycloalkyl, 5-6 membered heteroaryl and 4-7 membered
heterocycloalkyl; wherein said Ci.s alkyl, Co.6 alkenyl, Co.¢ alkynyl, phenyl, Cz.6 cycloalkyl,
5-6 membered heteroaryl and 4-7 membered heterocycloalkyl are each optionally substituted
with 1, 2, or 3 substituents independently selected from R??;

or any R°* and R% attached to the same N atom, together with the N atom to which
they are attached, form a 4-, 5-, 6- or 7-membered heterocycloalkyl group;

each R™ is independently selected from Ci alkyl, C2.6 alkenyl, C2.6 alkynyl, C1.s
haloalkyl, Cs.6 cycloalkyl, and phenyl;

each R%, R® and R%, is independently selected from H, Ci alkyl, Cz- alkenyl, C2-6
alkynyl and C.¢ haloalkyl;

each R is independently selected from Ci alkyl, C2.6 alkenyl, C2.6 alkynyl and Ci.6
haloalkyl;

each R%, R and R% is independently selected from H, Ci.6 alkyl, C2 alkenyl, Cz-6
alkynyl and Ci.¢ haloalkyl;

each R" is independently selected from Ci. alkyl, C2.¢ alkenyl, C2.6 alkynyl, and C1.
haloalkyl; and

cach R R and R is independently sclected from H €L alkyl. oo atkenyl, Cos

om 39;
b
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each RY is independently selected from OH, NO», CN, halo, C1.s alkyl, C2.¢ alkenyl,
C2-6 alkynyl, C1.6 haloalkyl, Cs. cycloalkyl, Cs.s cycloalkyl-Ci-2 alkylene, C1.6 alkoxy, Ci-6
haloalkoxy, Ci.3alkoxy-Ci-zalkyl, Ci-3alkoxy-Ci.3 alkoxy, HO-C1.3 alkoxy, HO-C1-z alkyl,
cyano-Ci-z alkyl, H2N-Cy-3 alkyl, amino, Ci.s alkylamino, di(Cy-6 alkyl)amino, thio, C16
alkylthio, Cy alkylsulfinyl, C1¢ alkylsulfonyl, carbamyl, C1.¢ alkylcarbamyl, di(C16
alkyl)carbamyl, carboxy, Ci.¢alkylcarbonyl, Ci.¢ alkoxycarbonyl, C1.¢ alkylcarbonylamino,
Cusalkylsulfonylamino, aminosulfonyl, Ci.¢ alkylaminosulfonyl, di(C1.¢ alkyl)aminosulfonyl,
aminosulfonylamino, Ci.¢ alkylaminosulfonylamino, di(C1.¢ alkyl)aminosulfonylamino,

aminocarbonylamino, Ci.¢ alkylaminocarbonylamino, and di(Cz.¢ alkyl)aminocarbonylamino.

55:32. The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein:

R! is selectedfrom-Cy'-Ca g alkenylCo 6 alkynyl-C,_-haloalkylhalo CN;OR?
CEORCEONR R - CHHORTNRRINRCEOIR and NRCHOIOR whercinsatd C
alkenyl and Caalkynyl are cach optionally substituted with 1. 2. 3, or 4 substitucnts
independentlyselected fromR'’;

Cy' is selected from 4-10 membered heterocycloalkyl, Cs-10aryl and 5-10 membered
heteroaryl, wherein each 4-10 membered heterocycloalkyl and 5-10 membered heteroaryl has
at least one ring-forming carbon atom and 1, 2, 3, or 4 ring-forming heteroatoms
independently selected from N, O, and S; wherein the N and S are optionally oxidized;
wherein a ring-forming carbon atom of 5-10 membered heteroaryl and 4-10 membered
heterocycloalkyl is optionally substituted by oxo to form a carbonyl group; and wherein the
4-10 membered heterocycloalkyl, Cs.10 aryl and 5-10 membered heteroaryl are each
optionally substituted with 1, 2, 3 or 4 substituents independently selected from R;

Cy” is Ce-10aryl optionally substituted with 1, 2, 3 or 4 substituents independently
selected from R?%;

R? is H-selected-fromH;-C; ¢-alleyl-Co g-atkenyl-Cos-alkynyl-C,_¢-haloalleydhaleand
OR*;

each R!? is independently selected from C.¢ alkyl, Co- alkenyl, Cz-¢ alkynyl, Ci-6
haloalkyl, Cs.10 cycloalkyl, 4-10 membered heterocycloalkyl, Cs.10 aryl, 5-10 membered
heteroaryl, halo, CN, OR?!, C(O)NR®'R4!, and NR®'R%!; wherein said Ca- alkenyl, C2-¢
alkynyl, Cs.10 cycloalkyl, 4-10 membered heterocycloalkyl, Cs.10aryl, and 5-10 membered
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heteroaryl are each optionally substituted with 1, 2, 3, or 4 substituents independently
selected from R'';

each R!! is independently selected from C;.6 alkyl, Cz-6 alkenyl, Co.¢ alkynyl, Ci.
haloalkyl, Cs.10 cycloalkyl, 4-10 membered heterocycloalkyl, Cs.10 aryl, 5-10 membered
heteroaryl, halo, CN, OR*, C(O)OR*, C(O)NR®R%, NR3R%, NRSC(O)R", S(0)R™, and
S(0)2NR®R%; wherein said C1-6 alkyl, C2-s alkenyl, Co-6 alkynyl, Cs.10 cycloalkyl, 4-10
membered heterocycloalkyl, Ce.10aryl, and 5-10 membered heteroaryl are each optionally
substituted with 1, 2, 3, or 4 substituents independently selected from R'2;

each R'? is independently selected from C.¢ alkyl, Co- alkenyl, Cz-6 alkynyl, Ci.6
haloalkyl, halo, and CN;

each R% is independently selected from C.¢ alkyl, Co- alkenyl, Cz.6 alkynyl, Ci.6
haloalkyl, Cs.10 cycloalkyl, 4-10 membered heterocycloalkyl, Cs.10 aryl, 5-10 membered
heteroaryl, 4-10 membered heterocycloalkyl-C-3 alkylene, halo, OR*, C(O)R?,
C(O)NR®?R%2, OC(0)R", OC(O)NR®2R%, NR?R%?, NR®*C(O)R??, NR®2C(O)OR?*, and
NR2C(O)NR*R%; wherein said C1-¢ alkyl, Cz-6 alkenyl, Cz-¢ alkynyl, Cs.10 cycloalkyl, 4-10
membered heterocycloalkyl, Cs.10aryl, 5-10 membered heteroaryl, and 4-10 membered
heterocycloalkyl-C1-3 alkylene are each optionally substituted with 1, 2, 3, or 4 substituents
independently selected from R?!;

or two adjacent R?° substituents on the Cy” ring, taken together with the atoms to
which they are attached, form a fused Cz-7 cycloalkyl ring; wherein a ring-forming carbon
atom of the fused Cz.7 cycloalkyl ring is optionally substituted by oxo to form a carbonyl
group; and wherein the fused Cs.7 cycloalkyl ring is optionally substituted with 1, 2, 3 or 4
substituents independently selected from R?!;

each R?! is independently selected from Cj.¢ alkyl, Co- alkenyl, Cz.6 alkynyl, Ci-6
haloalkyl, Cs.10 cycloalkyl, 4-10 membered heterocycloalkyl, Ce.10 aryl, 5-10 membered
heteroaryl, halo, CN, OR* NR*R%, NR**C(O)R™, and NR**C(O)OR*; wherein said C1-6
alkyl, Co.¢ alkenyl, Co¢ alkynyl, and Cs.io cycloalkyl, 4-10 membered heterocycloalkyl, Ce-10
aryl, and 5-10 membered heteroaryl are each optionally substituted with 1, 2, 3, or 4
substituents independently selected from R?2;

each R* is independently selected from Ci alkyl, Cz.6 alkenyl, Ca.6 alkynyl, C1.s
haloalkyl, phenyl, 5-6 membered heteroaryl, 4-7 membered heterocycloalkyl, halo, CN,
OR%, NR®RY, and NR®®C(O)R"®; wherein said Ci- alkyl, Cz-6 alkenyl, C2-s alkynyl, and 5-6
membered heteroaryl are each optionally substituted with 1 or 2 substituents independently

selected from R&;

315



each R%and R is independently selected from H and-Cy ¢ alkyk:
each R%is-independently selected-from Cy_¢-atkyl-Cos-atkenyh-Co.s-atkynyh-Ci

each R?!, R°!, and R is independently selected from H, Cj.¢ alkyl, and Cs.10
cycloalkyl; wherein said C.¢ alkyl and Cs.10 cycloalkyl, are each optionally substituted with 1
or 2 substituents independently selected from R';

each R*2, R®2 and R¥ is independently selected from H, C1 alkyl, Co-6 alkenyl, Ca-6
alkynyl, Ci.¢ haloalkyl, and 4-10 membered heterocycloalkyl; wherein said Ci.6 alkyl, C2-6
alkenyl, C..¢ alkynyl, and 4-10 membered heterocycloalkyl are each optionally substituted
with 1 or 2 substituents independently selected from R?!;

or any R®? and R% attached to the same N atom, together with the N atom to which
they are attached, form a 4-, 5-, 6- or 7-membered heterocycloalkyl group optionally
substituted with 1, 2, 3 or 4 substituents independently selected from R?!;

each R®? is independently selected from C.6 alkyl, C3.10 cycloalkyl, 4-10 membered
heterocycloalkyl, and 5-10 membered heteroaryl; wherein said Ci.¢ alkyl, Cs.10 cycloalkyl, 4-
10 membered heterocycloalkyl, and 5-10 membered heteroaryl are each optionally substituted
with 1 or 2 substituents independently selected from R?!;

each R#, R® and R%, is independently selected from H, Ci alkyl, Cz- alkenyl, C2-6
alkynyl, and Ci.¢ haloalkyl;

each R™ is independently selected from Ci alkyl, Cz.6 alkenyl, C2.6 alkynyl, C1.s
haloalkyl, and phenyl;

each R*, R® and R% is independently selected from H, Ci.6 alkyl, C2 alkenyl, Cz-6
alkynyl, Ci.¢ haloalkyl, Cz.¢ cycloalkyl, 5-6 membered heteroaryl and 4-7 membered
heterocycloalkyl; wherein said Ci.¢ alkyl, C2- alkenyl, Cz.6 alkynyl, Ci.¢ haloalkyl, Cs.6
cycloalkyl, 5-6 membered heteroaryl and 4-7 membered heterocycloalkyl are each optionally
substituted with 1 or 2 substituents independently selected from R??;

or any R and R% attached to the same N atom, together with the N atom to which

they are attached, form a 4-, 5-, 6- or 7-membered heterocycloalkyl group;
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each R* is independently selected from Ci alkyl;

each R is independently selected from H and Ci alkyl;

each R and R% is independently selected from H, Ci alkyl, Cz-6 alkenyl, C2-6
alkynyl and Ci.¢ haloalkyl;

each R is independently selected from Ci alkyl, Cz-6 alkenyl, Co-s alkynyl, and Ci.6
haloalkyl; and

each-R*is-independently-selected-from H-and-C, ¢-alkyl;-and

each RY is independently selected from Cy.6 alkyl.

56:33. The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein:

R! is selectedfrom-Cy'-Co ¢ alkeny,—C(OINR R _and NR°RYNRC(OIR :—~wherein
said Co ¢ alkenyl is optionally substituted with 1 independently selected from R*°;

Cy' is selected from 4-10 membered heterocycloalkyl, Cs-10aryl and 5-10 membered
heteroaryl, wherein each 4-10 membered heterocycloalkyl and 5-10 membered heteroaryl has
at least one ring-forming carbon atom and 1, 2, 3, or 4 ring-forming heteroatoms
independently selected from N, O, and S; wherein the N and S are optionally oxidized,
wherein a ring-forming carbon atom of 5-10 membered heteroaryl and 4-10 membered
heterocycloalkyl is optionally substituted by oxo to form a carbonyl group; and wherein the
4-10 membered heterocycloalkyl, Ces-10 aryl and 5-10 membered heteroaryl are each
optionally substituted with 1 or 2 substituents independently selected from R*;

Cy* is Ce-0aryl optionally substituted with 1, 2, 3, or 4 substituents independently
selected from R?%;

R? is Hrhalo;or ORY;

each R'? is independently selected from Ci alkyl, Cs-10 cycloalkyl, 4-10 membered
heterocycloalkyl, Cg-10aryl, 5-10 membered heteroaryl, halo, CN, OR*, C(O)NR'R¥!, and
NRC'RY; wherein said Cs.10 cycloalkyl, 4-10 membered heterocycloalkyl, Cs.10aryl, and 5-10
membered heteroaryl are each optionally substituted with 1 or 2 substituents independently
selected from R'!;

each R is independently selected from Ci.6 alkyl, Ci-s haloalkyl, Ce.10aryl, 5-10
membered heteroaryl, 4-10 membered heterocycloalkyl, halo, CN, OR®*, C(O)OR®, and
S(0)2R"; wherein said Ci-6 alkyl, Cs.10aryl, 5-10 membered heteroaryl, and 4-10 membered
heterocycloalkyl are each optionally substituted with 1 or 2 substituents independently
selected from R'?;

each R!? is Cy alkyl, halo, or CN;
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each R? is independently selected from Ci.¢ alkyl, Ci-¢ haloalkyl, Cs.10 cycloalkyl, 4-
10 membered heterocycloalkyl, 4-10 membered heterocycloalkyl-Ci-3 alkylene, halo, OR®,
C(O)R"2, C(O)NR®2R%2, OC(O)R®?, OC(O)NR®2R%, NR®?R¥2, NR**C(O)R"2, NR®?C(O)OR™,
and NR>’C(O)NR®’R%; wherein said C\.¢ alkyl, Cs.10 cycloalkyl, 4-10 membered
heterocycloalkyl, and 4-10 membered heterocycloalkyl-Ci-3 alkylene are each optionally
substituted with 1 or 2 substituents independently selected from R?!;

or two adjacent R? substituents on the Cy” ring, taken together with the atoms to
which they are attached, form a fused Caz.7 cycloalkyl ring; and wherein the fused Cs.7
cycloalkyl ring is optionally substituted with 1 or 2 substituents independently selected from
R2!:

each R?! is Cy alkyl, Cs.10 cycloalkyl, 4-10 membered heterocycloalkyl, Ce-10aryl, 5-
10 membered heteroaryl, halo, CN, OR*, NR*“R* NR*C(O)R®, and NR**C(O)OR™;
wherein said Ci.6 alkyl, C3-10 cycloalkyl, 4-10 membered heterocycloalkyl, Ce-10aryl, and 5-
10 membered heteroaryl are each optionally substituted with 1 or 2 substituents
independently selected from R??;

each R* is independently selected from C.¢ alkyl, 5-6 membered heteroaryl, 4-7
membered heterocycloalkyl, CN, OR* and NR*R%; wherein said C1.¢ alkyl and 5-6

membered heteroaryl are each optionally substituted with 1 or 2 substituents independently

selected from R&;
cach-R*andR4s-H-
each-R%is-independently-selectedfrom-C; ¢-alkylCe10 aryl-and-510-membered

each R?!, R and RY! is independently selected from H, Ci.6 alkyl, and Cs.10
cycloalkyl; wherein said Ci.¢ alkyl and Cs.10 cycloalkyl, are each optionally substituted with 1
or 2 substituents independently selected from R';

each R*, R®? and R® is independently selected from H, C.6 alkyl, Ci- haloalkyl, and
4-10 membered heterocycloalkyl; wherein said Ci.¢ alkyl and 4-10 membered
heterocycloalkyl are each optionally substituted with 1 or 2 substituents independently

selected from R?!;
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or any R®? and R% attached to the same N atom, together with the N atom to which
they are attached, form a 4-, 5-, 6- or 7-membered heterocycloalkyl group optionally
substituted with 1 or 2 substituents independently selected from R?!;

each R is independently selected from Ci.6 alkyl, C3.10 cycloalkyl, 4-10 membered
heterocycloalkyl, and 5-10 membered heteroaryl; wherein said Ci.¢ alkyl, C3-10 cycloalkyl, 4-
10 membered heterocycloalkyl, and 5-10 membered heteroaryl are each optionally substituted
with 1 or 2 substituents independently selected from R?!;

each R® is independently selected from H and C.6 alkyl;

each R? is C alkyl;

each R*, R* and R* is independently selected from H, C.¢ alkyl, Ci.¢ haloalkyl, Cs.6
cycloalkyl, 5-6 membered heteroaryl and 4-7 membered heterocycloalkyl; wherein said Ci-6
alkyl, Cs.cycloalkyl, 5-6 membered heteroaryl and 4-7 membered heterocycloalkyl are each
optionally substituted with 1 or 2 substituents independently selected from R??;

or any R® and R% attached to the same N atom, together with the N atom to which
they are attached, form a 4-, 5-, 6- or 7-membered heterocycloalkyl group;

each R* is independently selected from Ci alkyl;

each R* is independently selected from H and C.6 alkyl;

each R° and R% is H; and

each-R*is-independentlyselected-from Hand-C, ¢-alkyl;-and

each RY is independently selected from Cy.6 alkyl.

5%.34. The compound of claim 1 selected from;
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4-(5-(5-(2-Fluoro-6-methoxyphenyl)-1H-pyrazolo[3,4-c]pyridin-3-yl)thiazol-2-

yl)morpholine;
5-(5-(2-Fluoro-6-methoxyphenyl)-1H-pyrazolo[3,4-c]pyridin-3-yl)-3-
methylisoxazole;
5-(5-(2-Fluoro-6-methoxyphenyl)-1H-pyrazolo[3,4-c]pyridin-3-yl)-2-
methylthiazole;
1-(4-Bromophenyl)-4-(5-(2-fluoro-6-methoxyphenyl)-1H-pyrazolo[3,4-c]pyridin-
3-yl)piperazin-2-one;
2-(5-(2-Fluoro-6-methoxyphenyl)-1H-pyrazolo[3,4-c]pyridin-3-yl)-1,2,3,4-
tetrahydroisoquinoline-7-carbonitrile;
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4-(4-(5-(2-Fluoro-6-methoxyphenyl)-1H-pyrazolo[3,4-c]pyridin-3-yl)piperazin-1-
yl)benzonitrile;

5-(2-Fluoro-6-methoxyphenyl)-3-(4-(pyridin-4-yl)piperazin-1-yl)-1H-
pyrazolo[3,4-c]pyridine;

2.Fl | henyD-N-(4-( hloi . N !

lof3.4-clpyridi ine:

1-[1-(3-Fluoro-5-{3-[4-(4-methylpiperazin-1-yl)phenyl]-1H-pyrazolo[3,4-
c]pyridin-5-yI}phenyl)cyclopropyl]methanamine;

5-(2-Fluoro-6-methoxyphenyl)-3-(4-(4-methylpiperazin-1-yl)phenyl)-1H-
pyrazolo[3,4-c]pyridine;

5-(2,6-Difluorophenyl)-3-(4-(4-methylpiperazin-1-yl)phenyl)-1H-pyrazolo[3,4-
c]pyridine;

5-(2,6-Dimethylphenyl)-3-(4-(4-methylpiperazin-1-yl)phenyl)-1H-pyrazolo[3,4-
c]pyridine;

3-(4-(4-Methylpiperazin-1-yl)phenyl)-5-(2,4,6-trifluorophenyl)-1H-pyrazolo[3,4-
c]pyridine;

5-(2-Chloro-6-fluorophenyl)-3-(4-(4-methylpiperazin-1-yl)phenyl)-1H-
pyrazolo[3,4-c]pyridine;

3,5-Difluoro-4-(3-(4-(4-methylpiperazin-1-yl)phenyl)-1H-pyrazolo[3,4-c]pyridin-
5-yl)phenol;

5-(2-Fluoro-6-methylphenyl)-3-(4-(4-methylpiperazin-1-yl)phenyl)-1H-
pyrazolo[3,4-c]pyridine;

5-(2-Chloro-6-(trifluoromethyl)phenyl)-3-(4-(4-methylpiperazin-1-yl)phenyl)-1H-
pyrazolo[3,4-c]pyridine;

5-(2-Ethoxy-6-fluorophenyl)-3-(4-(4-methylpiperazin-1-yl)phenyl)-1H-
pyrazolo[3,4-c]pyridine;

5-(2-Chloro-6-methoxyphenyl)-3-(4-(4a-methylpiperazin-1-yl)phenyl)-1H-
pyrazolo[3,4-c]pyridine; and

5-(2-Fluoro-6-(trifluoromethyl)phenyl)-3-(4-(4-methylpiperazin-1-yl)phenyl)-1H-
pyrazolo[3,4-c]pyridine;

E I henyl)-N-(4-( hloi . yohenyl
pyrazolo[3:4-¢c]pyridine-3-carboxamide;
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or a pharmaceutically acceptable salt thereof.

58:35. The compound of claim 1 selected from:

3,5-Difluoro-N-(2-methoxyethyl)-4-(3-(1-methyl-1H-pyrazol-4-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)benzamide,
(3,5-Difluoro-4-(3-(1-methyl-1H-pyrazol-4-yl)-1H-pyrazolo[3,4-
c]pyridin-5-yl)phenyl)(3-methoxyazetidin-1-yl)methanone,
N-(2,4-Difluoro-3-(3-(1-methyl-1H-pyrazol-4-yl)-1H-pyrazolo[3,4-
c]pyridin-5-yl)phenyl)cyclobutanecarboxamide,
N-(2,4-Difluoro-3-(3-(1-methyl-1H-pyrazol-4-yl)-1H-pyrazolo[3,4-
c]pyridin-5-yl)phenyl)-2-phenylacetamide,
2,4-Difluoro-N-methyl-3-(3-(1-methyl-1H-pyrazol-4-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)aniline,
2,4-Difluoro-N,N-dimethyl-3-(3-(1-methyl-1H-pyrazol-4-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)aniline,
3,5-Difluoro-N,N-dimethyl-4-(3-(1-methyl-1H-pyrazol-4-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)aniline,
N-(3,5-Difluoro-4-(3-(1-methyl-1H-pyrazol-4-yl)-1H-pyrazolo[3,4-
c]pyridin-5-yl)phenyl)-2-(pyrrolidin-1-yl)acetamide,
N-(3,5-Difluoro-4-(3-(1-methyl-1H-pyrazol-4-yl)-1H-pyrazolo[3,4-
c]pyridin-5-yl)phenyl)-1-methyl-1H-pyrazole-4-carboxamide,
2-Cyclopentyl-N-(3,5-difluoro-4-(3-(1-methyl-1H-pyrazol-4-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)phenyl)acetamide,
N-(3,5-Difluoro-4-(3-(1-methyl-1H-pyrazol-4-yl)-1H-pyrazolo[3,4-
c]pyridin-5-yl)phenyl)-2-(pyridin-3-yl)acetamide,
2-(7-Azabicyclo[2.2.1]heptan-7-yl)-N-(3,5-difluoro-4-(3-(1-methyl-1H-
pyrazol-4-yl)-1H-pyrazolo[3,4-c]pyridin-5-yl)phenyl)acetamide,
N-(3,5-Difluoro-4-(3-(1-methyl-1H-pyrazol-4-yl)-1H-pyrazolo[3,4-
c]pyridin-5-yl)phenyl)-2-(7-oxa-2-azaspiro[3.5]nonan-2-yl)acetamide,
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N-(3,5-Difluoro-4-(3-(1-methyl-1H-pyrazol-4-yl)-1H-pyrazolo[3,4-
c]pyridin-5-yl)phenyl)-2-(pyrrolidin-1-yl)propanamide,
1-(3,5-Difluoro-4-(3-(1-methyl-1H-pyrazol-4-yl)-1H-pyrazolo[3,4-
c]pyridin-5-yl)phenyl)-3-(2-methoxyethyl)urea,
2-(Azetidin-1-yl)-N-(3-(difluoromethoxy)-5-fluoro-4-(3-(1-methyl-1H-
pyrazol-4-yl)-1H-pyrazolo[3,4-c]pyridin-5-yl)phenyl)acetamide,
N-(3-Chloro-5-fluoro-4-(3-(1-methyl-1H-pyrazol-4-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)phenyl)-2-(pyrrolidin-1-yl)acetamide,
N-(3-Fluoro-5-methoxy-4-(3-(1-methyl-1H-pyrazol-4-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)phenyl)-2-(pyrrolidin-1-yl)acetamide,
2-(3,3-Dimethylazetidin-1-yl)-N-(3-fluoro-5-methoxy-4-(3-(1-methyl-
1H-pyrazol-4-yl)-1H-pyrazolo[3,4-c]pyridin-5-yl)phenyl)acetamide,
1-Methylpiperidin-4-yl 3-fluoro-5-methoxy-4-(3-(1-methyl-1H-pyrazol-
4-yl)-1H-pyrazolo[3,4-c]pyridin-5-yl)phenylcarbamate,
2-(Azetidin-1-yl)-N-(2,3,5-trifluoro-4-(3-(1-methyl-1H-pyrazol-4-yl)-
1H-pyrazolo[3,4-c]pyridin-5-yl)phenyl)acetamide,
N-(3-Chloro-5-methyl-4-(3-(1-methyl-1H-pyrazol-4-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)phenyl)-2-(dimethylamino)acetamide,
2-((1R,4S)-2-Azabicyclo[2.2.1]heptan-2-yl)-N-(3-methyl-4-(3-(1-
methyl-1H-pyrazol-4-yl)-1H-pyrazolo[3,4-c]pyridin-5-yl)phenyl)acetamide,
N-(3-Fluoro-5-methyl-4-(3-(1-methyl-1H-pyrazol-4-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)phenyl)-2-(pyrrolidin-1-yl)acetamide,
2-(Dimethylamino)-N-(3-fluoro-5-methyl-4-(3-(1-methyl-1H-pyrazol-4-
yl)-1H-pyrazolo[3,4-c]pyridin-5-yl)phenyl)acetamide,
2-(7-Azabicyclo[2.2.1]heptan-7-yl)-N-(3-fluoro-5-methyl-4-(3-(1-
methyl-1H-pyrazol-4-yl)-1H-pyrazolo[3,4-c]pyridin-5-yl)phenyl)acetamide,
2-((1R,4S)-2-Azabicyclo[2.2.1]heptan-2-y1)-N-(3-fluoro-5-methyl-4-(3-
(1-methyl-1H-pyrazol-4-yl)-1H-pyrazolo[3,4-c]pyridin-5-
ylhphenyl)acetamide,
3-(Dimethylamino)-N-(3-fluoro-5-methyl-4-(3-(1-methyl-1H-pyrazol-4-
yl)-1H-pyrazolo[3,4-c]pyridin-5-yl)phenyl)propanamide,
2-Cyano-N-(3-fluoro-5-methyl-4-(3-(1-methyl-1H-pyrazol-4-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)phenyl)acetamide,
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N-Methyl-1-(2-methyl-3-(3-(1-methyl-1H-pyrazol-4-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)phenyl)methanamine,
N-Methyl-1-(4-methyl-3-(3-(1-methyl-1H-pyrazol-4-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)phenyl)methanamine,
N-Methyl-1-(3-(3-(1-methyl-1H-pyrazol-4-yl)-1H-pyrazolo[3,4-
c]pyridin-5-yl)-2-(trifluoromethyl)phenyl)methanamine,
5-(3-(Azetidin-1-ylmethyl)-2-(trifluoromethyl)phenyl)-3-(1-methyl-1H-
pyrazol-4-yl)-1H-pyrazolo[3,4-c]pyridine,
N-(3-(3-(1-Methyl-1H-pyrazol-4-yl)-1H-pyrazolo[3,4-c]pyridin-5-yl)-2-
(trifluoromethyl)benzyl)tetrahydro-2H-pyran-4-amine,
N-(3-(3-(1-Methyl-1H-pyrazol-4-yl)-1H-pyrazolo[3,4-c]pyridin-5-yl)-2-
(trifluoromethyl)benzyl)propan-2-amine,
1-(4-Fluoro-2-methyl-3-(3-(1-methyl-1H-pyrazol-4-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)phenyl)-N-methylmethanamine,
N-(4-Fluoro-2-methyl-3-(3-(1-methyl-1H-pyrazol-4-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)benzyl)propan-2-amine,
5-(3-(Azetidin-1-ylmethyl)-6-fluoro-2-methylphenyl)-3-(1-methyl-1H-
pyrazol-4-yl)-1H-pyrazolo[3,4-c]pyridine,
3-(3,5-Difluoro-4-(3-(1-methyl-1H-pyrazol-4-yl)-1H-pyrazolo[3,4-
c]pyridin-5-yl)phenyl)-N-isopropylcyclobutanamine,
2-(3,5-Difluoro-4-(3-(1-methyl-1H-pyrazol-4-yl)-1H-pyrazolo[3,4-
c]pyridin-5-yl)phenyl)-N-methylethanamine,
2-(2,4-Difluoro-3-(3-(1-methyl-1H-pyrazol-4-yl)-1H-pyrazolo[3,4-
c]pyridin-5-yl)phenyl)-N-methylethanamine,
N-(2,4-Difluoro-3-(3-(1-methyl-1H-pyrazol-4-yl)-1H-pyrazolo[3,4-
c]pyridin-5-yl)phenethyl)tetrahydro-2H-pyran-4-amine,
N-(3,5-Difluoro-4-(3-(1-methyl-1H-pyrazol-4-yl)-1H-pyrazolo[3,4-
c]pyridin-5-yl)phenethyl)-1-isopropylazetidin-3-amine,
2-Fluoro-4-(5-(2-fluoro-6-methoxyphenyl)-1H-pyrazolo[3,4-c]pyridin-
3-yl)-N-methylbenzamide,
5-(5-(2-Fluoro-6-methoxyphenyl)-1H-pyrazolo[3,4-c]pyridin-3-yl)-N-
methylpicolinamide,
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4-(5-(2-Fluoro-6-methoxyphenyl)-1H-pyrazolo[3,4-c]pyridin-3-yl)-2-
methoxy-N-methylbenzamide,
4-(5-(2-Fluoro-6-methoxyphenyl)-1H-pyrazolo[3,4-c]pyridin-3-yl)-N,2-
dimethylbenzamide,
1-(5-(2-Fluoro-6-methoxyphenyl)-1H-pyrazolo[3,4-c]pyridin-3-yl)-N-
isopropyl-1H-imidazole-4-carboxamide,
1-(5-(2-Fluoro-6-methoxyphenyl)-1H-pyrazolo[3,4-c]pyridin-3-yl)-N-
methyl-1H-imidazole-4-carboxamide,
5-(4-(Azetidin-2-ylmethoxy)-2,6-difluorophenyl)-3-(1-methyl-1H-
pyrazol-4-yl)-1H-pyrazolo[3,4-c]pyridine,
5-(2,6-Difluoro-4-(tetrahydro-2H-pyran-4-yloxy)phenyl)-3-(1-methyl-
1H-pyrazol-4-yl)-1H-pyrazolo[3,4-c]pyridine,
5-(2,6-Difluoro-4-(pyridin-4-ylmethoxy)phenyl)-3-(1-methyl-1H-
pyrazol-4-yl)-1H-pyrazolo[3,4-c]pyridine,
3,5-Difluoro-4-(3-(1-methyl-1H-pyrazol-4-yl)-1H-pyrazolo[3,4-
c]pyridin-5-yl)phenyl dimethylcarbamate,
3,5-Difluoro-4-(3-(1-methyl-1H-pyrazol-4-yl)-1H-pyrazolo[3,4-
c]pyridin-5-yl)phenyl morpholine-4-carboxylate,
N-Methyl-1-(3-methyl-4-(3-(1-methyl-1H-pyrazol-4-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)phenyl)methanamine,
N-Methyl-1-(4-(3-(1-methyl-1H-pyrazol-4-yl)-1H-pyrazolo[3,4-
c]pyridin-5-yI)-3-(trifluoromethyl)phenyl)methanamine,
1-(5-(5-(2-Fluoro-6-methyl-4-((methylamino)methyl)phenyl)-1H-
pyrazolo[3,4-c]pyridin-3-yl)pyridin-2-yl)pyrrolidin-3-ol,
1-(3-Fluoro-4-(3-(6-(3-methoxypiperidin-1-yl)pyridin-3-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)-5-methylphenyl)-N-methylmethanamine,
5-(2-Fluoro-6-methoxyphenyl)-3-(6-(1-methylpiperidin-4-yl)pyridin-2-
yl)-1H-pyrazolo[3,4-c]pyridine,
3-{4-Bromestyryl)-5-(2-Hluoro-6-methoxyphenyl)-1H-pyrazelef3:4-
1-(3-Fluoro-5-methyl-4-(3-(6-morpholinopyridin-2-yl)-1H-pyrazolol[3,4-
c]pyridin-5-yl)phenyl)-N-methylmethanamine,
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N-Ethyl-6-(5-(2-fluoro-6-methyl-4-((methylamino)methyl)phenyl)-1H-
pyrazolo[3,4-c]pyridin-3-yl)-N-methylpyridin-2-amine,
1-(3-Fluoro-4-(3-(6-(4-methylpiperazin-1-yl)pyridin-3-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)-5-(trifluoromethyl)phenyl)-N-
methylmethanamine,
1-(4-(3-(6-Cyclopropylpyridin-3-yl)-1H-pyrazolo[3,4-c]pyridin-5-yl)-3-
fluoro-5-(trifluoromethyl)phenyl)-N-methylmethanamine,
1-(3-Fluoro-4-(3-(6-morpholinopyridin-3-yl)-1H-pyrazolo[3,4-
c]pyridin-5-y1)-5-(trifluoromethyl)phenyl)-N-methylmethanamine,
1-(3,5-Difluoro-4-(3-(1-methyl-1H-pyrazol-4-yl)-1H-pyrazolo[3,4-
c]pyridin-5-yl)phenyl)-N-methylmethanamine,
N-(3,5-Difluoro-4-(3-(1-methyl-1H-pyrazol-4-yl)-1H-pyrazolo[3,4-
c]pyridin-5-yl)benzyl)propan-2-amine,
N-(3,5-Difluoro-4-(3-(1-methyl-1H-pyrazol-4-yl)-1H-pyrazolo[3,4-
c]pyridin-5-yl)benzyl)pyridin-2-amine,
N-(3,5-Difluoro-4-(3-(1-methyl-1H-pyrazol-4-yl)-1H-pyrazolo[3,4-
c]pyridin-5-yl)benzyl)-1-methyl-1H-pyrazol-3-amine,
2-(3,5-Difluoro-4-(3-(1-methyl-1H-pyrazol-4-yl)-1H-pyrazolo[3,4-
c]pyridin-5-yl)benzylamino)ethanol,
1-(2,4-Difluoro-3-(3-(1-methyl-1H-pyrazol-4-yl)-1H-pyrazolo[3,4-
c]pyridin-5-yl)phenyl)-N-methylmethanamine,
N-(2,4-Difluoro-3-(3-(1-methyl-1H-pyrazol-4-yl)-1H-pyrazolo[3,4-
c]pyridin-5-yl)benzyl)propan-2-amine,
N-(2,4-Difluoro-3-(3-(1-methyl-1H-pyrazol-4-yl)-1H-pyrazolo[3,4-
c]pyridin-5-yl)benzyl)cyclopropanamine,
5-(2,6-Difluoro-3-((3-methoxypiperidin-1-yl)methyl)phenyl)-3-(1-
methyl-1H-pyrazol-4-yl)-1H-pyrazolo[3,4-c]pyridine,
1-(3-Fluoro-4-(3-(1-methyl-1H-pyrazol-4-yl)-1H-pyrazolo[3,4-
c]pyridin-5-yl)-5-(trifluoromethyl)phenyl)-N-methylmethanamine,
1-(3-Fluoro-4-(3-(4-(4-methylpiperazin-1-yl)phenyl)-1H-pyrazolo[3,4-
c]pyridin-5-yl)-5-(trifluoromethyl)phenyl)-N-methylmethanamine,
1-(4-(3-(1-Ethyl-1H-pyrazol-4-yl)-1H-pyrazolo[3,4-c]pyridin-5-yl)-3-

fluoro-5-methylphenyl)-N-methylmethanamine,
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1-(4-(3-(1-Cyclopropyl-1H-pyrazol-4-yl)-1H-pyrazolo[3,4-c]pyridin-5-
yl)-3-fluoro-5-methylphenyl)-N-methylmethanamine,
2-(4-(5-(2-Fluoro-6-methyl-4-((methylamino)methyl)phenyl)-1H-
pyrazolo[3,4-c]pyridin-3-yl)-1H-pyrazol-1-yl)benzonitrile,
1-(3-Fluoro-5-methyl-4-(3-(1-(tetrahydro-2H-pyran-4-yl)-1H-pyrazol-4-
yl)-1H-pyrazolo[3,4-c]pyridin-5-yl)phenyl)-N-methylmethanamine,
1-(3,5-Difluoro-4-(3-(1-methyl-1H-pyrazol-4-yl)-1H-pyrazolo[3,4-
c]pyridin-5-yl)phenyl)-N-methylcyclopropanamine,
1-(4-Fluoro-2-methoxy-3-(3-(1-methyl-1H-pyrazol-4-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)phenyl)-N-methylmethanamine,
N-(4-Fluoro-2-methoxy-3-(3-(1-methyl-1H-pyrazol-4-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)benzyl)ethanamine,
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2-(4-(5-(2,6-Difluoro-4-((methylamino)methyl)phenyl)-1H-
pyrazolo[3,4-c]pyridin-3-yl)-1H-pyrazol-1-yl)benzonitrile,

1-(4-(3-(1-(Azetidin-3-yl)-1H-pyrazol-4-yl)-1H-pyrazolo[3,4-c]pyridin-
5-yl)-3,5-difluorophenyl)-N-methylmethanamine,

1-(3,5-Difluoro-4-(3-(2-(4-methylpiperazin-1-yl)pyridin-4-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)phenyl)-N-methylmethanamine,
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2-(4-(5-(2,6-Difluoro-4-((methylamino)methyl)phenyl)-1H-
pyrazolo[3,4-c]pyridin-3-yl)-1H-pyrazol-1-yl)ethanol,
1-(3,5-Difluoro-4-(3-(4-methoxyphenyl)-1H-pyrazolo[3,4-c]pyridin-5-
yl)phenyl)-N-methylmethanamine,
1-(5-(5-(2,6-Difluoro-4-((methylamino)methyl)phenyl)-1H-
pyrazolo[3,4-c]pyridin-3-yl)pyridin-2-yl)piperidin-4-ol,
1-(3,5-Difluoro-4-(3-(5-(3-fluoropyrrolidin-1-yl)pyridin-2-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)phenyl)-N-methylmethanamine,
1-(3-Fluoro-5-methyl-4-(3-(1-methyl-1H-pyrazol-4-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)phenyl)-N-methylmethanamine,
4-(5-(2-Fluoro-6-methyl-4-((methylamino)methyl)phenyl)-1H-
pyrazolo[3,4-c]pyridin-3-yl)-N-methylbenzamide,
4-(5-(2-Fluoro-6-methyl-4-(pyrrolidin-2-yl)phenyl)-1H-pyrazolo[3,4-
c]pyridin-3-yl)-N-methylbenzamide,
5-(2-Fluoro-6-methyl-4-(pyrrolidin-2-yl)phenyl)-3-(1-methyl-1H-
pyrazol-4-yl)-1H-pyrazolo[3,4-c]pyridine,
2 Fl hyl-d-( lidi yshenyl)-3- vl
Py|329| 4 yl) 1“ |9V|329|9|3,4 Glpylidille,
5-(2-Fluoro-6-methyl-4-(1-methylpyrrolidin-2-yl)phenyl)-3-(1-methyl-
1H-pyrazol-4-yl)-1H-pyrazolo[3,4-c]pyridine,
5-(2-Fluoro-6-methyl-4-(piperidin-2-yl)phenyl)-3-(1-methyl-1H-
pyrazol-4-yl)-1H-pyrazolo[3,4-c]pyridine (enantiomer 1),
5-(2-Fluoro-6-methyl-4-(piperidin-2-yl)phenyl)-3-(1-methyl-1H-
pyrazol-4-yl)-1H-pyrazolo[3,4-c]pyridine (enantiomer 2),
N-(3-Fluoro-5-methyl-4-(3-(1-methyl-1H-pyrazol-4-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)benzyl)ethanamine,
N-(3-Fluoro-5-methyl-4-(3-(1-methyl-1H-pyrazol-4-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)benzyl)cyclopropanamine,
N-(3-Fluoro-5-methyl-4-(3-(1-methyl-1H-pyrazol-4-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)benzyl)propan-2-amine,
2,2,2-Trifluoro-N-(3-fluoro-5-methyl-4-(3-(1-methyl-1H-pyrazol-4-yl)-
1H-pyrazolo[3,4-c]pyridin-5-yl)benzyl)ethanamine,
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2-(3-Fluoro-5-methyl-4-(3-(1-methyl-1H-pyrazol-4-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)benzylamino)ethanol,
3-(3-Fluoro-5-methyl-4-(3-(1-methyl-1H-pyrazol-4-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)benzylamino)cyclobutanol,
5-(4-(Azetidin-1-ylmethyl)-2-fluoro-6-methylphenyl)-3-(1-methyl-1H-
pyrazol-4-yl)-1H-pyrazolo[3,4-c]pyridine,
1-(3-Fluore-5-methyl-4-(3-(1-methyl-1H-pyrazol-4-yh)-1H-
Pyla;f9|9|3,4 G||37|-|di|| 5 yl)bellzyl)pylle"di“ 3 ela
1-(3-Fluoro-5-methyl-4-(3-(1-methyl-1H-pyrazol-4-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)benzylamino)-2-methylpropan-2-ol,
5-(2-Fluoro-4-((3-methoxyazetidin-1-yl)methyl)-6-methylphenyl)-3-(1-
methyl-1H-pyrazol-4-yl)-1H-pyrazolo[3,4-c]pyridine,
N-(3-Fluoro-5-methyl-4-(3-(1-methyl-1H-pyrazol-4-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)benzyl)-1-(1-methyl-1H-imidazol-4-
yl)methanamine,
N-(3-Fluoro-5-methyl-4-(3-(1-methyl-1H-pyrazol-4-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)benzyl)-1-(oxazol-4-yl)methanamine,
2-(3-Fluoro-5-methyl-4-(3-(1-methyl-1H-pyrazol-4-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)benzylamino)acetonitrile,
1-(3-Fluoro-5-methyl-4-(3-(1-methyl-1H-pyrazol-4-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)phenyl)-N-methylethanamine,
1-(3-Fluoro-5-methyl-4-(3-(1-methyl-1H-pyrazol-4-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)phenyl)-N-methylethanamine,
N-(3-Fluoro-5-methyl-4-(3-(1-methyl-1H-pyrazol-4-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)benzyl)acetamide,
Methyl 3-fluoro-5-methyl-4-(3-(1-methyl-1H-pyrazol-4-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)benzylcarbamate,
1-(4-(6-(5-(2-(Difluoromethoxy)-6-fluoro-4-
((methylamino)methyl)phenyl)-1H-pyrazolo[3,4-c]pyridin-3-yl)pyridin-3-
ylpiperazin-1-yl)ethanone,
2-(3-Fluoro-2-(3-(4-(4-methylpiperazin-1-yl)phenyl)-1H-pyrazolo[3,4-
c]pyridin-5-yl)phenyl)acetonitrile,
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(3-Fluoro-2-(3-(4-(4-methylpiperazin-1-yl)phenyl)-1H-pyrazolo[3,4-
c]pyridin-5-yl)phenyl)methanamine,
(3-Fluoro-2-(3-(4-(4-methylpiperazin-1-yl)phenyl)-1H-pyrazolo[3,4-
c]pyridin-5-yl)phenyl)methanol,
4,6-Difluoro-N-methyl-5-(3-(4-(4-methylpiperazin-1-yl)phenyl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)-2,3-dihydro-1H-inden-1-amine,
4,6-Difluoro-N-methyl-5-(3-(1-methyl-1H-pyrazol-4-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)-2,3-dihydro-1H-inden-1-amine,
6,8-Difluoro-N-methyl-7-(3-(4-(4-methylpiperazin-1-yl)phenyl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)-1,2,3,4-tetrahydronaphthalen-2-amine,
6,8-Difluoro-N-methyl-7-(3-(1-methyl-1H-pyrazol-4-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)-1,2,3,4-tetrahydronaphthalen-2-amine,
4-(5-(1,3-Difluoro-5-(methylamino)-5,6,7,8-tetrahydronaphthalen-2-yl)-
1H-pyrazolo[3,4-c]pyridin-3-yl)-N-methylbenzamide,
5,7-Difluoro-N-methyl-6-(3-(1-methyl-1H-pyrazol-4-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)-1,2,3,4-tetrahydronaphthalen-1-amine,
5,7-Difluoro-6-(3-(6-(4-methylpiperazin-1-yl)pyridin-3-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)-1,2,3,4-tetrahydronaphthalen-1-amine,
4-(5-(4,6-Difluoro-3-(methylamino)-2,3-dihydro-1H-inden-5-yl)-1H-
pyrazolo[3,4-c]pyridin-3-yl)-N-methylbenzamide,
5,7-Difluoro-N-methyl-6-(3-(4-(4-methylpiperazin-1-yl)phenyl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)-2,3-dihydro-1H-inden-1-amine,
5-Fluoro-7-methoxy-6-(3-(4-(4-methylpiperazin-1-yl)phenyl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)-2,3-dihydro-1H-inden-1-amine,
5-Fluoro-7-methoxy-6-(3-(1-methyl-1H-pyrazol-4-yl)-1H-pyrazolo[3,4-
c]pyridin-5-yl)-2,3-dihydro-1H-inden-1-amine,
5-(5-(2-Fluoro-5-(methylamino)-5,6,7,8-tetrahydronaphthalen-1-yl)-1H-
pyrazolo[3,4-c]pyridin-3-yl)-N-methylpicolinamide,
6-Fluoro-N-methyl-5-(3-(4-(4-methylpiperazin-1-yl)phenyl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)-1,2,3,4-tetrahydronaphthalen-1-amine,
6-Fluoro-5-(3-(1-methyl-1H-pyrazol-4-yl)-1H-pyrazolo[3,4-c]pyridin-5-
yl)-1,2,3,4-tetrahydronaphthalen-1-amine,

332



2-(3,5-Difluoro-4-(3-(2-(4-methylpiperazin-1-yl)pyrimidin-5-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)phenyl)acetonitrile,

5,7-Difluoro-6-(3-(1-methyl-1H-pyrazol-4-yl)-1H-pyrazolo[3,4-
c]pyridin-5-yl)-2,3-dihydro-1H-inden-1-ol,

5,7-Difluoro-6-(3-(6-(4-methylpiperazin-1-yl)pyridin-3-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)-2,3-dihydro-1H-inden-1-ol,

1-(3,5-Difluoro-4-(3-(2-(4-methylpiperazin-1-yl)pyrimidin-5-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)phenyl)-N-methylmethanamine,
1-(5-(5-(2,6-Difluoro-4-((methylamino)methyl)phenyl)-1H-
pyrazolo[3,4-c]pyridin-3-yl)pyrimidin-2-yl)piperidin-4-ol,
1-(3,5-Difluoro-4-(3-(5-(4-methylpiperazin-1-yl)pyridin-3-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)phenyl)-N-methylmethanamine,
4-Fluoro-N,6-dimethyl-5-(3-(1-methyl-1H-pyrazol-4-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)-2,3-dihydro-1H-inden-1-amine,
5-(3-((3,3-Dimethylazetidin-1-yl)methyl)-6-fluoro-2-methylphenyl)-3-
(1-methyl-1H-pyrazol-4-yl)-1H-pyrazolo[3,4-c]pyridine,
trans-N-(4-Fluoro-2-methyl-3-(3-(1-methyl-1H-pyrazol-4-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)benzyl)-3-methoxycyclobutanamine,
N-(4-Fluoro-2-methyl-3-(3-(1-methyl-1H-pyrazol-4-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)benzyl)-3,3-dimethylcyclobutanamine,
N-(4-Fluoro-2-methyl-3-(3-(1-methyl-1H-pyrazol-4-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)benzyl)-1-(1-methylcyclopropyl)methanamine,
1-(4-Fluoro-3-(3-(1-methyl-1H-pyrazol-4-yl)-1H-pyrazolo[3,4-
c]pyridin-5-yl)-2-(trifluoromethyl)phenyl)-N-methylmethanamine,
5-(2-Fluoro-4-(pyrrolidin-2-yl)-6-(trifluoromethyl)phenyl)-3-(1-methyl-
1H-pyrazol-4-yl)-1H-pyrazolo[3,4-c]pyridine,
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1-(4-(3-(1-Cyclopropyl-1H-pyrazol-4-yl)-1H-pyrazolo[3,4-c]pyridin-5-
yl)-3-fluoro-5-methylphenyl)-N-methylethanamine,
3-(1-Ethyl-1H-pyrazol-4-yl)-5-(2-fluoro-6-methyl-4-(piperidin-2-
yl)phenyl)-1H-pyrazolo[3,4-c]pyriding,
3-(1-Cyclopropyl-1H-pyrazol-4-yl)-5-(2-fluoro-6-methyl-4-(piperidin-2-
yl)phenyl)-1H-pyrazolo[3,4-c]pyridine,
3-(3-Fluoro-5-methyl-4-(3-(1-methyl-1H-pyrazol-4-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)phenyl)morpholine,
1-(3-(Difluoromethyl)-5-fluoro-4-(3-(1-methyl-1H-pyrazol-4-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)phenyl)-N-methylmethanamine,
N-(4-Fluoro-2-methyl-3-(3-(1-methyl-1H-pyrazol-4-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)benzyl)ethanamine,
N-(3-(3-(1-Methyl-1H-pyrazol-4-yl)-1H-pyrazolo[3,4-c]pyridin-5-yl)-2-
(trifluoromethyl)benzyl)ethanamine,
6-Fluoro-N-methyl-5-(3-(6-(4-methylpiperazin-1-yl)pyridin-3-yl)-1H-
pyrazolo[3,4-c]pyridin-5-yl)-1,2,3,4-tetrahydronaphthalen-1-amine, and
6-Fluoro-5-(3-(4-(4-methylpiperazin-1-yl)phenyl)-1H-pyrazolo[3,4-
c]pyridin-5-yl)-1,2,3,4-tetrahydronaphthalen-1-amine,

or a pharmaceutically acceptable salt thereof.

36. The compound of claim 1, wherein the compound is 5-(3-(Azetidin-1-ylmethyl)-6-

fluoro-2-methylphenyl)-3-(1-methyl-1H-pyrazol-4-y)-1H-pyrazolo[3,4-c]pyridine, or a

pharmaceutically acceptable salt thereof.

37. The compound of claim 1, wherein the compound is N-(4-Fluoro-2-methyl-3-(3-(1-

methyl-1H-pyrazol-4-y1)-1H-pyrazolo[3,4-c]pyridin-5-yl)benzyl)propan-2-amine, or a

pharmaceutically acceptable salt thereof.

38. The compound of claim 1, wherein the compound is 5-(4-(Azetidin-1-ylmethyl)-2-

fluoro-6-methylphenyl)-3-(1-methyl-1H-pyrazol-4-yl)-1H-pyrazolo[3,4-c]pyridine, or a

pharmaceutically acceptable salt thereof.
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39. The compound of claim 1, wherein the compound is N-(3-Fluoro-5-methyl-4-(3-(1-

methyl-1H-pyrazol-4-yI)-1H-pyrazolo[3,4-c]pyridin-5-yl)benzyl)propan-2-amine, or a

pharmaceutically acceptable salt thereof.

59.40. A pharmaceutical composition comprising a compound of any one of claims 1-5839,
or a pharmaceutically acceptable salt thereof, and at least one pharmaceutically acceptable

carrier or excipient.

60-41. A method of inhibiting HPK1 activity_in vitro, said method comprising administering
to-a-patient-contacting a compound of any one of claims 1-5839, or a pharmaceutically
acceptable salt thereof with HPK1.

6142, A-method-eftreating-Use of a compound of any one of claims 1-39, or a

pharmaceutically acceptable salt thereof, in the manufacture of a medicament for the

treatment of a disease or disorder associated with inhibition of HPK1 interaction-said
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62:43. A-method-for-treating-Use of a compound of any one of claims 1-39, or a
pharmaceutically acceptable salt thereof, in the manufacture of a medicament for the

treatment of a cancer-n

pharmaceutically-acceptable-salt-thereof, wherein the cancer is associated with HPK1 activity

and/or associated with inhibition of HPK1 interaction.

63-44. The method-use of claim 6243, wherein the cancer is selected from breast cancer,

colorectal cancer, lung cancer, ovarian cancer, and pancreatic cancer.
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