THE CLAIMS DEFINING THE INVENTION ARE AS FOLLOWS:

1. A compound of Formula Illa:

(R%)m

or a pharmaceutically acceptable salt thereof, wherein:

ring A is Ce.10aryl, Cz1ocycloalkyl, 5-10 membered heteroaryl, or 4-10 membered
heterocycloalkyl, wherein the 5-10 membered heteroaryl or 4-10 membered heterocycloalky!l
of ring A each has at least one ring-forming carbon atom and 1, 2, 3, or 4 ring-forming
heteroatoms selected from N, O, and S, wherein N or S is optionally oxidized; and wherein a
ring-forming carbon atom of the Cz-10 cycloalkyl or 4-10 membered heterocycloalkyl is
optionally substituted by oxo to form a carbonyl group;

Y is CR*

ZisCR>;

R'is H, halo, C1.6 alkyl, C2 alkenyl, Cz.¢ alkynyl, C1. haloalkyl, C1.chaloalkoxy,
NHOH, NHOC s alkyl, Cy!, CN, OR%, SR#, C(O)R™, C(O)NRR¥, C(O)OR?, OC(O)R™,
OC(O)NR®IR%, NR*IRY, NRIC(O)RP?, NR°IC(0)OR?, NR!'C(O)NRIR, C(=NR*H)RP?,
C(=NR*HNRR, NRAC(=NR*)NRRY, NRIS(O)RP?, NRIS(0)2R?, NRS(0)2NR*RY,
S(O)R, S(O)NRZR™, S(0)2RP*, S(0)2NRR%, -L1-R®, or —L2-NR’R®; wherein said C1.6
alkyl, Co.¢ alkenyl, and Cz¢ alkynyl are each optionally substituted with 1, 2, or 3 substituents
independently selected from Cy?, halo, CN, OH, OR?, SR&, C(O)R®, C(O)NR®'R™,
C(O)OR?, OC(0)R", OC(O)NRRY, NR*R%, NRC(O)RP?, NR®'C(O)ORY,
NRC(O)NR®R, C(=NR®)R", C(=NR*)NR'R%, NRC(=NR*})NRR™, NR**S(O)R™,
NR®S(0)2R", NR*'S(0)NRR¥, S(O)R??, S(O)NRIR%, S(0)2R"?, and S(0).NRR;

L!is a bond, -O-, -NR®-, -C(O)NH-, -NHC(O)-, C1.4 alkylene; wherein R® is H, C1.6
alkyl, -C(O)Cy¢ alkyl or -C(O)OCy1.6 alkyl;

L? is a bond, -C(O)-, C1salkylene, -O-Ca.4 alkylene-, -C1.4 alkylene-O-, -C1.4
alkylene-NR®-, or -NR®-C1.s alkylene-;
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R?, at each occurrence, is independently selected from H, OH, CN, halo, NH2, C1.4
alkyl, C1.4alkoxy, Ci.4 haloalkyl, C1.4 haloalkoxy, NHC1.4 alkyl, N(C1-salkyl)2, and C1-4
alkylthio;

R3, at each occurrence, is independently selected from H, Cy?, halo, C1- alkyl, Cz-6
alkenyl, Cz-6 alkynyl, C16 haloalkyl, CN, OR¥, SR%, C(O)R?, C(O)NR®R%, C(O)OR¥,
OC(O)R, OC(O)NR®R¥, NR®R%, NR®>C(O)R"?, NR®C(O)OR¥, NR®>C(O)NR®R%,
C(=NR®)R", C(=NR*®?)NR®R%, NR?C(=NR®*?)NR®?R%, NR®S(0)R"?, NR®2S(0),R"?,
NR®S(0):NR®?R%, S(O)R", S(O)NR®R%, S(0),R"?, and S(0).NR®R%; wherein said C1-
alkyl, Co.¢ alkenyl, and Cz-¢ alkynyl are each optionally substituted with 1, 2, or 3 substituents
independently selected from Cy?, halo, CN, OR%, SR¥, C(O)R, C(O)NR%R%, C(O)OR%,
OC(O)R"?, OC(O)NR®R%, NR°?R%, NR®2C(O)R"?, NR>C(0)OR?, NR®2C(O)NR®?R%,
C(=NR®)R"?, C(=NR®)NR°?R%, NR®2C(=NR®*?)NR®?R%, NR*?S(0)R?, NR°?S(0),R",
NR®S(0)NR®R%, S(O)R?, S(O)NR®*R%, S(0),R"?, and S(0).NR®R%;

or two adjacent R® substituents on ring A taken together with the atoms to which they
are attached form a fused 5- or 6-membered heterocycloalkyl ring, a fused Cz.¢ cycloalkyl
ring, or a fused 5- or 6-membered heteroaryl ring, each of which is optionally substituted
with 1 or 2 independently selected R” substituents, wherein a ring carbon of the fused 5- or 6-
membered heterocycloalky! ring or fused Cs.s cycloalkyl ring is optionally replaced by a
carbonyl group;

alternatively, two R” substituents attached to the same carbon of the fused 5- or 6-
membered heterocycloalky! ring or fused Cs.¢ cycloalkyl ring taken together form a Cs-6
cycloalkyl ring or 4- to 7-membered heterocycloalkyl ring;

R* and R® are each independently selected from H, Cy?, halo, Ci.6 alkyl, Co. alkenyl,
C2-6 alkynyl, C1.s haloalkyl, CN, OR®, SR# C(0)R", C(O)NR®R%, C(O)OR?*, OC(O)R",
OC(O)NR®R® NR®R®, NR®C(0)R, NR®C(0)OR®, NR®C(O)NR®®R®, C(=NR®)R",
C(=NR®)NR®R®, NR®C(=NR*})NR®R%, NR®S(0)R"3, NR®S(0)2R, NR®S(0),NRPR®,
S(O)R3, S(O)NRSR®, S(0)2R, and S(0).NR®R?; wherein said C1.s alkyl, C2.6 alkenyl,
and C..¢ alkynyl are each optionally substituted with 1, 2, or 3 substituents independently
selected from Cy?®, halo, CN, OR®, SR®, C(O)R", C(O)NR*R%, C(0)OR®, OC(0)R",
OC(O)NR®BR®E, NRBR®B, NRBC(0O)R?3, NRZC(0)OR®, NR®C(O)NR®R®, C(=NR®)R,
C(=NR®)NR®R%, NR*C(=NR*})NRSR®, NR®S(0)R, NR®S(0)2R®, NR®*S(0);NR*R®,
S(O)R3, S(O)NR®SR®, S(0)2R, and S(0).NR*R%;
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R® is 5- to 10-membered heteroaryl, 5- to 10-membered heteroaryl-Ci.4 alkyl, 4- to 10-
membered heterocycloalkyl, or 4- to 10-membered heterocycloalkyl-Ci.4 alkyl, each of which
is optionally substituted with 1, 2, 3 or 4 independently selected R” substituents;

R” and R® together with the nitrogen atom to which they are attached form 4- to 10-
membered heterocycloalkyl ring having 0, 1 or 2 heteroatoms selected from N and S in
addition to the nitrogen atom connected to R’ and R®, wherein a ring-forming carbon atom of
the heterocycloalkyl group is optionally substituted by an oxo group, and wherein the
heterocycloalkyl is optionally substituted with 1, 2, 3 or 4 independently selected R®
substituents;

each R is independently selected from H, halo, C1.6 alkyl, Cz-6 alkenyl, C2-s alkynyl,
C1-6 haloalkyl, C1.¢ haloalkoxy, Cy?, Cs.10 cycloalkyl-Ci-salkyl, 5-10 membered heteroaryl-
Ci-salkyl, 4-10 membered heterocycloalkyl-Ci.4 alkyl, CN, NOz, OR*, SR*, C(O)R™,
C(O)NR*R%, C(0)OR*, OC(O)R™, OC(O)NR**R%*, NR*R% NR*C(O)R™,
NR®C(0)OR*, NR*C(O)NR*R%, C(=NR*)R", C(=NR**)NR*R%, NR*C(=NR**)NR*R%*,
NR®S(0)R™, NR®S(0)2R™, NR*S(0),NR*R%, S(O)R*, S(O)NR*R%, S(0).R"*, and
S(0)2NR*R%*, wherein said C1.6 alkyl, Cz.¢ alkenyl, Cz.s alkynyl, Cy®, Cs-10 cycloalkyl-C.4
alkyl, 5-10 membered heteroaryl-C1-4 alkyl, and 4-10 membered heterocycloalkyl-Ci.4 alkyl
are each optionally substituted by 1, 2, or 3 substituents independently selected from halo, C-
s haloalkyl, C1.¢ haloalkoxy, CN, NO,, OR*, SR* C(O)R™, C(O)NR®R%, C(O)OR,
OC(O)R, OC(O)NR®R%, NR*R% NR®“C(O)R™, NR*“C(0)OR*, NR*“C(O)NR*R%,
C(=NR*)R™, C(=NR*)NR*R%, NR*C(=NR*)NR*R% NR*S(0)R™, NR*S(0).R™,
NR®S(0)NR*R%, S(O)R™, S(O)NR**R%, S(0)2R™, and S(0).NR*R*;

each R® is independently selected from H, halo, C1. alkyl, C2-s alkenyl, Co. alkynyl,
C1-6 haloalkyl, C1.¢ haloalkoxy, Cy?, Cs.10 cycloalkyl-Ci-salkyl, 5-10 membered heteroaryl-
Ciaalkyl, 4-10 membered heterocycloalkyl-Cy.4 alkyl, CN, NO2, OR®, SR®, C(O)R,
C(O)NR®R%, C(0)OR®, OC(0)R"®, OC(O)NR®R®, NR®R®, NR®C(0O)R,
NR®C(O)OR®, NR®C(O)NR®R%, C(=NR®)R, C(=NR®)NR®R%, NR®C(=NR*)NR®R%,
NR®S(0)R, NR®S(0)2R, NR®S(0),NR®R%, S(O)R®, S(O)NR®R%®, S(0).R"®, and
S(0)2NR®R®, wherein said C1-6 alkyl, C,-s alkenyl, Co- alkynyl, Cy*, Cs-10 cycloalkyl-Ci-4
alkyl, 5-10 membered heteroaryl-Ci.4 alkyl and 4-10 membered heterocycloalkyl-Ci.4 alkyl
are each optionally substituted by 1, 2, or 3 substituents independently selected from halo, C-
s haloalkyl, CN, NO2, OR®, SR®, C(O)R, C(O)NR®R®, C(O)OR?, OC(O)R",
OC(O)NR®R%® NR®R®, NR®C(0)R, NR®C(0)OR®, NR®C(O)NR®R®*, C(=NR®)R,
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C(=NR®)NR®R®, NR®C(=NR*®*)NR®R%, NR®S(0)R"®, NR®S(0)2R, NR®S(0),NR®R®,
S(O)R, S(O)NR®R®, S(0)2R", and S(0).NR*°R%;

each Cy?!, Cy?, Cy?, and Cy* is independently selected from Ce.10 aryl, Cs-10
cycloalkyl, 5-10 membered heteroaryl, and 4-10 membered heterocycloalkyl, each of which
is optionally substituted with 1, 2, 3, or 4 substituents independently selected from R®Y;

each R® is independently selected from H, halo, C1.4 alkyl, C1.4 haloalkyl, C1.4
cyanoalkyl, C2-6 alkenyl, Cz.6 alkynyl, phenyl, Cs.7 cycloalkyl, 5-6 membered heteroaryl, 4-7
membered heterocycloalkyl, phenyl-Ci.4 alkyl-, Cs.7 cycloalkyl-Ci.4 alkyl-, (5-6 membered
heteroaryl)-Ci-4 alkyl-, (4-7 membered heterocycloalkyl)-Ci-4 alkyl-, 0xo, CN, NO,, OR*,
SR* C(O)R™, C(O)NR¥R%, C(O)OR*, OC(O)R®, OC(O)NR%*R¥, C(=NR**)NR*R%,
NR“C(=NR*)NR*R%, NR*“R% NR“C(O)R™, NR*“C(0)OR*, NR*C(O)NR*R%,
NR®S(0)R", NR*S(0)2R™, NR*S(0),NR*R%, S(O)R*, S(O)NR*R%, S(0).R"*, and
S(0)2NR%R%, wherein said C1.4 alkyl, C2- alkenyl, C2- alkynyl, phenyl, Cs7 cycloalkyl, 5-6
membered heteroaryl, 4-7 membered heterocycloalkyl, phenyl-Ci.4 alkyl-, Cs.7 cycloalkyl-C;.
salkyl-, (5-6 membered heteroaryl)-Ci.4 alkyl-, and (4-7 membered heterocycloalkyl)-Ci.4
alkyl- are each optionally substituted by 1, 2, or 3 substituents independently selected from
C16 alkyl, C14 haloalkyl, C1.¢ cyanoalkyl, halo, CN, NO2, OR*, SR*, C(O)R™,
C(O)NR*R%*, C(0)OR*, OC(O)R™, OC(O)NR**R%*, C(=NR*)NR*R%,
NR“C(=NR*)NR*R%, NR*“R% NR“C(O)R™, NR*“C(0)OR*, NR*C(O)NR*R%,
NR®S(0)R™, NR®S(0)2R™, NR*#*S(0),NR*R%, S(O)R*, S(O)NR*R%, S(0).R"*, and
S(0)2NR*R%:

each R, RP, R and R™ is independently selected from H, Ci.¢ alkyl, C1-4
haloalkyl, C2-¢ alkenyl, C2. alkynyl, Cs-10aryl, Cs.10 cycloalkyl, 5-10 membered heteroaryl, 4-
10 membered heterocycloalkyl, Cs.10 aryl-Ci.4 alkyl-, Cs.10 cycloalkyl-C1.4 alkyl-, (5-10
membered heteroaryl)-C14 alkyl-, and (4-10 membered heterocycloalkyl)-Ci.4 alkyl-, wherein
said C1.6 alkyl, C26 alkenyl, C26 alkynyl, Ce.10aryl, Cs.10 cycloalkyl, 5-10 membered
heteroaryl, 4-10 membered heterocycloalkyl, Cs.10 aryl-Ci.4 alkyl-, Cs.10 cycloalkyl-Ci.4 alkyl-
, (5-10 membered heteroaryl)-Ci.4 alkyl-, and (4-10 membered heterocycloalkyl)-C1.4 alkyl-
are each optionally substituted with 1, 2, 3, 4, or 5 substituents independently selected from
Ci-4 alkyl, C1.4 haloalkyl, C1.4 cyanoalkyl, halo, CN, OR?, SR?® C(O)R™, C(O)NR®R®,
C(O)OR?, OC(0)R", OC(O)NR®R%, NR®R®, NR®C(0O)R®, NR®C(0)OR?,
NR®C(O)NR®R®, C(=NR*®*)R, C(=NR*)NR®R%, NR®C(=NR**)NR®R%*, NR®®S(0)R"®,
NR®S(0)2R, NRSS(0),NRSRY, S(O)RP®, S(O)NRR®, S(0),R?, and S(0),NR®R®;
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or any R°! and R 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 C1¢ alkyl, Cz7 cycloalkyl, 4-7 membered heterocycloalkyl, Ce-10
aryl, 5-6 membered heteroaryl, Ci.¢ haloalkyl, halo CN, OR®, SR®, C(O)R"®, C(O)NR®R®,
C(O)OR?, OC(0)R", OC(O)NR®R%, NR®R®, NR®C(0O)R, NR®C(0)OR?¥,
NR®C(O)NR®R®, C(=NR®*)R, C(=NR®)NR®R%*, NR®C(=NR*®*)NR®R%, NR®S(0)R",
NR®S(0)2R, NR®S(0)NR®R%, S(O)R®, S(O)NR®R®, S(0)2R, and S(O)2NR®R®,
wherein said C1.6 alkyl, Cs.7 cycloalkyl, 4-7 membered heterocycloalkyl, Ce.10 aryl, and 5-6
membered heteroaryl are each optionally substituted by 1, 2, or 3 substituents independently
selected from halo, C1.4 alkyl, C1-4 haloalkyl, C1.4 cyanoalkyl, CN, OR®, SR®, C(O)R,
C(O)NR®R%, C(0)OR®, OC(O)R", OC(O)NR®R%*, NR®R%, NR®C(0O)R,
NR®C(O)OR®, NR®C(O)NR®R%, C(=NR®)R, C(=NR®)NR®R%, NR®C(=NR*)NR®R%,
NR®S(0)R, NR®S(0)2R>, NR®S(0),NR®R%, S(O)R®, S(O)NR®R®, S(0).R"®, and
S(0)2NR®R®;

each R®2, RP?, R® and R% is independently selected from H, C1.¢ alkyl, C1-4
haloalkyl, C2-6 alkenyl, C2. alkynyl, Cs-10aryl, Cs.10 cycloalkyl, 5-10 membered heteroaryl, 4-
10 membered heterocycloalkyl, Ce.10 aryl-Ci-s alkyl-, Cs.10 cycloalkyl-Ci-4 alkyl-, (5-10
membered heteroaryl)-C14 alkyl-, and (4-10 membered heterocycloalkyl)-Ci.4 alkyl-, wherein
said Cy1.6 alkyl, C2.6 alkenyl, C26 alkynyl, Cs.10aryl, Cs.10 cycloalkyl, 5-10 membered
heteroaryl, 4-10 membered heterocycloalkyl, Ce.10 aryl-Ci.4 alkyl-, Cs.10 cycloalkyl-C1-4 alkyl-
, (5-10 membered heteroaryl)-C1.4 alkyl-, and (4-10 membered heterocycloalkyl)-Ci.4 alkyl-
are each optionally substituted with 1, 2, 3, 4, or 5 substituents independently selected from
Ci.4 alkyl, C1.4 haloalkyl, C1-4 cyanoalkyl, halo, CN, OR®, SR%®, C(O)R", C(O)NR®R%®,
C(O)OR?, OC(0)R", OC(O)NR®R%, NR®R® NR®C(0O)R, NR®C(O)OR?,
NR®C(O)NR®R®, C(=NR®)R, C(=NR®)NR®R*, NR®C(=NR*®*)NR®R%, NR®S(0)R,
NR®S(0)2R, NR®S(0).NR®R®, S(O)R®, S(O)NR®R®, S(0).R"®, and S(0).NR®R®;

or any R°? and R% 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 C1.6 alkyl, C3z7 cycloalkyl, 4-7 membered heterocycloalkyl,
phenyl, 5-6 membered heteroaryl, Ci.¢ haloalkyl, halo, CN, OR®, SR#, C(O)R",
C(O)NR®R%, C(0)OR®, OC(0)R">, OC(O)NR®R%*, NR®R%, NR®C(0O)R,
NR®C(O)OR®, NR®C(O)NR®R%, C(=NR*)R, C(=NR®)NR®R%, NR®C(=NR*)NR®R%,
NR®S(0)R, NRSS(0)2R™, NR®S(0),NRPR®, S(O)R", S(O)NR®R®, S(0)2R", and
S(0)2:NR®R®, wherein said C1.6 alkyl, Cs.7 cycloalkyl, 4-7 membered heterocycloalkyl,
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phenyl, and 5-6 membered heteroaryl are each optionally substituted by 1, 2, or 3 substituents
independently selected from halo, C1.4 alkyl, C1.4 haloalkyl, C1.4 cyanoalkyl, CN, OR®, SR®,
C(O)R"®, C(O)NR®R?, C(O)OR?®, OC(O)R™, OC(O)NR®R®, NR®R®, NR®C(0)R,
NR®C(0)OR®, NR®C(O)NR®R%®, C(=NR®)R", C(=NR*®*)NR®R%, NR®C(=NR**)NR®R®,
NR®S(O)R", NR*S(0)2R"™, NR®S(0):NR*R®, S(O)R*, S(O)NR*R®, S(0).R", and
S(0)2NRPRS;

each R®, R*, R%, and R*® is independently selected from H, C1.6 alkyl, C1.4
haloalkyl, C2-¢ alkenyl, C2-6 alkynyl, Cs-10aryl, Cs-.10 cycloalkyl, 5-10 membered heteroaryl, 4-
10 membered heterocycloalkyl, Ce.10 aryl-Ci-4 alkyl-, Cs.10 cycloalkyl-Ci-4 alkyl-, (5-10
membered heteroaryl)-C14 alkyl-, and (4-10 membered heterocycloalkyl)-Ci.4 alkyl-, wherein
said Cy16 alkyl, C2.6 alkenyl, C2 alkynyl, Cs.10aryl, Cs.10 cycloalkyl, 5-10 membered
heteroaryl, 4-10 membered heterocycloalkyl, Cs.10 aryl-Ci.4 alkyl-, Cs.10 cycloalkyl-Ci.4 alkyl-
, (5-10 membered heteroaryl)-Ci14 alkyl-, and (4-10 membered heterocycloalkyl)-Ci.4 alkyl-
are each optionally substituted with 1, 2, 3, 4, or 5 substituents independently selected from
C1.4 alkyl, C1.4 haloalkyl, C1-4 cyanoalkyl, halo, CN, OR®, SR®, C(O)R", C(O)NR®R%®,
C(O)OR?, OC(0)R", OC(O)NR®R%, NR®R® NR®C(0)R, NR®C(0)OR¥,
NR®C(O)NR®R®, C(=NR®)R, C(=NR®)NR®R%*, NR®C(=NR*®*)NR®R%, NR®S(0)R",
NR®S(0)2R, NR®S(0).NR®R®, S(O)R®, S(O)NR®R®, S(0).R"®, and S(0).NR®R%®;

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

each R, R™ R% and R* is independently selected from H, C1.s alkyl, C14
haloalkyl, C2 alkenyl, and C..¢ alkynyl, wherein said C1.¢ alkyl, C2 alkenyl, and Ca.¢
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alkynyl are each optionally substituted with 1, 2, 3, 4, or 5 substituents independently
selected from Ci.4 alkyl, C1.4 haloalkyl, C1.4 cyanoalkyl, halo, CN, OR®, SR®, C(O)R",
C(O)NR®R®, C(O)OR™, OC(O)R", OC(O)NR®R®, NR®R®*, NR®C(O)R",
NR®C(O)OR®, NR®C(O)NR®R®, C(=NR*)R, C(=NR®)NR®R®, NR®C(=NR*)NR*R®,
NR®S(O)R", NR*S(0)2R"™, NR®S(0):NR*R®, S(O)R*, S(O)NR*R®, S(0).R", and
S(0)2NR®R®;

or any R and R% 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 Ci.6 alkyl, C1-6 haloalkyl, halo, CN, OR?, SR®, C(O)R®,
C(O)NR®R%, C(0)OR®, OC(0)R">, OC(O)NR®R®*, NR®R%, NR®C(0O)R,
NR®C(O)OR®, NR®C(O)NR®R%, C(=NR%®)R, C(=NR®)NR®R%, NR®C(=NR*)NR®R%,
NR®S(0)R, NR®S(0)2R, NR®S(0),NR®R%, S(O)R®, S(O)NR®R®, S(0),R"®, and
S(0)2NR®R®;

each R®, R*® R®, and R® is independently selected from H, C1.4 alkyl, C1.4 haloalkyl,
C2.4 alkenyl, and Cz-4 alkynyl, wherein said Ci-4 alkyl, C2-4 alkenyl, and Cz-4 alkyny! are each
optionally substituted with 1, 2, or 3 substituents independently selected from OH, CN,
amino, halo, C1-s alkyl, C1.4alkoxy, Ci4alkylthio, C14 alkylamino, di(C1-4 alkyl)amino, C1.4
haloalkyl, and C1-4 haloalkoxy;

each R, R®2, R®, R®*, and R® is independently selected from H, Ci-salkyl, and CN;

the subscript mis 1 or 2; and

the subscriptnis 1, 2, 3 or 4.

2. The compound of claim 1, or a pharmaceutically acceptable salt thereof,
wherein Y and Z are each CH.

3. The compound of claim 1 or 2, or a pharmaceutically acceptable salt thereof,
wherein ring A is:

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

(b) Ce-10aryl; or
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(© phenyl; or

(d) 5-10 membered heteroaryl; or

(e pyridyl, 1H-indazolyl, 1H-pyrrolo[2,3-b]pyridinyl, or 1H-benzo[d]imidazolyl;
or

()] pyridyl; or

(9) 4-10 membered heterocycloalkyl having at least one ring-forming carbon atom
and 1, 2, 3, or 4 ring-forming heteroatoms selected from N, O, and S, wherein N or S is
optionally oxidized, and wherein a ring-forming carbon atom is optionally substituted by oxo
to form a carbonyl group; or

(h) 2-0x0-2,3-dihydro-1H-indolyl; 2-oxo-2,3-dihydro-1,3-benzoxazolyl; 3,4-
dihydro-2H-pyrido[3,2-b][1,4]oxazinyl; 3-0x0-3,4-dihydro-2H-1,4-benzoxazinyl; 1H-
pyrazolo[3,4-b]pyridinyl, 3-methyl-2-ox0-3,4-dihydro-2H-1,3-benzoxazin-7-yl; 2-oxo-2,3-
dihydro-1H-benzimidazolyl; 1H-benzimidazolyl; 2-oxo-2,3-dihydro[1,3]oxazolo[4,5-
b]pyridinyl, or 2,3-dihydro-1-benzofuranyl; or

Q) 2-0x0-2,3-dihydro-1H-indolyl; 2-oxo-2,3-dihydro-1,3-benzoxazolyl; 3,4-
dihydro-2H-pyrido[3,2-b][1,4]oxazinyl; 3-0x0-3,4-dihydro-2H-1,4-benzoxazinyl; or 2,3-
dihydro-1-benzofuranyl; or

() phenyl; 2,3-dihydro-1,4-benzodioxine; 2,3-dihydro-1H-pyrrolo[2,3-b]pyridin-
5-yl; 5,6,7,8-tetrahydro-1,8-naphthyridin-3-yl; 2-oxo0-1,2,3,4-tetrahydroquinolin-7-yl;
pyridyl; 2-oxo-2,3-dihydro-1,3-benzoxazolyl; 1,3-benzothiazol-5-yl; 2,3-dihydro-1H-inden-
5-yl; 1H-pyrrolo[2,3-b]pyridinyl; 8-quinoxalin-6-yl; 2-oxo-1,2,3,4-tetrahydroquinolin-6-yl,
or 1H-pyrazolo[3,4-b]pyridinyl.

4. The compound of any one of claims 1-3, or a pharmaceutically acceptable salt
thereof, wherein R3, at each occurrence, is independently selected from Cy?, Ci.6 alkyl, CN,
OR%, C(O)NR®R%, and NR°*R%; wherein the C1.s alkyl is optionally substituted with 1, 2,
or 3 substituents independently selected from Cy?, C(O)R"?, and C(O)NR®?R®,

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

@ two adjacent R substituents on ring A taken together with the atoms to which
they are attached form a fused 5- or 6-membered heterocycloalkyl ring, a fused Cs.¢
cycloalkyl ring, or a fused 5- or 6-membered heteroaryl ring, each of which is optionally

substituted with 1 or 2 independently selected R” substituents; wherein a ring carbon of the

137



fused 5- or 6-membered heterocycloalkyl ring or fused Cs.s cycloalkyl ring is optionally
replaced by a carbonyl group;

alternatively, two R” substituents attached to the same carbon of the fused 5- or 6-
membered heterocycloalkyl or fused Cs.¢ cycloalkyl taken together form a Cs.¢ cycloalkyl or
4- to 7-membered heterocycloalkyl ring; or

(b) two adjacent R substituents on ring A taken together with the atoms to which
they are attached form a fused ring selected from 1-methylpyrrolidine, 4-methyl-3-oxo-
morpholine, 1-methylimidazole, 1-methylpiperidine, 1-methyl-2-oxopyrrolidine, and 1-

methylpyrazole, each of which is optionally substituted with 1 or 2 R” substituents.

6. The compound of any one of claims 1-3, or a pharmaceutically acceptable salt
thereof, wherein:

(@  R3is Cisalkyl, halo, Ci6 hydroxyalkyl, Ci-¢ haloalkyl, CN, OR®, 1-
pyrrolidinyl, 2-oxo-1-pyrrolidinyl, NR?C(O)OR®, -( C1.s alkyl)-NR®C(0)OR®,
C(O)NR®2R%, NR®R%, piperazinylmethyl, 4-methylpiperazinylmethyl, piperidinyl,
morpholinyl, 4-methylpiperazinylcarbonylmethyl, morpholinylmethyl, or 3-cyano-1-
pyrrolidinyl; or

(b)  R%is Cisalkyl, CN, OR®, 1-pyrrolidinyl, 2-oxo-1-pyrrolidinyl, C(O)NR®?R%,
NR®2R%, piperazinylmethyl, 4-methylpiperazinylmethyl, piperidinyl, morpholinyl, 4-
methylpiperazinylcarbonylmethyl, morpholinylmethyl, or 3-cyano-1-pyrrolidinyl; or

© R3 is, at each occurrence, CN, F, hydroxymethyl, (CH30)C(O)N(CHs)-,
(CH30)C(O)N(CHas)-methyl, difluoromethyl, amino, methyl, methoxy, 1-pyrrolidinyl, 2-oxo-
1-pyrrolidinyl, -C(O)N(CHsa)z2, dimethylamino, 4-methylpiperazinylmethyl, morpholinyl, 4-
methylpiperazinylcarbonylmethyl, morpholinylmethyl, morpholinoethyl, or 3-cyano-1-
pyrrolidinylmethyl; or

(d) R3 is, at each occurrence, CN, methyl, methoxy, 1-pyrrolidinyl, 2-oxo-1-
pyrrolidinyl, -C(O)N(CHa)z, dimethylamino, 4-methylpiperazinylmethyl, morpholinyl, 4-
methylpiperazinylcarbonylmethyl, morpholinylmethyl, morpholinoethyl, or 3-cyano-1-
pyrrolidinylmethyl; or

©) R3 is, at each occurrence, CN, F, hydroxymethyl, (CHsO)C(O)N(CHs)-,
(CH30)C(O)N(CHz3)-methyl, difluoromethyl, methyl, methoxy, -C(O)N(CHs)2,
dimethylamino, morpholinylmethyl, (CH3)S(O2)N(CH3)-methyl, (CH3)2NC(O)N(CHs)-
methyl , CI, 1-hydroxyethyl, methoxymethyl, isopropyl, ethyl, (CH3)S(O2)N(CHs)-, or
ethoxy.
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7. The compound of any one of claims 1-6, or a pharmaceutically acceptable salt
thereof, wherein:
(@  Rlis-L-R®or —L2-NR'RS; or

(b)  R'is—L2-NR'R®, wherein L? is a bond, -C(0)-, -C1-salkylene-, -O-C1.4
alkylene, -C14 alkylene-O-, -Cy4 alkylene-NH-, or -NH-C1.4 alkylene-; or

(c) RlisOR¥;or

(d)  R'is OR*, wherein R* is Cy. alkyl substituted with Cy*; or

(&)  Rlis OR*, wherein R is methylene substituted with Cy*; or

) R!is OR¥, wherein R* is methylene substituted with 4-10 membered
heterocycloalkyl optionally substituted with 1, 2, 3, or 4 substituents independently selected
from R%Y; or

(09) R is (1-methylpiperidin-3-yl)methoxy, (1-ethylpiperidin-3-yl)methoxy, (2-
cyanoethylpiperidin-3-yl)methoxy, (2-hydroxyethylpiperidin-3-yl)methoxy, (2-
methoxyethylpiperidin-3-yl)methoxy, 4-dimethylaminopiperidin-1-yl, 3-
dimethylaminopyrrolidin-1-yl, 7-methyl-2,7-diazaspiro[4.4]non-2-yl, or (1-methylpyrrolidin-
3-yl)methoxy; or

(h) R! is (1-methylpiperidin-3-yl)methoxy or (1-methylpyrrolidin-3-yl)methoxy;
or

Q) R is (1-methylpiperidin-3-yl)methoxy, (1-ethylpiperidin-3-yl)methoxy, (2-
cyanoethylpiperidin-3-yl)methoxy, 4-dimethylaminopiperidin-1-yl, 3-
dimethylaminopyrrolidin-1-yl, (2-hydroxypropylpiperidin-3-yl)methoxy, or 2-hydroxy-2-
methylpropyl)piperidin-3-ylJmethoxy.

8. The compound of any one of claims 1-7, or a pharmaceutically acceptable salt

thereof, wherein R? is H.

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

thereof, wherein R* is H.

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

thereof, wherein R® is H.
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11.  The compound of any one of claims 1-10, or a pharmaceutically acceptable

salt thereof, wherein m is 1.

12.  The compound of any one of claims 1-11, or a pharmaceutically acceptable

salt thereof, wherein n is 1.

13.  The compound of any one of claims 1-6 and 12, having:

@) Formula IVa, IVb, IVc, IVd, IVe, or IVT:
NC

O
N O\ N~ Na Ot SN~
N | N
O NOSY
(R% \ / (R%) \ /
Ve Ivd
NC NC
N O \\O\l O N O \\Q ~
BN N \/\CN AN N \/\O
T D
NORY, O
(R3) \ / (R3), \ /
Ve IVf

or a pharmaceutically acceptable salt thereof; or
(b) Formula IVg, IVVh, or IVi:
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Vi
or a pharmaceutically acceptable salt thereof; or
(c) Formula IVa or 1Vb:

IVa Vb
or a pharmaceutically acceptable salt thereof; or
(d) Formula Vla, VIb, or Vic:

VIb

or a pharmaceutically acceptable salt thereof.
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14.  The compound of claim 1, having Formula V:

or a pharmaceutically acceptable salt thereof, wherein:

two R? substituents taken together with the carbon atoms to which they are attached
form a fused 5-membered heterocycloalkyl ring or a fused 5-membered heteroaryl ring, each
of which is optionally substituted with 1 or 2 independently selected R” substituents, wherein
a ring carbon of the fused 5-membered heterocycloalkyl ring is optionally replaced by a
carbonyl group;

X1is N or CH;

L? is a bond or O-C 1-salkylene; and

R’ and R® together with the nitrogen atom to which they are attached form 4- to 7-
membered heterocycloalkyl ring having 0, 1 or 2 heteroatoms selected from N and S in
addition to the nitrogen atom connected to R” and R®, wherein the heterocycloalkyl is

optionally substituted with 1, 2, 3 or 4 independently selected R® substituents.

15.  The compound of claim 1, or a pharmaceutically acceptable salt thereof,
wherein the compound is:
@ selected from:
4-(8-(4-methylphenyl)-5-{[(3R)-1-methylpiperidin-3-yl]methoxy}imidazo[1,2-
c]pyrimidin-7-yl)benzonitrile,
4-(8-(4-methylphenyl)-5-{[(3R)-1-methylpyrrolidin-3-ylJmethoxy}imidazo[1,2-
c]pyrimidin-7-yl)benzonitrile,
4-(8-(6-methoxypyridin-3-yl)-5-{[(3R)-1-methylpiperidin-3-yl]methoxy}imidazo[1,2-
c]pyrimidin-7-yl)benzonitrile,
4-(8-[6-(dimethylamino)pyridin-3-y1]-5-{[(3R)-1-methylpiperidin-3-
yl]methoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile,
4-[5-{[(3R)-1-methylpiperidin-3-ylJmethoxy}-8-(6-pyrrolidin-1-ylpyridin-3-
ylimidazo[1,2-c]pyrimidin-7-yl]benzonitrile,
4-(8-(1-methyl-2-0x0-2,3-dihydro-1H-indol-5-yl)-5-{[(3R)-1-methylpiperidin-3-
yllmethoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile,
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4-(8-(3-methyl-2-ox0-2,3-dihydro-1,3-benzoxazol-6-yl)-5-{[(3R)-1-methylpiperidin-
3-yllmethoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile,
4-(8-(1-methyl-1H-indazol-5-yl)-5-{[(3R)-1-methylpiperidin-3-
yllmethoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile,
4-(8-{4-[(4-methylpiperazin-1-yl)methyl]phenyl}-5-{[(3R)-1-methylpiperidin-3-
yl]methoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile,
4-(8-{4-[2-(4-methylpiperazin-1-yl)-2-oxoethyl]phenyl}-5-{[(3R)-1-methylpiperidin-
3-yl]Jmethoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile,
4-{5-{[(3R)-1-methylpiperidin-3-ylJmethoxy}-8-[4-(2-morpholin-4-
ylethyl)phenyl]imidazo[1,2-c]pyrimidin-7-yl}benzonitrile,
4-{5-{[(3R)-1-methylpiperidin-3-ylJmethoxy}-8-[4-(morpholin-4-
ylmethyl)phenyl]imidazo[1,2-c]pyrimidin-7-yl}benzonitrile,
(3S)-1-[4-(7-(4-cyanophenyl)-5-{[(3R)-1-methylpiperidin-3-ylJmethoxy}imidazo[1,2-
c]pyrimidin-8-yl)benzyl]pyrrolidine-3-carbonitrile,
4-(8-(4-methyl-3,4-dihydro-2H-pyrido[3,2-b][1,4]oxazin-7-yl)-5-{[(3R)-1-
methylpiperidin-3-yl]Jmethoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile,
4-(8-(4-methyl-3-0x0-3,4-dihydro-2H-1,4-benzoxazin-7-yl)-5-{[ (3R)-1-
methylpiperidin-3-ylJmethoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile,
4-{5-{[(3R)-1-methylpiperidin-3-ylJmethoxy}-8-[6-(2-oxopyrrolidin-1-yl)pyridin-3-
yllimidazo[1,2-c]pyrimidin-7-yl}benzonitrile,
4-(8-(1-methyl-1H-benzimidazol-5-yl)-5-{[(3R)-1-methylpiperidin-3-
ylJmethoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile,
4-(8-(1-methyl-1H-indazol-6-yl)-5-{[(3R)-1-methylpiperidin-3-
yllmethoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile,
4-[5-{[(3R)-1-methylpiperidin-3-ylJmethoxy}-8-(1-methyl-1H-pyrrolo[2,3-b]pyridin-
5-yl)imidazo[1,2-c]pyrimidin-7-yl]benzonitrile,
5-(7-(4-cyanophenyl)-5-{[(3R)-1-methylpiperidin-3-ylJmethoxy}imidazo[1,2-
c]pyrimidin-8-yl)-N,N-dimethyl-2,3-dihydro-1-benzofuran-2-carboxamide,
4-(8-[6-(dimethylamino)pyridin-3-yl]-5-{[(3R)-1-methylpyrrolidin-3-
yl]methoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile,
4-[5-{[(3R)-1-methylpyrrolidin-3-ylJmethoxy}-8-(6-pyrrolidin-1-ylpyridin-3-
yl)imidazo[1,2-c]pyrimidin-7-yl]benzonitrile,
4-(8-(1-methyl-2-o0x0-2,3-dihydro-1H-indol-5-y1)-5-{[(3R)-1-methylpyrrolidin-3-
yl]methoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile,
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4-(8-(4-methyl-3,4-dihydro-2H-pyrido[3,2-b][1,4]oxazin-7-y1)-5-{[(3R)-1-
methylpyrrolidin-3-ylJmethoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile,
4-(8-(1-methyl-1H-benzimidazol-5-yl)-5-{[(3R)-1-methylpyrrolidin-3-
yllmethoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile,
4-(8-(3-methyl-2-0xo0-2,3-dihydro-1,3-benzoxazol-6-yl)-5-{[(3R)-1-methylpyrrolidin-
3-yllmethoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile, and
4-(8-(1-methyl-1H-indazol-5-yl)-5-{[(3R)-1-methylpyrrolidin-3-
yllmethoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile; or
(b) selected from:
4-[5-{[(3R)-1-methylpiperidin-3-yl]methoxy}-8-(1-methyl-1H-pyrazolo[3,4-
b]pyridin-5-yl)imidazo[1,2-c]pyrimidin-7-yl]benzonitrile,
4-[5-{[(3R)-1-ethylpiperidin-3-ylJmethoxy}-8-(1-methyl-1H-pyrazolo[3,4-b]pyridin-
5-yl)imidazo[1,2-c]pyrimidin-7-yl]benzonitrile,
4-(8-[3-fluoro-4-(hydroxymethyl)-5-methylphenyl]-5-{[(3R)-1-methylpiperidin-3-
yllmethoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile,
4-(8-[3-fluoro-4-(hydroxymethyl)phenyl]-5-{[(3R)-1-methylpiperidin-3-
yl]methoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile,
4-(8-[3,5-difluoro-4-(hydroxymethyl)phenyl]-5-{[(3R)-1-methylpiperidin-3-
yllmethoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile,
4-[5-{[(3R)-1-(2-cyanoethyl)piperidin-3-yl]Jmethoxy}-8-(1-methyl-1H-pyrazolo[3,4-
b]pyridin-5-yl)imidazo[1,2-c]pyrimidin-7-yl]benzonitrile,
4-[5-{[(3R)-1-(2-hydroxyethyl)piperidin-3-ylJmethoxy}-8-(1-methyl-1H-
pyrazolo[3,4-b]pyridin-5-yl)imidazo[1,2-c]pyrimidin-7-yl]benzonitrile,
4-(8-[4-(hydroxymethyl)-3-methylphenyl]-5-{[(3R)-1-methylpiperidin-3-
yl]methoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile,
4-(8-[4-(hydroxymethyl)phenyl]-5-{[(3R)-1-methylpiperidin-3-
yllmethoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile,
4-[5-[4-(dimethylamino)piperidin-1-yl]-8-(1-methyl-1H-pyrazolo[3,4-b]pyridin-5-
ylimidazo[1,2-c]pyrimidin-7-yl]benzonitrile,
4-[5-[(3R)-3-(dimethylamino)pyrrolidin-1-yl]-8-(1-methyl-1H-pyrazolo[3,4-
b]pyridin-5-yl)imidazo[1,2-c]pyrimidin-7-yl]benzonitrile,
4-[5-(7-methyl-2,7-diazaspiro[4.4]non-2-yl)-8-(1-methyl-1H-pyrazolo[3,4-b]pyridin-
5-yl)imidazo[1,2-c]pyrimidin-7-yl]benzonitrile,
methyl [4-(7-(4-cyanophenyl)-5-{[(3R)-1-methylpiperidin-3-
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yl]methoxy}imidazo[1,2-c]pyrimidin-8-yl)-2-fluorobenzyl]methylcarbamate,
4-[5-{[(3R)-1-(2-methoxyethyl)piperidin-3-yl]methoxy}-8-(1-methyl-1H-
pyrazolo[3,4-b]pyridin-5-yl)imidazo[1,2-c]pyrimidin-7-yl]benzonitrile,
4-(8-(3-amino-1-methyl-1H-indazol-5-yl)-5-{[(3R)-1-methylpiperidin-3-
yl]methoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile,
4-(8-(3-methyl-2-0x0-3,4-dihydro-2H-1,3-benzoxazin-7-yl)-5-{[ (3R)-1-
methylpiperidin-3-yl]Jmethoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile,
4-(8-(1,3-dimethyl-2-0x0-2,3-dihydro-1H-benzimidazol-5-yl)-5-{[ (3R)-1-
methylpiperidin-3-ylJmethoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile,
4-(8-(5-fluoro-3-methyl-2-ox0-2,3-dihydro-1,3-benzoxazol-6-y1)-5-{[ (3R)-1-
methylpiperidin-3-yl]Jmethoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile,
4-[5-[4-(dimethylamino)piperidin-1-yl]-8-(1-methyl-1H-indazol-5-yl)imidazo[1,2-
c]pyrimidin-7-yl]benzonitrile,
4-[5-[4-(dimethylamino)piperidin-1-yl]-8-(3-methyl-2-oxo0-2,3-dihydro-1,3-
benzoxazol-6-yl)imidazo[1,2-c]pyrimidin-7-yl]benzonitrile,
4-[5-[4-(dimethylamino)piperidin-1-yl]-8-(6-methoxypyridin-3-yl)imidazo[1,2-
c]pyrimidin-7-yl]benzonitrile,
4-[5-[4-(dimethylamino)piperidin-1-yl]-8-(5-fluoro-6-methoxypyridin-3-
yl)imidazo[1,2-c]pyrimidin-7-yl]benzonitrile,
4-{5-[4-(dimethylamino)piperidin-1-yl]-8-[6-(2-oxopyrrolidin-1-yl)pyridin-3-
yllimidazo[1,2-c]pyrimidin-7-yl}benzonitrile,
4-[5-[4-(dimethylamino)piperidin-1-yl]-8-(4-methyl-3-ox0-3,4-dihydro-2H-1,4-
benzoxazin-7-yl)imidazo[1,2-c]pyrimidin-7-yl]benzonitrile,
4-{8-[2-(difluoromethyl)-1-methyl-1H-benzimidazol-5-yl]-5-[4-
(dimethylamino)piperidin-1-yl]imidazo[1,2-c]pyrimidin-7-yl}benzonitrile,
4-[5-[4-(dimethylamino)piperidin-1-yl]-8-(6-methoxy-5-methylpyridin-3-
yl)imidazo[1,2-c]pyrimidin-7-yl]benzonitrile,
4-[5-[4-(dimethylamino)piperidin-1-yl]-8-(5-fluoro-3-methyl-2-ox0-2,3-dihydro-1,3-
benzoxazol-6-yl)imidazo[1,2-c]pyrimidin-7-yl]benzonitrile,
4-[5-{[(3R)-1-ethylpiperidin-3-yl]methoxy}-8-(3-methyl-2-0x0-2,3-dihydro-1,3-
benzoxazol-6-yl)imidazo[1,2-c]pyrimidin-7-yl]benzonitrile,
4-[5-{[(3R)-1-(2-hydroxyethyl)piperidin-3-ylJmethoxy}-8-(6-methoxypyridin-3-
ylimidazo[1,2-c]pyrimidin-7-yl]benzonitrile,
4-(8-(5-fluoro-6-methoxypyridin-3-y1)-5-{[(3R)-1-(2-hydroxyethyl)piperidin-3-
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yl]methoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile,
4-[5-[4-(dimethylamino)piperidin-1-yl]-8-(4-fluoro-3-methyl-2-ox0-2,3-dihydro-1,3-
benzoxazol-6-yl)imidazo[1,2-c]pyrimidin-7-yl]benzonitrile,
4-(8-(4-fluoro-3-methyl-2-o0x0-2,3-dihydro-1,3-benzoxazol-6-y1)-5-{[(3R)-1-
methylpiperidin-3-ylJmethoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile,
4-[5-[4-(dimethylamino)piperidin-1-yl]-8-(3-methyl-2-ox0-2,3-
dihydro[1,3]oxazolo[4,5-b]pyridin-6-yl)imidazo[1,2-c]pyrimidin-7-yl]benzonitrile,
4-(8-(3-methyl-2-ox0-2,3-dihydro[1,3]oxazolo[4,5-b]pyridin-6-y1)-5-{[ (3R)-1-
methylpiperidin-3-ylJmethoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile,
4-[5-[4-(dimethylamino)piperidin-1-yl]-8-(1-methyl-2-oxo0-2,3-dihydro-1H-indol-5-
yl)imidazo[1,2-c]pyrimidin-7-yl]benzonitrile,
4-[5-[4-(dimethylamino)piperidin-1-yl]-8-(1,2-dimethyl-1H-benzimidazol-5-
ylimidazo[1,2-c]pyrimidin-7-yl]benzonitrile,
4-(8-[2-(difluoromethyl)-1-methyl-1H-benzimidazol-5-y1]-5-{[(3R)-1-
methylpiperidin-3-yl]Jmethoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile,
4-(8-(1,2-dimethyl-1H-benzimidazol-5-yl)-5-{[(3R)-1-methylpiperidin-3-
yl]methoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile,
5-{7-(4-cyanophenyl)-5-[4-(dimethylamino)piperidin-1-yl]Jimidazo[1,2-c]pyrimidin-
8-yl}-2-methylnicotinonitrile,
methyl (5-{7-(4-cyanophenyl)-5-[4-(dimethylamino)piperidin-1-yl]imidazo[1,2-
c]pyrimidin-8-yl}pyridin-2-yl)methylcarbamate,
4-[5-[4-(dimethylamino)piperidin-1-yl]-8-(5,6-dimethylpyridin-3-yl)imidazo[1,2-
c]pyrimidin-7-yl]benzonitrile,
4-(8-(6-methoxy-5-methylpyridin-3-yl)-5-{[(3R)-1-methylpiperidin-3-
yl]methoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile,
5-(7-(4-cyanophenyl)-5-{[(3R)-1-methylpiperidin-3-ylJmethoxy}imidazo[1,2-
c]pyrimidin-8-yl)-2-methylnicotinonitrile,
4-(8-[3-(hydroxymethyl)-4-methylphenyl]-5-{[(3R)-1-methylpiperidin-3-
yl]methoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile,
4-(8-[2-(hydroxymethyl)-4-methylphenyl]-5-{[(3R)-1-methylpiperidin-3-
yllmethoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile,
4-[5-{[(3R)-1-methylpiperidin-3-yl]methoxy}-8-(6-methylpyridin-3-yl)imidazo[1,2-
c]pyrimidin-7-yl]benzonitrile,

4-(8-(5-fluoro-6-methylpyridin-3-yl)-5-{[(3R)-1-methylpiperidin-3-
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yl]methoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile, and
methyl [4-(7-(4-cyanophenyl)-5-{[(3R)-1-methylpiperidin-3-ylJmethoxy}imidazo[1,
2-c]pyrimidin-8-yl)-2-fluorophenyl]methylcarbamate; or
(© selected from:
7-(7-(4-cyanophenyl)-5-{[(3R)-1-methylpiperidin-3-ylJmethoxy}imidazo[1,2-
c]pyrimidin-8-yl)-N,N-dimethyl-2,3-dihydro-1,4-benzodioxine-2-carboxamide,
4-(8-(1-methyl-2,3-dihydro-1H-pyrrolo[2,3-b]pyridin-5-yl)-5-{[(3R)-1-
methylpiperidin-3-yl]Jmethoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile,
4-[5-{[(3R)-1-methylpiperidin-3-yl]methoxy}-8-(8-methyl-5,6,7,8-tetrahydro-
1,8-naphthyridin-3-yl)imidazo[1,2-c]pyrimidin-7-yl]benzonitrile,
4-(8-(1-methyl-2-o0x0-1,2,3,4-tetrahydroquinolin-7-yl)-5-{[ (3R)-1-
methylpiperidin-3-yl]Jmethoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile,
4-(8-[3-fluoro-4-(morpholin-4-ylmethyl)phenyl]-5-{[(3R)-1-methylpiperidin-3-
yl]methoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile,
4-[5-{[(3R)-1-(2-cyanoethyl)piperidin-3-ylJmethoxy}-8-(5-fluoro-6-
methoxypyridin-3-yl)imidazo[1,2-c]pyrimidin-7-yl]benzonitrile,
4-{8-[6-(dimethylamino)-5-fluoropyridin-3-yl]-5-[4-(dimethylamino)piperidin-
1-yl]imidazo[1,2-c]pyrimidin-7-yl}benzonitrile,
4-[5-{[(3R)-1-(2-cyanoethyl)piperidin-3-ylJmethoxy}-8-(3-methyl-2-0x0-2,3-
dihydro-1,3-benzoxazol-6-yl)imidazo[1,2-c]pyrimidin-7-yl]benzonitrile,
N-[4-(7-(4-cyanophenyl)-5-{[(3R)-1-methylpiperidin-3-yl]Jmethoxy}imidazo[1,
2-c]pyrimidin-8-yl)-2-fluorobenzyl]-N-methylmethanesulfonamide,
N-[4-(7-(4-cyanophenyl)-5-{[(3R)-1-methylpiperidin-3-ylJmethoxy}imidazo[1,
2-c]pyrimidin-8-yl)-2-fluorobenzyl]-N,N',N'-trimethylurea,
N-[4-(7-(4-cyanophenyl)-5-{[(3R)-1-methylpiperidin-3-yl]Jmethoxy}imidazo[1,
2-c]pyrimidin-8-yl)benzyl]-N,N',N'-trimethylurea,
methyl [4-(7-(4-cyanophenyl)-5-{[(3R)-1-methylpiperidin-3-
yllmethoxy}imidazo[1,2-c]pyrimidin-8-yl)benzyl]methylcarbamate,
4-(8-(5-chloro-6-methoxypyridin-3-yl1)-5-{[(3R)-1-methylpiperidin-3-
yl]methoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile,
4-{5-[4-(dimethylamino)piperidin-1-yl]-8-[3-fluoro-4-(hydroxymethyl)-5-
methylphenyl]imidazo[1,2-c]pyrimidin-7-yl}benzonitrile,
4-{8-[3,5-difluoro-4-(hydroxymethyl)phenyl]-5-[4-(dimethylamino)piperidin-1-
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yllimidazo[1,2-c]pyrimidin-7-yl}benzonitrile,
4-{5-[4-(dimethylamino)piperidin-1-yl]-8-[4-(hydroxymethyl)-3-
methylphenyl]imidazo[1,2-c]pyrimidin-7-yl}benzonitrile,
4-(8-(5-chloro-6-methylpyridin-3-yl)-5-{[(3R)-1-methylpiperidin-3-
yl]methoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile,
4-(8-[3-(1-hydroxyethyl)-4-methylphenyl]-5-{[(3R)-1-methylpiperidin-3-
yllmethoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile,
4-(8-[4-(methoxymethyl)phenyl]-5-{[(3R)-1-methylpiperidin-3-
yl]methoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile,
4-(8-[2-fluoro-4-(morpholin-4-ylmethyl)phenyl]-5-{[(3R)-1-methylpiperidin-3-
yllmethoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile,
5-(7-(4-cyanophenyl)-5-{[(3R)-1-methylpiperidin-3-yl]methoxy}imidazo[1,2-
c]pyrimidin-8-yl)-2-methylbenzonitrile,
N-(4-{7-(4-cyanophenyl)-5-[4-(dimethylamino)piperidin-1-yl]imidazo[1,2-
c]pyrimidin-8-yl}-2-fluorobenzyl)-N,N',N'-trimethylurea,
4-{5-[4-(dimethylamino)piperidin-1-yl]-8-[3-fluoro-4-(morpholin-4-
ylmethyl)phenyl]imidazo[1,2-c]pyrimidin-7-yl}benzonitrile,
4-{5-{[(3R)-1-ethylpiperidin-3-yl]methoxy}-8-[3-(hydroxymethyl)-4-
methylphenyl]imidazo[1,2-c]pyrimidin-7-yl}benzonitrile,
4-{5-[(3R)-3-(dimethylamino)pyrrolidin-1-yl]-8-[3-(hydroxymethyl)-4-
methylphenyl]imidazo[1,2-c]pyrimidin-7-yl}benzonitrile,
4-(8-[3-chloro-4-(hydroxymethyl)phenyl]-5-{[(3R)-1-methylpiperidin-3-
yllmethoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile,
4-{5-[4-(dimethylamino)piperidin-1-yl]-8-[3-(hydroxymethyl)-4-
methylphenyl]imidazo[1,2-c]pyrimidin-7-yl}benzonitrile,
4-{8-(5-chloro-6-methylpyridin-3-yl)-5-[4-(dimethylamino)piperidin-1-
yllimidazo[1,2-c]pyrimidin-7-yl}benzonitrile,
4-{8-(5-chloro-6-methoxypyridin-3-yl)-5-[4-(dimethylamino)piperidin-1-
yllimidazo[1,2-c]pyrimidin-7-yl}benzonitrile,
5-{7-(4-cyanophenyl)-5-[4-(dimethylamino)piperidin-1-yl]Jimidazo[1,2-
c]pyrimidin-8-yl}-2-methoxynicotinonitrile,
methy!l [5-(7-(4-cyanophenyl)-5-{[(3R)-1-methylpiperidin-3-
yl]methoxy}imidazo[1,2-c]pyrimidin-8-yl)-2-methylphenyl]methylcarbamate,
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4-(8-(6-ethylpyridin-3-yI1)-5-{[(3R)-1-methylpiperidin-3-
yl]methoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile,
4-(8-(6-isopropylpyridin-3-yl)-5-{[(3R)-1-methylpiperidin-3-
yllmethoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile,
4-{5-{[(3R)-1-ethylpiperidin-3-yl]methoxy}-8-[3-fluoro-4-(hydroxymethyl)-5-
methylphenyl]imidazo[1,2-c]pyrimidin-7-yl}benzonitrile,
4-{5-[(3R)-3-(dimethylamino)pyrrolidin-1-yl]-8-[3-fluoro-4-(hydroxymethyl)-
5-methylphenyl]imidazo[1,2-c]pyrimidin-7-yl}benzonitrile,
4-{5-[4-(dimethylamino)piperidin-1-yl]-8-[2-(hydroxymethyl)-4-
methylphenyl]imidazo[1,2-c]pyrimidin-7-yl}benzonitrile,
4-[5-[4-(dimethylamino)piperidin-1-yl]-8-(6-methylpyridin-3-yl)imidazo[1,2-
c]pyrimidin-7-yl]benzonitrile,
4-[5-[4-(dimethylamino)piperidin-1-yl]-8-(5-fluoro-6-methylpyridin-3-
ylimidazo[1,2-c]pyrimidin-7-yl]benzonitrile,
methyl (4-{7-(4-cyanophenyl)-5-[4-(dimethylamino)piperidin-1-yl]imidazo[1,
2-c]pyrimidin-8-yl}phenyl)methylcarbamate,
N-(5-{7-(4-cyanophenyl)-5-[4-(dimethylamino)piperidin-1-yl]imidazo[1,2-
c]pyrimidin-8-yl}pyridin-2-yl)-N-methylmethanesulfonamide,
methyl (4-{7-(4-cyanophenyl)-5-[4-(dimethylamino)piperidin-1-yl]imidazo[1,
2-c]pyrimidin-8-yl}-2-fluorophenyl)methylcarbamate,
4-[5-[4-(dimethylamino)piperidin-1-yl]-8-(6-ethoxypyridin-3-yl)imidazo[1,2-
c]pyrimidin-7-yl]benzonitrile,
4-[5-[4-(dimethylamino)piperidin-1-yl]-8-(6-isopropylpyridin-3-yl)imidazo[1,
2-c]pyrimidin-7-yl]benzonitrile,
4-{5-{[(3R)-1-ethylpiperidin-3-yl]methoxy}-8-[2-(hydroxymethyl)-4-
methylphenyl]imidazo[1,2-c]pyrimidin-7-yl}benzonitrile,
4-{8-(1,3-benzothiazol-5-yl)-5-[4-(dimethylamino)piperidin-1-yl]imidazo[1,2-
c]pyrimidin-7-yl}benzonitrile,
4-[5-[4-(dimethylamino)piperidin-1-yl]-8-(3-hydroxy-2,3-dihydro-1H-inden-5-
ylimidazo[1,2-c]pyrimidin-7-yl]benzonitrile,
4-[5-[4-(dimethylamino)piperidin-1-yl]-8-(2-hydroxy-2,3-dihydro-1H-inden-5-
yl)imidazo[1,2-c]pyrimidin-7-yl]benzonitrile,
4-(8-(3-hydroxy-2,3-dihydro-1H-inden-5-yl)-5-{[(3R)-1-methylpiperidin-3-
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yl]methoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile,
4-(8-(2-hydroxy-2,3-dihydro-1H-inden-5-yl)-5-{[(3R)-1-methylpiperidin-3-
yllmethoxy}imidazo[1,2-c]pyrimidin-7-yl)benzonitrile,
4-[5-[4-(dimethylamino)piperidin-1-yl]-8-(1-methyl-1H-pyrrolo[2,3-b]pyridin-
5-yl)imidazo[1,2-c]pyrimidin-7-yl]benzonitrile,
4-{5-[4-(dimethylamino)piperidin-1-yl]-8-quinoxalin-6-ylimidazo[1,2-
c]pyrimidin-7-yl}benzonitrile,
4-[5-[4-(dimethylamino)piperidin-1-yl]-8-(4-fluoro-1,3-dimethyl-2-0x0-2,3-
dihydro-1H-benzimidazol-5-yl)imidazo[1,2-c]pyrimidin-7-yl]benzonitrile,
4-[5-[4-(dimethylamino)piperidin-1-yl]-8-(7-fluoro-1,3-dimethyl-2-0x0-2,3-
dihydro-1H-benzimidazol-5-yl)imidazo[1,2-c]pyrimidin-7-yl]benzonitrile,
4-[5-[4-(dimethylamino)piperidin-1-yl]-8-(6-fluoro-1,3-dimethyl-2-ox0-2,3-
dihydro-1H-benzimidazol-5-yl)imidazo[1,2-c]pyrimidin-7-yl]benzonitrile,
4-[5-[4-(dimethylamino)piperidin-1-yl]-8-(1-methyl-2-oxo-1,2,3,4-
tetrahydroquinolin-6-yl)imidazo[1,2-c]pyrimidin-7-yl]benzonitrile,
4-[5-[4-(dimethylamino)piperidin-1-yl]-8-(1-methyl-2-oxo0-1,2,3,4-
tetrahydroquinolin-7-yl)imidazo[1,2-c]pyrimidin-7-yl]benzonitrile,
4-{8-[5-(difluoromethyl)-6-methylpyridin-3-yl]-5-[4-(dimethylamino)piperidin-
1-yl]imidazo[1,2-c]pyrimidin-7-yl}benzonitrile,
4-[5-({(3R)-1-[(2R)-2-hydroxypropyl]piperidin-3-yl}methoxy)-8-(3-methyl-2-
oxo-2,3-dihydro-1,3-benzoxazol-6-yl)imidazo[1,2-c]pyrimidin-7-yl]benzonitrile,
4-[5-({(3R)-1-[(2S)-2-hydroxypropyl]piperidin-3-yl}methoxy)-8-(3-methyl-2-
0x0-2,3-dihydro-1,3-benzoxazol-6-yl)imidazo[1,2-c]pyrimidin-7-yl]benzonitrile,
4-[5-{[(3R)-1-(2-hydroxy-2-methylpropyl)piperidin-3-ylJmethoxy}-8-(3-
methyl-2-oxo0-2,3-dihydro-1,3-benzoxazol-6-yl)imidazo[1,2-c]pyrimidin-7-
yl]benzonitrile,
4-[5-({(3R)-1-[(2R)-2-hydroxypropyl]piperidin-3-yl}methoxy)-8-(1-methyI-
1H-pyrazolo[3,4-b]pyridin-5-yl)imidazo[1,2-c]pyrimidin-7-yl]benzonitrile,
4-[5-({(3R)-1-[(2S)-2-hydroxypropyl]piperidin-3-yl}methoxy)-8-(1-methyl-
1H-pyrazolo[3,4-b]pyridin-5-yl)imidazo[1,2-c]pyrimidin-7-yl]benzonitrile, and
4-[5-{[(3R)-1-(2-hydroxy-2-methylpropyl)piperidin-3-ylJmethoxy}-8-(1-
methyl-1H-pyrazolo[3,4-b]pyridin-5-yl)imidazo[1,2-c]pyrimidin-7-yl]benzonitrile.
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16.  The compound of claim 1, wherein the compound is 4-[5-[4-
(dimethylamino)piperidin-1-yl]-8-(1-methyl-1H-pyrazolo[3,4-b]pyridin-5-yl)imidazo[1,2-

c]pyrimidin-7-yl]benzonitrile, or a pharmaceutically acceptable salt thereof.

17.  The compound of claim 1, wherein the compound is 4-[5-[(3R)-3-
(dimethylamino)pyrrolidin-1-yl]-8-(1-methyl-1H-pyrazolo[3,4-b]pyridin-5-yl)imidazo[1,2-

c]pyrimidin-7-yl]benzonitrile, or a pharmaceutically acceptable salt thereof.

18.  The compound of claim 1, wherein the compound is 4-[5-[4-
(dimethylamino)piperidin-1-yl]-8-(1-methyl-1H-pyrrolo[2,3-b]pyridin-5-yl)imidazo[1, 2-
c]pyrimidin-7-yl]benzonitrile, or a pharmaceutically acceptable salt thereof.

19. A pharmaceutical composition comprising a compound of any one of claims
1-18, or a pharmaceutically acceptable salt thereof, and at least one pharmaceutically

acceptable carrier.

20. A method for inhibiting lysine specific demethylase-1 (LSD1), said method
comprising contacting a compound of any one of claims 1-18, or a pharmaceutically

acceptable salt thereof, in vitro with the LSD1.

21. A compound of any one of claims 1-18, or a pharmaceutically acceptable salt
thereof, or a pharmaceutical composition of claim 19, for use in treating a disease wherein
said disease is:

€)) cancer; or

(b) a viral disease or a beta-globinopathy.

22.  The compound or salt for use according to claim 21, wherein the disease is
cancer and said cancer is:

@ a hematological cancer; or

(b) a sarcoma, lung cancer, gastrointestinal cancer, genitourinary tract cancer,

liver cancer, bone cancer, nervous system cancer, gynecological cancer, or skin cancer.

23. A compound or salt for use according to claim 22, wherein the cancer is

hematological cancer and said hematological cancer is selected from acute lymphoblastic
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leukemia (ALL), acute myelogenous leukemia (AML), acute promyelocytic leukemia (APL),
chronic lymphocytic leukemia (CLL), chronic myelogenous leukemia (CML), diffuse large
B-cell lymphoma (DLBCL), mantle cell lymphoma, non-Hodgkin lymphoma (including
relapsed or refractory NHL and recurrent follicular), Hodgkin lymphoma, primary
myelofibrosis (PMF), polycythemia vera (PV), essential thrombocytosis (ET),

myelodysplasia syndrome (MDS), or multiple myeloma.

152



ABSTRACT
The present invention is directed to compounds of Formula | which are LSD1

inhibitors useful in the treatment of diseases such as cancer.

NO FIGURE
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