CLAIMS
1. A compound of Formula (II) or (III):

D), or R° (11D),
or a tautomer or stereoisomer thereof, or a pharmaceutically acceptable salt of any of the foregoing,
wherein:
Xis O;
R! is hydrogen, C1-Cs alkyl, -(C1-C3 alkylene)OH, Ci-C3 haloalkyl, or C3-C4 cycloalkyl;
G is CR?, wherein:

R? is hydrogen, halogen, or C;-C4 alkyl;
Z 1s C-W1-R€, wherein:

each W is -O-

and

RC is phenyl optionally substituted by R¢!, wherein each R¢! is independently halogen, C-
C4 alkyl, C;3-Cg cycloalkyl, 3- to 6-membered heterocyclyl, cyano, oxo, Ci-Cs4 alkoxy, Ci-Cs
haloalkoxy, Ci-C4 haloalkyl, -OR!'?, -NR!°R!!| -C(O)NR!°R!!,
-NR!’C(O)R!, -S(0),R!?, -NR'’S(O),R!!, or -S(0),NR'’R!!;
Z» 1s CH;
73 is CH;
R'® and R? are each independently hydrogen, halogen, Ci-Cs alkyl, C3-Cs cycloalkyl, 3- to 6-
membered heterocyclyl, 5- to 10-membered heteroaryl, cyano, oxo, Ci-C4 haloalkyl, Ci-C4 alkoxy,
C;-C4 haloalkoxy, -OR!?, -NR!’R!!| -C(O)OR'?, -C(O)NR!’R!!, -NR!’C(O)R'!, -S(O).R,
-NR!S(0),R!"" or -S(0):NR!’R!!, each of which is independently optionally substituted by R'%;
R? is hydrogen, halogen, Ci-Cs alkyl, C3-Cs cycloalkyl, 3- to 6-membered heterocyclyl, -(Ci-Cs
alkylene)3- to 6-membered heterocyclyl, 5- to 10-membered heteroaryl, cyano, oxo, C1-C4
haloalkyl, Ci-C4 alkoxy, Ci-C4 haloalkoxy, -OR'?, -NR'R!!| -C(O)OR!?, -C(O)NR!’R'!,
-NRC(O)R!, -S(0O):R!, -NR!’S(O):R!!, or -S(0),NR!'’R!!, each of which is independently
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optionally substituted by R'?;
R3 is C1-Cs alkyl substituted by halogen, oxo, -CN, or -OH;
R!% and R!"! are each independently hydrogen, C1-Cs alkyl, C1-Cs alkoxy, C2-Cs alkenyl, C3-Ce
cycloalkyl, Cs-Ci4 aryl, 3- to 6-membered heterocyclyl, -(Ci-Cs alkylene)Csz-Cs cycloalkyl, -(Ci-Cs
alkylene) 3- to 6-membered heterocyclyl, -(C1-Cs alkylene) Cs-Ci4 aryl, -NR'SR!®, or -C(O)R!?,
wherein each of R!? and R!! is independently optionally substituted by halogen, oxo, -CN, -CFs3,
-OH, -NR*R™ -C(O)NR"*R!, or C;-C4 alkyl optionally substituted by halogen, oxo, -CN, -CF3,
or -OH,
or R!%and R!! are taken together with the atom or atoms to which they are attached to form
a 3- to 6-membered heterocyclyl ring optionally substituted by halogen, oxo, -CN, -CF3, -OH, or
C1-C4 alkyl optionally substituted by halogen, oxo, -CN, or -OH;
each R'? is independently halogen, cyano, Ci-Cs haloalkyl, Ci-Cs alkoxy, Ci-Cs haloalkoxy, -OR ',
-NRPR'® -C(O)NR"PR!®, -NR!'*C(O)R'S, -S(0),R'°, -NR"’S(0),R¢, -S(0)NR'*R'¢, C3-Cs
cycloalkyl, 3- to 6-membered heterocyclyl, or Ci-Cs4 alkyl, each of which is independently
optionally substituted by halogen, oxo, -CF3, -CN, -OH, -NR!*R!, or -NR!*C(O)R'4;
R and R are independently hydrogen, Ci-Cs alkyl C3-Cs cycloalkyl, or 3- to 6-membered
heterocyclyl, each of which is independently optionally substituted by halogen, oxo, -CN, or -OH,
or R'> and R'* are taken together with the atom or atoms to which they are attached to form a
3- to 6-membered heterocyclyl ring optionally substituted by halogen, oxo, -CN, -OH, or C;-C4 alkyl
optionally substituted by halogen, oxo, -CN, or -OH; and
each R!° and R'¢ are independently hydrogen, Ci-C4 alkyl, C3-Cs cycloalkyl, or 3- to 6-membered
heterocyclyl, each of which is independently optionally substituted by halogen, oxo, -CN, or -OH,
or R and R!® are taken together with the atoms to which they are attached to form a 3- to 6-
membered heterocyclyl ring optionally substituted by halogen, oxo, -CN, -OH, or C;-C4 alkyl
optionally substituted by halogen, oxo, -CN, or -OH.

2. The compound of claim 1, wherein the compound is a compound of Formula (II) or (III):
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D), or R° (I1D),
or a tautomer or stereoisomer thereof, or a pharmaceutically acceptable salt of any of the foregoing,
wherein:
X is O;
R! is hydrogen, Ci-Cs alkyl, -(C1-C3 alkylene)OH, C;-Cs haloalkyl, or C3-C4 cycloalkyl;
G 1s CR?, wherein:

R? is hydrogen, halogen, or Ci-Cs alkyl;
Z1 is C-W1-R¢, wherein:

each Wy is -O- and

R® is phenyl optionally substituted by R¢!, wherein each R°! is independently halogen, Ci-
C4 alkyl, C5-Cs cycloalkyl, 3- to 6-membered heterocyclyl, cyano, oxo, C1-C4 alkoxy, Ci-Cs
haloalkoxy, Ci-C4 haloalkyl, -OR'?, -NR!R!, -C(O)NR!’R!!, -NR!’C(O)R'!, -S(O).R, -
NR'S(O):R'!, or -S(0)NR!°R!!;
Z, is CH;
73 is CH;
R!? and R? are each independently hydrogen, halogen, Ci-Cs alkyl, C3-Cs cycloalkyl, 3- to 6-
membered heterocyclyl, 5- to 10-membered heteroaryl, cyano, oxo, Ci-C4 haloalkyl, C1-C4 alkoxy,
C;-C4 haloalkoxy, -OR!°, -NR!’R!!, -C(O)OR!, -C(O)NR!’R!!, -NR!’C(O)R!!, -S(O):R ',
-NR!'’S(0):R!"! or -S(0),NR!°R!!, each of which is independently optionally substituted by R'?;
R? is halogen, C;-Cj alkyl, C3-Cg cycloalkyl, 3- to 6-membered heterocyclyl, -(C1-Cs alkylene)3- to
6-membered heterocyclyl, 5- to 10-membered heteroaryl, cyano, oxo, C1-Cs haloalkyl, Ci-Cs
alkoxy, Ci-Cs haloalkoxy, -OR!'?, -NR!°R!,| -C(O)OR!?, -C(O)NR!’R!!, -NR!°C(O)R!!, -S(O),R°,
-NR!'’S(0):R!"!, or -S(0):NR!’R!!, each of which is independently optionally substituted by R'?;
R3 is C;-Cs alkyl substituted by halogen, oxo, -CN, or -OH;
R'” and R are each independently hydrogen, C1-C4 alkyl, C1-C4 alkoxy, C2-Cs4 alkenyl, C3-Ce
cycloalkyl, 3- to 6-membered heterocyclyl, -(Ci-Cs alkylene)Cs-Cs cycloalkyl, -(Ci-Cs alkylene) 3-
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to 6-membered heterocyclyl, -NR'*R!6, or -C(O)R!?, wherein each of R!° and R!! is independently
optionally substituted by halogen, oxo, -CN, -CF3, -OH, -NR!*R!*, -C(O)NR!*R!*, or C;-C4 alkyl
optionally substituted by halogen, oxo, -CN, -CF3, or -OH,
or R'®and R!! are taken together with the atom or atoms to which they are attached to form
a 3- to 6-membered heterocyclyl ring optionally substituted by halogen, oxo, -CN, -CF3, -OH, or
Ci1-C4 alkyl optionally substituted by halogen, oxo, -CN, or -OH;
each R'? is independently halogen, cyano, Ci-C4 haloalkyl, C1-C4 alkoxy, C1-C4 haloalkoxy, -OR !>,
-NRPR! -C(O)NR'PR!®, -NR!I*C(O)R'S, -S(0),R %, -NR'*S(0),RS, -S(0)NR'*R!6, C3-Cg
cycloalkyl, 3- to 6-membered heterocyclyl, or Ci-Cs4 alkyl, each of which is independently
optionally substituted by halogen, oxo, -CF3, -CN, -OH, -NR!*R!*, or -NR*C(O)R!%;
R and R are independently hydrogen, Ci-Cs alkyl C3-Cs cycloalkyl, or 3- to 6-membered
heterocyclyl, each of which is independently optionally substituted by halogen, oxo, -CN, or -OH,
or R> and R'* are taken together with the atom or atoms to which they are attached to form a
3- to 6-membered heterocyclyl ring optionally substituted by halogen, oxo, -CN, -OH, or C1-C4 alkyl
optionally substituted by halogen, oxo, -CN, or -OH; and
each R'® and R'® are independently hydrogen, C1-Cy4 alkyl, C3-Cs cycloalkyl, or 3- to 6-membered
heterocyclyl, each of which is independently optionally substituted by halogen, oxo, -CN, or -OH,
or R'> and R!® are taken together with the atoms to which they are attached to form a 3- to 6-
membered heterocyclyl ring optionally substituted by halogen, oxo, -CN, -OH, or C;-C4 alkyl
optionally substituted by halogen, oxo, -CN, or -OH.

3. The compound of claim 1 or 2, or a tautomer or stereoisomer thereof, or a pharmaceutically

acceptable salt of any of the foregoing, wherein the compound is of Formula (II),

().

4. The compound of claim 1 or 2, or a tautomer or stereoisomer thereof, or a pharmaceutically
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acceptable salt of any of the foregoing, wherein the compound is of Formula (III),

(I11).

5. The compound of any one of claims 1-4, or a tautomer or stereoisomer thereof, or a

pharmaceutically acceptable salt of any of the foregoing, wherein G is CH.

6. The compound of any one of claims 1-5, or a tautomer or stereoisomer thereof, or a
pharmaceutically acceptable salt of any of the foregoing, wherein R¢ is phenyl optionally

substituted by halogen or C;-Cs alkyl.

7. The compound of any one of claims 1-6, or a tautomer or stereoisomer thereof, or a

pharmaceutically acceptable salt of any of the foregoing, wherein R! is C;-C3 alkyl.

8. The compound of any one of claims 1-7, or a tautomer or stereoisomer thereof, or a
pharmaceutically acceptable salt of any of the foregoing, wherein R? is -C(O)NR!’R!! 5- to 10-
membered heteroaryl, -(C;-Cs alkylene)3- to 6-membered heterocyclyl,or Ci-Cs alkyl, each of
which is independently optionally substituted by R,

9. The compound of claim 8, or a tautomer or stereoisomer thereof, or a pharmaceutically
acceptable salt of any of the foregoing, wherein R? is -C(O)NR!’R!! which is optionally substituted
by R'2, wherein R'and R!! are each independently hydrogen, C1-C4 alkyl, or C3-Cs cycloalkyl, or
R!'%and R!! are taken together with the atom or atoms to which they are attached to form a 3- to 6-

membered heterocyclyl ring optionally substituted by halogen.

10. The compound of claim 9, or a tautomer or stereoisomer thereof, or a pharmaceutically
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acceptable salt of any of the foregoing, wherein R? is 5- to 10-membered heteroaryl optionally

substituted by R'2.

11. The compound of any one of claims 1-10, or a tautomer or stereoisomer thereof, or a
pharmaceutically acceptable salt of any of the foregoing, wherein R* is C1-Cs alkyl substituted by
-OH.

12. The compound of claim 11, or a tautomer or stereoisomer thereof, or a pharmaceutically

HO\{/‘%‘L
acceptable salt of any of the foregoing, wherein R? is .

13. The compound of any one of claims 1, 2 and 4-12, or a tautomer or stereoisomer thereof, or

a pharmaceutically acceptable salt of any of the foregoing, wherein R!? is hydrogen.

14. The compound of any one of claims 1, 2, 3 and 5-12, or a tautomer or stereoisomer thereof,

or a pharmaceutically acceptable salt of any of the foregoing, wherein R?® is hydrogen.

15. The compound of claim 1, wherein the compound is selected from the group consisting of:
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OH

OH

OH

, and
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or a pharmaceutically acceptable salt thereof.

16. The compound of claim 1, wherein the compound is selected from the group consisting of:
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, and

or a pharmaceutically acceptable salt thereof.

17. The compound of claim 1, wherein the compound is
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or a pharmaceutically acceptable salt thereof.

18.  The compound of claim 1, wherein the compound is

or a pharmaceutically acceptable salt thereof.

19. The compound of claim 1, wherein the compound is

or a pharmaceutically acceptable salt thereof.

20. The compound of claim 1, wherein the compound is
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or a pharmaceutically acceptable salt thereof.

21. The compound of claim 1, wherein the compound is

or a pharmaceutically acceptable salt thereof.

22. The compound of claim 1, wherein the compound is

23. The compound of claim 1, wherein the compound is

24.  The compound of claim 1, wherein the compound is
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25. The compound of claim 1, wherein the compound is

26. The compound of claim 1, wherein the compound is

27. A pharmaceutical composition comprising the compound of any one of claims 1-26, or a
tautomer or stereoisomer thereof, or a pharmaceutically acceptable salt of any of the foregoing, and

a pharmaceutically acceptable carrier.

28. A compound of any one of claims 1-26, or a tautomer or stereoisomer thereof, or a

pharmaceutically acceptable salt of any of the foregoing, for use in therapy.

29.  Use of a compound of any one of claims 1-26, or a tautomer or stereoisomer thereof, or a
pharmaceutically acceptable salt of any of the foregoing, in the manufacture of a medicament for

treating cancer in an individual in need thereof.
217



30. A compound of any one of claims 1-26, or a tautomer or stereoisomer thereof, or a
pharmaceutically acceptable salt of any of the foregoing for inhibiting bromodomain and

extraterminal domain (BET) in a cell.

31. A kit comprising the compound of any one of claims 1-26, or a tautomer or stereoisomer

thereof, or a pharmaceutically acceptable salt of any of the foregoing.
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