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Claims
1. A compound of Formula (I):
Ha J\/I(
/N
R U—y/
(“)—Q |
U]

or a pharmaceutically acceptable salt thereof, wherein:
Ais Nor CH;

R'is H, F, Cl, CN, C4-C; alkyl, C4-C; fluoroalkyl or C4-C; alkoxy, where each said C+-C;
alkyl and C4-C; fluoroalkyl is optionally substituted by R29;

U is NR? or CR?;

V is N or CR* when U is NR?; and

V is NR® when U is CRS;

Xis CR® or N;

Y is CR7 orN;

Zis CR®orN;

R? and R® are H, C4-Cs alkyl, C4-Cs fluoroalkyl, C3-Cs cycloalkyl or 3-6 membered
heterocyclyl, where each said C+-Cs alkyl and C4-Cs fluoroalkyl is optionally substituted by R?°
and each said C3-Cs cycloalkyl and 3-6 membered heterocyclyl is optionally substituted by R?";

R*is H, C4-C4 alkyl, C4-C4 fluoroalkyl, C4-C4 alkoxy, C+-C4 fluoroalkoxy, C(O)R2, C(O)NR?,,
C3-Cs cycloalkyl or 3-6 membered heterocyclyl, where each said C¢-C4 alkyl, C1-C4 fluoroalkyl,
C1-C4 alkoxy and C4-C4 fluoroalkoxy is optionally substituted by R?°, each said C3-Cs cycloalkyl
and 3-6 membered heterocyclyl is optionally substituted by R?', R? is C+-C; alkyl, and each R is
independently H or C4-C; alkyl; and

RS is H, C4-C4 alkyl or C4-C4 fluoroalkyl, where each said C4-C4 alkyl and C4-C;4 fluoroalkyl
is optionally substituted by R??; or

R? can be taken together with R*, or R® can be taken together with R5, to form a 5-7
membered heterocyclic ring, optionally containing an additional heteroatom selected from NR#,
O and S(O)n as a ring member, which ring is optionally substituted by R?;

R®is H, F, Cl, CN, CHs, CHzF, CHF or CF3;
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R7 and R® are independently H, F, CI, CN, C4-C; alkyl, C4-C, fluoroalkyl, C4-C, alkoxy or
C4-C; fluoroalkoxy, where each said C4-C; alkyl, C4-C; fluoroalkyl, C4+-C, alkoxy and C4-C:
fluoroalkoxy is optionally substituted by R?;

R%is H, OH, NHz, NHCH3 or N(CHs)z;

each R'" is independently F, CN, C+-C; alkyl or C4+-C, fluoroalkyl, where each said C4-C;
alkyl and C4-C: fluoroalkyl is optionally substituted by R?;

Qis NR'" or O; or

Q is CR™R", where R'? and R'® are taken together with the C atom to which they are
attached to form a 4-6 membered heterocyclic ring containing NR!! or O as a ring member, which
ring is optionally further substituted by R'7;

R' is H, C4-C4 alkyl, C4-C4 fluoroalkyl, SO,R", SO,NR'R'", COR'", COOR'" or
CONR'™R'®, where each said C+-C4 alkyl and C+-C4 fluoroalkyl is optionally substituted by R#,
SO;R™, SO;NR'"5R'¢, COR"?, COOR"” or CONR"®R"®;

R'4is C4-C,4 alkyl or C+-C4 fluoroalkyl;

each RS and R'® is independently H or CHs;

R'is C1-C4 alkyl, C4-C4 fluoroalkyl, Cs-Cg cycloalkyl or 3-6 membered heterocyclyl, where
each said C4-C4 alkyl and C4-C4 fluoroalkyl is optionally substituted by R% and each said C3-Cs
cycloalkyl and 3-6 membered heterocyclyl is optionally substituted by R?';

each R'™ and R'® is independently H, C4-C4 alkyl or C4-C4 fluoroalkyl, where each said
C+-Cs alkyl and C+-C4 fluoroalkyl is optionally substituted by R?;

each R# is independently OH, C4-C alkoxy, C4-C: fluoroalkoxy, CN, NR%R?3, C;-Cs
cycloalkyl or 3-6 membered heterocyclyl, where each said Cs-Cs cycloalkyl and 3-6 membered
heterocyclyl is optionally substituted by R?";

each R?'is independently F, OH, CN, NR#R?, C1-C4 alkyl, C1-C4 fluoroalkyl, C1-C4 alkoxy
or C4-C4 fluoroalkoxy, where each said C4-C4 alkyl, C4-C4 fluoroalkyl, C4-C4 alkoxy and C4-C4
fluoroalkoxy is optionally further substituted by OH, NH2, NHCH3 or N(CH3)2;

each R% and R#% is independently H, C+-C3 alkyl, C4-Cs fluoroalkyl, C3-Cg cycloalkyl or 3-6
membered heterocyclyl, where each said C+-Cs alkyl and C+-Cs fluoroalkyl is optionally further
substituted by OH, C4-C; alkoxy or C4-C; fluoroalkoxy and each said Cs-Cs cycloalkyl and 3-6
membered heterocyclyl is optionally further substituted by F, OH, C4-C; alkyl, C4-C- fluoroalkyl,
C1-C2 alkoxy or C+-C: fluoroalkoxy; or

R?2 and R% may be taken together with the nitrogen atom to which they are attached to
form an azetidinyl ring, where said ring is optionally substituted by F, OH, C4-C; alkyl, C4-C>
fluoroalkyl, C4-C: alkoxy or C4-C; fluoroalkoxy;

R?* is H, C4-Cs alkyl, C4-Cs fluoroalkyl, SO;R?*®, SO;NR#*R?%, COR*, COOR?* or
CONRZR?®;

R?%is C4-C4 alkyl or C4-C4 fluoroalkyl;
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each R?® and R? is independently H or CHg;

R?8is C4-C4 alkyl or C4-C4 fluoroalkyl, where each said C4-C,4 alkyl and C4-C4 fluoroalkyl is
optionally substituted by OH, C4-C: alkoxy, C+-C: fluoroalkoxy, CN, NHz, NHCH3; or N(CHs)z;

each R?® and R* is independently H, C1-C4 alkyl or C1-C4 fluoroalkyl, where each said

5  C4-C4 alkyl and C4-C4 fluoroalkyl is optionally substituted by OH, C4-C, alkoxy, C1-C; fluoroalkoxy,

CN, NHz, NHCH3 or N(CH3)2;

mis0,1o0r2;

nis0,1,2,3o0r4;

pis1,2or3; and

10 qis0,1,20r3;
wherein the sum of p and q is an integer from 1 to 4.

2. A compound of Formula (Il):

Y
H\N)\N/ Y\x
R? z O

e O)

RO —d U—v
Wz (n
or a pharmaceutically acceptable salt thereof, wherein:
15 R'is H, F, Cl, CN, C4-Cz alkyl or C4-C; fluoroalkyl, where each said C4-C; alkyl and C+-C:

fluoroalkyl is optionally substituted by R?°;
U is NR2 or CR3;
V is N or CR* when U is NR?; and
V is NR® when U is CR?;
20 Xis CR®orN;
Y is CR7orN;
Zis CR®orN;
R? and R® are H, C-Cs alkyl, C4-Cs fluoroalkyl, Cs-Cs cycloalkyl or 3-6 membered
heterocyclyl, where each said C-Cs alkyl and C+-Cs fluoroalkyl is optionally substituted by R?°
25 and each said C;-Cs cycloalkyl and 3-6 membered heterocyclyl is optionally substituted by R?";
R#*is H, C1-C4 alkyl, C4-C4 fluoroalkyl, C4-C4 alkoxy or C4-C4 fluoroalkoxy, where each said
C1-C4 alkyl, C1-C4 fluoroalkyl, C+-C4 alkoxy and C+-C,4 fluoroalkoxy is optionally substituted by R?;
RS is H, C4-C4 alkyl or C+4-C4 fluoroalkyl, where each said C+-C4 alkyl and C4-C;4 fluoroalkyl
is optionally substituted by R?°;
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R®is H, F, CI, CN, CHj, CH,F, CHF; or CF3;

R7” and R® are independently H, F, CI, CN, C4-C; alkyl, C4-C, fluoroalkyl, C4-C, alkoxy or
C4-C: fluoroalkoxy, where each said C4+-C, alkyl, C+-C: fluoroalkyl, C4-C, alkoxy and C;-C;
fluoroalkoxy is optionally substituted by R%;

R®is H, OH, NH,, NHCH; or N(CHa)2;

each R0 is independently F, CN, C4+-C; alkyl or C+-C; fluoroalkyl, where each said C4-C-
alkyl and C+-C; fluoroalkyl is optionally substituted by R?°;

Qis NR'" or O; or

Q is CR"R'3, where R'? and R'® are taken together with the C atom to which they are
attached to form a 4-6 membered heterocyclic ring containing NR'! or O as a ring member, which
ring is optionally further substituted by R'°;

R" is H, C¢-Cs alkyl, C1-C4s fluoroalkyl, SO-R", SO;NR'"R'® COR', COOR" or
CONR'RS;

R'4is C4-C,4 alkyl or C+-C4 fluoroalkyl;

each RS and R'® is independently H or CHs;

R'is C4-C4 alkyl, C1-C4 fluoroalkyl, where each said C1-C4 alkyl and C+-C4 fluoroalkyl is
optionally substituted by R?°;

each R'™ and R'® is independently H, C4-C4 alkyl or C4-C4 fluoroalkyl, where each said
C1-C4 alkyl and C4-C4 fluoroalkyl is optionally substituted by R?;

each R is independently OH, C4-C: alkoxy, C+-C fluoroalkoxy, CN or NR#2R?3;

each R?'is independently F, OH, CN, NR#R?%, C4-C4 alkyl, C4-C4 fluoroalkyl, C4-C4 alkoxy
or C4-C4 fluoroalkoxy, where each said C4-C4 alkyl, C1-C4 fluoroalkyl, C1-C4 alkoxy and C4-C4
fluoroalkoxy is optionally further substituted by OH, NHz, NHCH3 or N(CH3)z;

each R? and R% is independently H, C+-Cz alkyl or C+-C: fluoroalkyl; or

R22 and R% may be taken together with the nitrogen atom to which they are attached to
form an azetidinyl ring, which is optionally substituted by F or OH;

nis0,1,2, 3 or4;

pis1,2o0r3;and

qis0,1,2o0r3;

wherein the sum of p and q is an integer from 1 to 4.

3. A compound of Formula (lll):
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e
H\N Z Y\x
RO z O
0o O N
(R10)n ( )q Q] U\V/

D)

or a pharmaceutically acceptable salt thereof, wherein:

R'is H, F, Cl, CN, C4-C; alkyl or C4-C: fluoroalkyl, where each said C4-C; alkyl and C+-C;
fluoroalkyl is optionally substituted by R?;

U is NR2 or CR3;

V is N or CR* when U is NR?; and

V is NR® when U is CR3;

Xis CR®orN;

Y is CR” or N;

Zis CR®orN;

R? and R® are H, C4-Cs alkyl, C4-Cs fluoroalkyl, C3s-Cs cycloalkyl or 3-6 membered
heterocyclyl, where each said C4-Cs alkyl and C4-Cs fluoroalkyl is optionally substituted by R2°
and each said C3-Cs cycloalkyl and 3-6 membered heterocyclyl is optionally substituted by R?';

R#*is H, C4-C,4 alkyl, C4-C4 fluoroalkyl, C4-C4 alkoxy or C4-C4 fluoroalkoxy, where each said
C1-C4 alkyl, C4-C4 fluoroalkyl, C4-C4 alkoxy and C+-C4 fluoroalkoxy is optionally substituted by R2?;

RS is H, C4-C4 alkyl or C4-C4 fluoroalkyl, where each said C4-C4 alkyl and C4-C,4 fluoroalkyl
is optionally substituted by R??;

R®is H, F, Cl, CN, CHs, CHzF, CHF; or CF3;

R7? and R® are independently H, F, CI, CN, C4-C; alkyl, C4-C, fluoroalkyl, C4-C, alkoxy or
C4-Cz fluoroalkoxy, where each said C4+-C; alkyl, C+-C: fluoroalkyl, C4-C2 alkoxy and C;-C;
fluoroalkoxy is optionally substituted by R?;

R®is H, OH, NHz, NHCH3 or N(CHsz)z;

each R'" is independently F, CN, C+-C; alkyl or C4+-C, fluoroalkyl, where each said C4-C;
alkyl and C+-C: fluoroalkyl is optionally substituted by R%;

Qis NR" or O; or

Q is CR™?R", where R'? and R'® are taken together with the C atom to which they are
attached to form a 4-6 membered heterocyclic ring containing NR'! or O as a ring member, which
ring is optionally further substituted by R'7;

R' is H, C4-C4 alkyl, C4-C4 fluoroalkyl, SO:R", SO:NR'R'", COR'", COOR'" or
CONR'R'®;

276



10

15

20

25

30

WO 2019/207463 PCT/1B2019/053314

R'is C4-C4 alkyl or C4-C4 fluoroalkyl;

each R' and R'® is independently H or CHg;

R'is C4-C4 alkyl or C4-C4 fluoroalkyl, where each said C+-C4 alkyl and C4-C,4 fluoroalkyl is
optionally substituted by R?;

each R'™ and R'® is independently H, C4+-C4 alkyl or C4-C4 fluoroalkyl, where each said
C4-C4 alkyl and C4-C, fluoroalkyl is optionally substituted by R?;

each R? is independently OH, C4-C;, alkoxy, C+-C; fluoroalkoxy, CN or NR#?RZ?3;

each R?' is independently F, OH, CN, NR#R%, C-C4 alkyl, C1-C4 fluoroalkyl, C1-C4 alkoxy
or C4-C4 fluoroalkoxy, where each said C4-C4 alkyl, C4-C4 fluoroalkyl, C4-C4 alkoxy and C4-C4
fluoroalkoxy is optionally further substituted by OH, NH2, NHCH3; or N(CH3);

each R?2 and R2?% is independently H, C4-C; alkyl or C4-C fluoroalkyl; or

R22 and R% may be taken together with the nitrogen atom to which they are attached to
form an azetidinyl ring, which is optionally substituted by F or OH;

nis0,1,2,3or4;

pis1,2or3;and

qis0,1,2o0r3;

wherein the sum of p and q is an integer from 1 to 4.

4. The compound of any one of claims 1 to 3, or a pharmaceutically acceptable salt thereof,
wherein X is CR®, Y is CR”and Z is CR®.

5. The compound of any one of claims 1 to 4, or a pharmaceutically acceptable salt thereof,
wherein U is NRZand V is CR%.

6. The compound of any one of claims 1 to 4, or a pharmaceutically acceptable salt thereof,
wherein U is CR®and V is NR5.

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

wherein Q is O.

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

wherein Q is NR'.

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

wherein R%is OH.

10. A compound of Formula (IX):
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1)

or a pharmaceutically acceptable salt thereof, wherein:

R"is H, F, Cl, CN, C+-C; alkyl or C4-C; fluoroalkyl, where each said C+-C; alkyl and
C1-C; fluoroalkyl is optionally substituted by R2;

R2?is H, C4-Cs alkyl, C4-Cs fluoroalkyl, Cs-Cs cycloalkyl or 3-6 membered heterocyclyl,
where each said C+-Cs alkyl and C4-Cs fluoroalkyl is optionally substituted by R% and each said
Cs-Cs cycloalkyl and 3-6 membered heterocyclyl is optionally substituted by R?";

R*is H, C4-C4 alkyl, C4-C4 fluoroalkyl, C4-C4 alkoxy or C4-C4 fluoroalkoxy, where each
said C+-C4 alkyl, C1-C4 fluoroalkyl, C1-C4 alkoxy and C4-C4 fluoroalkoxy is optionally substituted
by R0,

R®is H, F, Cl, CN, CHs, CHzF, CHF; or CF3;

R7 and R? are independently H, F, Cl, CN, C4-C; alkyl, C4-C; fluoroalkyl, C4-C; alkoxy or
C1-C: fluoroalkoxy, where each said C1-C: alkyl, C+-C: fluoroalkyl, C4-C2 alkoxy and C+-C2
fluoroalkoxy is optionally substituted by R?;

R® is H, OH, NHz, NHCH; or N(CHs)z;

each R'" is independently F, CN, C4-C: alkyl or C+-C> fluoroalkyl, where each said Cs-C-
alkyl and C+-C: fluoroalkyl is optionally substituted by R?Y;

R is H, C+-C4 alkyl, C4-C4 fluoroalkyl, SO-R", SO.NR'*R'¢, COR'?, COOR"” or
CONR'R'®;

R'is C4-C4 alkyl or C4-C4 fluoroalkyl;

each R' and R'® is independently H or CH3;

R'7is C4-C4 alkyl or C+-C4 fluoroalkyl, where each said C4-C4 alkyl and C4-C4 fluoroalkyl
is optionally substituted by R??;

each R' and R" is independently H, C-C4 alkyl or C4-C4 fluoroalkyl, where each said
C+-Cs4 alkyl and C+-C4 fluoroalkyl is optionally substituted by R%;

each R? is independently OH, C4-C, alkoxy, C4-C; fluoroalkoxy, CN or NR#?R?3;

each R?! is independently F, OH, CN, NR?2R?%, C4-C4 alkyl, C4-C4 fluoroalkyl, C4-C4
alkoxy or C4-C4 fluoroalkoxy, where each said C4-C4 alkyl, C4-C4 fluoroalkyl, C1-C4 alkoxy and
C1-C4 fluoroalkoxy is optionally further substituted by OH, NHz, NHCHz or N(CHs)z;
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each R?2 and R? is independently H, C4-C; alkyl or C4-C; fluoroalkyl; or

R?2 and R% may be taken together with the nitrogen atom to which they are attached to
form an azetidinyl ring, which is optionally substituted by F or OH; and

nis0,1,2,3or4.

11. The compound of claim 10, or a pharmaceutically acceptable salt thereof, wherein R is
SO:R™and R'is C4-C4 alkyl.

12. A compound of Formula (XI):

I
H\N/LN/

RS

R
R19), ——
2, g
R* X1

or a pharmaceutically acceptable salt thereof, wherein:

R'is H, F, Cl, CN, C4-C; alkyl or C4-C: fluoroalkyl, where each said C4-C; alkyl and C+-C;
fluoroalkyl is optionally substituted by R?;

R? is H, C+-Cs alkyl, C+-Cs fluoroalkyl, C3-Cs cycloalkyl or 3-6 membered heterocyclyl,
where each said C4-Cs alkyl and C4-Cs fluoroalkyl is optionally substituted by R2° and each said
Cs-Cs cycloalkyl and 3-6 membered heterocyclyl is optionally substituted by R?";

R*is H, C+-C4 alkyl, C1-C4 fluoroalkyl, C+-C4 alkoxy or C4-C4 fluoroalkoxy, where each said
C1-C4 alkyl, C1-C4 fluoroalkyl, C1-C4 alkoxy and C1-C4 fluoroalkoxy is optionally substituted by R?;
or

R? can be taken together with R* to form a 5-7 membered heterocyclic ring, optionally
containing an additional heteroatom selected from NR?*, O and S(O)n, as a ring member, which
ring is optionally substituted by R?';

Réis H, F, Cl, CN, CHs, CHzF, CHF or CF3;

R7 and R® are independently H, F, Cl, CN, C4-C; alkyl, C4-C, fluoroalkyl, C4-C, alkoxy or
C4-C; fluoroalkoxy, where each said C4-C; alkyl, C+-C; fluoroalkyl, C4+-C, alkoxy and C4-C:
fluoroalkoxy is optionally substituted by R?;

R®is H, OH, NHz, NHCH3 or N(CHsa)z;

each R is independently F, CN, C+-C; alkyl or C4-C, fluoroalkyl, where each said C4-C»
alkyl and C+-C: fluoroalkyl is optionally substituted by R%;

each R? is independently OH, C+-C:z alkoxy, C1-Cz fluoroalkoxy, CN or NR#?RZ3;
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each R?' is independently F, OH, CN, NR#2R?3 C4-C4 alkyl, C4-C4 fluoroalkyl, C4-C4 alkoxy
or C4+-C4 fluoroalkoxy, where each said C4-Cy4 alkyl, C4-C4 fluoroalkyl, C4-C4 alkoxy and C4-C4
fluoroalkoxy is optionally further substituted by OH, NH2, NHCH3; or N(CH3);

each R?? and R? is independently H, C+-C; alkyl or C;-C: fluoroalkyl; or

R?2 and R% may be taken together with the nitrogen atom to which they are attached to
form an azetidinyl ring, which is optionally substituted by F or OH;

R? is H, C4-C4 alkyl, C4+-Cs fluoroalkyl, SO,R?»®, SO.NR%*R?’, COR?*, COOR? or
CONRZ*R?,

R%is C4-C4 alkyl or C+-C4 fluoroalkyl;

each R? and R?” is independently H or CHs;

R28is C4-C4 alkyl or C4-C4 fluoroalkyl, where each said C+-C4 alkyl and C4-C, fluoroalkyl is
optionally substituted by OH, C+-C2 alkoxy, C1-C: fluoroalkoxy, CN, NH2, NHCH3 or N(CHs)z;

each R? and R is independently H, C+-C4 alkyl or C4-C4 fluoroalkyl, where each said
C1-C4 alkyl and C4-C4 fluoroalkyl is optionally substituted by OH, C4-C; alkoxy, C+-C: fluoroalkoxy,
CN, NHz, NHCH; or N(CHs)2;

mis 0,1 or2; and

nis0,1,2,3o0r4.

13. The compound of claim 10, 11 or 12, or a pharmaceutically acceptable salt thereof,

wherein R'is Cl.

14. The compound of any one of claims 10 to 13, or a pharmaceutically acceptable salt
thereof, wherein R? is C4-Cs alkyl, where said C+-Cs alkyl is optionally substituted by R,

15. The compound of any one of claims 10 to 14, or a pharmaceutically acceptable salt

thereof, wherein R* is C4-Cs4 alkyl, where said C1-C4 alkyl is optionally substituted by R?.

16. The compound of any one of claims 10 to 15, or a pharmaceutically acceptable salt

thereof, wherein R®is F, R7 is H, and R® is H.

17. The compound of any one of claims 10 to 16, or a pharmaceutically acceptable salt

thereof, wherein R%is OH.
18. (3R,4R)-4-[(5-chloro-4-{4-fluoro-2-[(1 R)-1-hydroxyethyl]-1-(propan-2-yl)-1 H-

benzimidazol-6-yl}pyrimidin-2-yl)amino]-1-(methanesulfonyl)piperidin-3-ol, or a pharmaceutically

acceptable salt thereof.
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19. 1,5-anhydro-3-({5-chloro-4-[4-fluoro-2-(2-hydroxypropan-2-yl)-1-(propan-2-yl)-1 H-
benzimidazol-6-yl]pyrimidin-2-yl}amino)-2,3-dideoxy-D-threo-pentitol, or a pharmaceutically

acceptable salt thereof.

20. A pharmaceutical composition comprising the compound of any one of claims 1 to 19, or
a pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable carrier or

excipient.

21. A method for the treatment of cancer in a subject in need thereof, comprising administering
to the subject a therapeutically effective amount of the compound of any one of claims 1 to 19, or

a pharmaceutically acceptable salt thereof.

22. A compound of any one of claims 1 to 19, or a pharmaceutically acceptable salt thereof,

for use in the treatment of cancer in a subject in need thereof.

23. A compound of any one of claims 1 to 19, or a pharmaceutically acceptable salt thereof,
for use in the treatment of cancer, wherein said treatment comprises the administration of a

second pharmaceutically active agent.
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