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What is claimed is:

1.

A compound of Formula I:

R3
|
X N
z- N
L
(R?)n

or a pharmaceutically acceptable salt thereof, wherein:
Xis CH or S, wherein when X is S, Z is CH;
Y is CH or a bond;
Zis CH or S, wherein when Z is S, X is CH;
A is aryl, C3-Ciocycloalkyl, heteroaryl or cycloheteroalkyl;
L is a straight or branched (C1-Cs)alkylenyl, wherein one or more —CHz- groups in L are
optionally and independently replaced with a moiety selected from the group consisting of
0, and NH;
R!is halogen, C1-Csalkyl, or cycloheteroalkyl;
each occurrence of R? is independently selected from -C1-CsalkyINR*COCs-Cscycloalkyl,
-C1-CsalkyINR*COC1-Csalkyl, -C1-CsalkylCONR*C1-Csalkyl, halogen, alkoxy, -Ci-
Cealkylcycloheteroalkyl, -C1-CsalkylCONR*aryl, C1-Csalkyl, -C1-
CsalkylCOcycloheteroalkyl, -C1-CsalkylCONR*heteroaryl, -C1-CsalkyINR*SO2C1-Csalkyl,
-C1-CsalkyINR*SO:C;3-Cscycloalkyl, C3-Cscycloalkyl, -C1-Csalkyl CONR*Cs-Cscycloalkyl,
cycloheteroalkyl, haloC1-Csalkyl, -CONR*haloalkyl, -COcycloheteroalkyl, CN, -CONR*C1-
Csalkyl, -CONR*C3-Cscycloalkyl, heteroaryl, aryl, haloalkoxy, -C1-CsalkylC3-C1ocycloalkyl,
oxo, -C1-Csalkylheteroaryl, -NR*COC1-Csalkyl, wherein the -C1-CsalkyINR*COCs3-
Cscycloalkyl, -C1-Csalkyl CONR*C3-Cscycloalkyl, -C1-Csalkyl CONR*aryl, Ci-
Cealkylcycloheteroalkyl, -C1-Csalkyl COcycloheteroalkyl, Cs-Cescycloalkyl, cycloheteroalkyl,
heteroaryl, -C1-CsalkylCs-Crocycloalkyl, is unsubstituted or substituted with 1 to 3
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substituents selected from the group consisting of alkoxy, CN, -C1-CsalkylOH, halogen, Ci-
Csalkyl, haloCi-Csalkyl, oxo, OH, CN, -Ci-CsalkylCN, -COCi-Csalkyl and Cs-Cscycloalkyl,
R? is hydrogen, C1-Csalkyl or haloC1-Csalkyl;

R*is C1-Csalkyl or hydrogen;

mis O, 1 or2; and

nis0, 1,2 or 3.

. The compound of claim 1, or a pharmaceutically acceptable salt thereof, having the Formula

Ia

RN 1,
A is aryl, C3-Ciocycloalkyl, heteroaryl or cycloheteroalkyl;
L is a straight or branched (C1-Cs)alkylenyl, wherein one or more —CHz- groups in L are
optionally and independently replaced with a moiety selected from the group consisting of
O, and NH;
each occurrence of R! is independently selected from halogen, C1-Csalkyl, or
cycloheteroalkyl;
each occurrence of R? is independently selected from -C1-CsalkyINR*COCs-Cscycloalkyl,
-C1-CsalkyINR*COC1-Csalkyl, -C1-Csalkyl CONR*C1-Csalkyl, halogen, alkoxy, -Ci-
Csalkylcycloheteroalkyl, -C1-Csalkyl CONR*aryl, C1-Csalkyl, -Ci-
CsalkylCOcycloheteroalkyl, -C1-CsalkylCONR *heteroaryl, -C1-CsalkyINR*SO2C1-Csalkyl,
-C1-CsalkyINR*SO2C3-Cscycloalkyl, C3-Cscycloalkyl, -Ci-CsalkylCONR*C3-Cscycloalkyl,
cycloheteroalkyl, haloC1-Csalkyl, -CONR*haloalkyl, -COcycloheteroalkyl, CN, -CONR*C1-
Cealkyl, -CONR*C3-Cscycloalkyl, heteroaryl, aryl, haloalkoxy, -C1-CsalkylC3-C1ocycloalkyl,
oxo, -C1-Csalkylheteroaryl, -NR*COC1-Csalkyl, wherein the -C1-CsalkyINR*COC:3-
Cscycloalkyl, -C1-Csalkyl CONR*C3-Cscycloalkyl, -C1-CsalkylCONR*aryl, -Ci-
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Coalkylcycloheteroalkyl, -C1-CsalkylCOcycloheteroalkyl, C3-Cscycloalkyl, cycloheteroalkyl,
heteroaryl, -C1-CsalkylCs-Ciocycloalkyl, is unsubstituted or substituted with 1 to 3
substituents selected from the group consisting of alkoxy, CN, -C1-CsalkylOH, halogen, Ci-
Coalkyl, haloCi-Csalkyl, oxo, OH, CN, -C1-CesalkylCN, -COC1-Csalkyl and C3-Cscycloalkyl;
R*is Ci-Csalkyl or haloC1-Csalkyl;

R*is Ci-Csalkyl or hydrogen;

mis 0, 1 or2; and

nis 0, 1,2 or 3.

. The compound of claim 1, or a pharmaceutically acceptable salt thereof, having the Formula

Ib
R3
I
N
¢ =0
/S N
(R"m \L
(R%)n Ib,

A is aryl, C3-Ciocycloalkyl, heteroaryl or cycloheteroalkyl;
L is a straight or branched (C1-Cs)alkylenyl, wherein one or more —CHz- groups in L are
optionally and independently replaced with a moiety selected from the group consisting of
0, and NH;
each occurrence of R! is independently selected from halogen, Ci-Csalkyl, or
cycloheteroalkyl;
each occurrence of R? is independently selected from -C1-CsalkyINR*COC3-Cscycloalkyl,
-C1-CealkyINR*COC1-Csalkyl, -C1-Csalkyl CONR*C1-Csalkyl, halogen, alkoxy, -C1-
Csalkylcycloheteroalkyl, -C1-CsalkylCONR*aryl, C1-Csalkyl, -C1-
CsalkylCOcycloheteroalkyl, -C1-CsalkylCONR*heteroaryl, -C1-CsalkyINR*SO2C1-Csalkyl,
-C1-CsalkyINR*SO2C3-Cscycloalkyl, C3-Cescycloalkyl, -C1-CsalkylCONR*Cs-Cscycloalkyl,
cycloheteroalkyl, haloCi-Csalkyl, -CONR*haloalkyl, -COcycloheteroalkyl, CN, -CONR*C:-
Cealkyl, -CONR*C3-Cscycloalkyl, heteroaryl, aryl, haloalkoxy, -C1-CsalkylC3-C1ocycloalkyl,
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oxo, -C1-Csalkylheteroaryl, -NR*COC1-Csalkyl, wherein the -C1-CsalkyINR*COCs3-
Cscycloalkyl, -C1-Csalkyl CONR*C3-Cscycloalkyl, -C1-Csalkyl CONR*aryl, -Ci-
Coalkylcycloheteroalkyl, -C1-CsalkylCOcycloheteroalkyl, Cs-Cscycloalkyl, cycloheteroalkyl,
heteroaryl, -C1-CsalkylCs-Crocycloalkyl, is unsubstituted or substituted with 1 to 3
substituents selected from the group consisting of alkoxy, CN, -Ci-CsalkylOH, halogen, Ci-
Coalkyl, haloCi-Csalkyl, oxo, OH, CN, -C1-CsalkylCN, -COC1-Csalkyl and C3-Cscycloalkyl;
R? is C1-Csalkyl or haloC1-Csalkyl;

R*is C1-Csalkyl or hydrogen;

mis O, 1or2; and

nis0, 1,2 or 3.

. The compound of claim 1, or a pharmaceutically acceptable salt thereof, having the Formula
Ic

R3
|

S N
(T
(R")m L

&)

RN 1,
A is aryl, C3-Ciocycloalkyl, heteroaryl or cycloheteroalkyl;
L is a straight or branched (C1-Cs)alkylenyl, wherein one or more —CHz- groups in L are
optionally and independently replaced with a moiety selected from the group consisting of
0, and NH;
each occurrence of R! is independently selected from halogen, C1-Csalkyl, or
cycloheteroalkyl;
each occurrence of R? is independently selected from -C1-CsalkyINR*COC3-Cscycloalkyl,
-C1-CsalkyINR*COC1-Csalkyl, -C1-Csalkyl CONR*C1-Csalkyl, halogen, alkoxy, -Ci-
Csalkylcycloheteroalkyl, -C1-CsalkylCONR*aryl, C1-Csalkyl, -C1-
CsalkylCOcycloheteroalkyl, -C1-Csalkyl CONR*heteroaryl, -C1-CsalkyINR*SO2C1-Csalkyl,
-C1-CealkyINR*SO2C3-Cscycloalkyl, C3-Cescycloalkyl, -C1-CsalkylCONR*Cs-Cscycloalkyl,
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cycloheteroalkyl, haloC1-Csalkyl, -CONR*haloalkyl, -COcycloheteroalkyl, CN, -CONR*C1-
Csalkyl, -CONR*C3-Cscycloalkyl, heteroaryl, aryl, haloalkoxy, -C1-CsalkylC3-C1ocycloalkyl,
oxo, -C1-Csalkylheteroaryl, -NR*COC1-Cealkyl, wherein the -C1-CsalkyINR*COCs3-
Cscycloalkyl, -C1-Csalkyl CONR*C3-Cscycloalkyl, -C1-Csalkyl CONR*aryl, -Ci-
Cealkylcycloheteroalkyl, -C1-CsalkylCOcycloheteroalkyl, Cs-Cescycloalkyl, cycloheteroalkyl,
heteroaryl, -C1-CsalkylCs-Crocycloalkyl, is unsubstituted or substituted with 1 to 3
substituents selected from the group consisting of alkoxy, CN, -C1-CsalkylOH, halogen, Ci-
Csalkyl, haloCi-Csalkyl, oxo, OH, CN, -C1-CsalkylCN, COCi1-Csalkyl and C3-Cscycloalkyl;
R? is C1-Csalkyl or haloC1-Csalkyl;

R*is C1-Cealkyl or hydrogen;

mis O, 1 or2; and

nis0, 1,2 or3.

. The compound of any one of claims 1-4, or pharmaceutically acceptable salt thereof,

wherein L is -CHz-, -CH2CHz-, -CH2CH2CH2CHz3-, -CH2CH2CH:20-, or -CHCH3-.

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

wherein A is aryl.

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

wherein A is aryl, wherein the aryl is phenyl.

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

wherein A is C3-Ciocycloalkyl.

. The compound of any one of claims 1-5 or 8, or a pharmaceutically acceptable salt thereof,

wherein A is C3-Ciocycloalkyl, wherein the Cs-Ciocycloalkyl is:

: C(% . ‘a Aﬁ
(Rz)n@/ (RO ’(Rz)n’v/ ’(Rz)n’ or ‘
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10. The compound of any one of claims 1-5, or a pharmaceutically acceptable salt thereof,

wherein A is heteroaryl.

5 11. The compound of any one of claims 1-4 or 10, or a pharmaceutically acceptable salt thereof,

wherein A is heteroaryl, wherein the heteroaryl is:
NZ |
) (j/é "
HN 2
P /Y /j/ (R )n
- , (RHNN Q/

RN

10 12. The compound of any one of claims 1-5, or a pharmaceutically acceptable salt thereof,

wherein A is cycloheteroalkyl.

13. The compound of any one of claims 1-4 or 12, or a pharmaceutically acceptable salt thereof,

wherein A is a cycloheteroalkyl, wherein the cycloheteroalkyl is:

. ?\//O

204 208 ﬁd‘ 208
R?)n™

’( )HH R2 (RZ |

-~

s X |
LT ‘F”cr paap ,(w““z

(R N or

15

(R?)n ©
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14. The compound of any one of claims 1-13, or a pharmaceutically acceptable salt thereof,

wherein m is 0.

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

5 wherein m is 1 or 2 and R! is fluorine, chlorine, pyrrolidine, methyl or ethyl.

16. The compound of any one of claims 1-15, or a pharmaceutically acceptable salt thereof,

wherein n is 0.

10 17. The compound of any one of claims 1-15, or a pharmaceutically acceptable salt thereof,
wherein n is 1, 2 or 3 and R? is chlorine, fluorine, iodine, methoxy, isopropoxy, methyl,

difluoromethyl, trifluoromethoxy, isobutyl,

N
; O ; H 2’ \/Z’ \/Z
0 ~
N OH
Nc/@ JOK/ DC( N, ) N7]/\
5 5 N— S
” z) \/2’ \/2 2 O ':rri
i F —N o N
0 / o} 0 .o » °N
N s \/ 5 N N O
15 : O H 2 N—3 N—7 &

ZT
o
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CN
or ""\{J

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

R3 is hydrogen, methyl or difluoromethyl.

19. A compound selected from:

H H
N N
o L
N Q N
N
N-N
| \
Lo ;
i d
=0 0
N Cl N’/<
N H
N N>:o
O\;Kj; H :
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>

or a pharmaceutically acceptable salt thereof.

20. A method of treating cancer comprising administering to a patient in need thereof a

compound, or pharmaceutically acceptable salt thereof, of any one of claims 1-19.

5
21. The use of a compound, or pharmaceutically acceptable salt thereof, of any one of claims 1-
19 to treat cancer in a patient in need thereof.
22. A pharmaceutical composition comprising a compound of any one of claims 1-19, or a
10 pharmaceutically acceptable salt thereof and a pharmaceutically acceptable carrier.
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23. A pharmaceutical composition comprising a compound of any one of claims 1-19 and a

pharmaceutically acceptable carrier.

-219 -



