[018] eachof Z!, 7%, 73, Z*, 73, and Z° is independently N, NH, C or CH;
[019] pis1,2,3,o0r4;and
[020] tis1,2,3,4, o0r5;
[021] or a pharmaceutically acceptable salt thereof.
[022] In another aspeetexample, the disclosure relates to a compound of the formula I
R%M

W ) h

N

R’ t
R? ) ©
b 1
R7 N Z\ 4
100
R8 Y 22/2\26
1

[023] wherein

[024] L is independently -C(R')(R?)- or X;

[025] X is O, S, S(O) or S(O)2;

[026] each R! and R? is independently H, deuterium, halogen, C;-Cs alkyl, C2-Cealkenyl,
C»-Cs alkynyl, C3-Cs cycloalkyl, 3- to 7-membered heterocycloalkyl, Cs-Cio aryl, or mono- or
bicyclic heteroaryl, -OR?, -OC(O)R?, -OC(O)R?, -OC(O)NR?R®, -OS(O)R?, -OS(0).R?, -SR?,
-S(O)R?, -S(0)2R?, -S(O)NR?R, -S(0):NRR®, -OS(O)NRR?, -OS(0),NR*R®, -NR*R?, -
NR?C(O)R®, -NR*C(O)OR?, -NR*C(O)NR?R®, -NR?S(O)R®, -NR*S(0),R®, -NR*S(O)NR?R®,
-NR?*S(0),NR?R®, -C(O)R?, -C(O)OR?, -C(O)NR?R®, -PR?R®, -P(O)R?R®, -P(O)2R?R®,
-P(O)NR?R®, -P(0),NR?R®, -P(O)OR?, -P(0),0R?, -CN, or -NO;, or R! and R? taken together
with the carbon or carbons to which they are attached form a C3-Cs cycloalkyl or a 4- to 6-
membered heterocycloalkyl, wherein each hydrogen atom in C;-Cg alkyl, C2-Cs alkenyl, C2-Cs
alkynyl, C3-Cs cycloalkyl, 3- to 7-membered heterocycloalkyl, C¢-Cio aryl, mono- or bicyclic
heteroaryl, 4- to 6-membered heterocycloalkyl is independently optionally substituted by
deuterium, halogen, C1-C¢ alkyl, Ci-Cs haloalkyl, C3-Cs cycloalkyl, 3- to 7-membered
heterocycloalkyl, -OR®, -OC(O)R?, -OC(O)NRCR!, -OC(=N)NRR, -OS(O)R¢, -OS(0)2R¢, -
OS(O)NRCR', -OS(0):NR°R, -SR®, -S(O)R¢, -S(0)2R¢, -S(O)NRCR, -S(0):NR°R', -NR°R’, -
NRCC(O)Rf, -NR°C(O)OR', -NR°C(O)NRCR’, -NR°S(O)Rf, -NR°S(0),Rf, -NR°S(O)NRR’, -
NRS(0)NR°R', -C(O)R®, -C(O)OR®, -C(O)NR®R!, -PR°R!, -P(O)R°R, -P(0),R°R’, -
P(O)NRCR!, -P(0),NR°R, -P(O)ORE®, -P(0)20R¢, -CN, or -NO3;

[027] Mis CR?or N;

[028] M!'is CR*;



[032] Y isO,S,NR’ or CR°R!;

[033] R’ and R'° are each independently H, deuterium, halogen, C1-Cs alkyl, Co-Cg alkenyl,
Cy-Cs alkynyl, C3-Cs cycloalkyl, 3- to 7-membered heterocycloalkyl, Cs-Cio aryl, or mono- or
bicyclic heteroaryl, wherein each hydrogen atom in C;-Cs alkyl, C2-Cs alkenyl, C2-Cs alkynyl,
C3-Cs cycloalkyl, 3- to 7-membered heterocycloalkyl, Cs-Cio aryl, or mono- or bicyclic
heteroaryl is optionally substituted by a halogen, -OR¢, -OC(O)R®, -OC(O)NR°R',
-OC(=N)NR°R{, -OS(O)R¢, -OS(0)2R¢, -OS(O)NRCR, -OS(0)NRR’, -SR¢, -S(O)R®, -S(O)2R®,
-S(O)NR®R, -S(0):NR°R!, -NR°Rf, -NR°C(O)R’, -NR*C(O)OR’, -NR°C(O)NR°Rf, -NR°S(O)R,
-NR®S(0)2Rf, -NR°S(O)NRR', -NR°S(0),NR°R{, -C(O)R®, -C(O)OR®, -C(O)NR°R', -PR°R,
-P(O)R°Rf, -P(0),R°R’, -P(O)NR®R’, -P(0):NR°R, -P(O)ORE, or -P(0),ORS;

[034] each R? R® R¢, RY, R®, and R’ is independently selected from the group consisting of H,
deuterium, C;-Cg alkyl, C>-Cg alkenyl, C2-Cg alkynyl, C3-Cs cycloalkyl, 3- to 7-membered
heterocycloalkyl, Cs-Cioaryl, 5- to 7- membered heteroaryl;

[035] eachof Z!, 7%, 73, Z*, 73, and Z° is independently N, NH, C or CH;

[036] pisl,2,3,o0r4;and

[037] tis1,2,3,4, or5;

[038] or a pharmaceutically acceptable salt thereof.

[039] In another aspeetexample, the disclosure relates to a compound or a pharmaceutically

acceptable salt thereof, having the formula II

o
gﬁ .
RO

I
[040] wherein
[041] Mis CR?or N;
[042] M!is CR%
[043] X is O, S, S(O), or S(O);
[044] each R! and R? is independently H, deuterium, C;-Cs alkyl, C2-Cs alkenyl, C2-Cs
alkynyl, C3-Cs cycloalkyl, C¢-Cio aryl, -OR?, -SR?, -NR?R®, -C(O)OR?, -C(O)NR?R®; wherein
each hydrogen atom in C;-Cs alkyl, C2-Cs alkenyl, C2-Cs alkynyl, C3-Cs cycloalkyl and Cs-Cio

aryl is independently optionally substituted by deuterium, halogen, -OH, -CN, -OC,-Cs alkyl,
7



[051] nis 2 or 3.

[052] In another aspeetexample, the disclosure relates to a compound selected from the group
consisting of

=z
/_3\7
-
(@)
%%m
/—3\7 z/
)—11

R6—N 0
R? N /N - RZ, N /N _—
I j;/N\ 7 W [ j;/N\N/
RS o) N R8T O

R6—N o)
R’ N N
j;/ N % XN~ 7
rRE” O ~N RS O N

=
f&
i
| 2,
)
/_g\fz/
)

R6—N o
7 R/, _N N
/ /,
NN N— W NS N—
R® o and R® 0O N
[053] wherein

[054] Mis CR? or N;
[055] M!is CR%;
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alkyl)S(0)2N(C)-C alkyl), -N(C1-Cs alkyl)S(O)2NH(C:-Cs alkyl), -N(C;-Cs alkyl)S(0)2NH,
-NHS(0)2N(Ci-Cs alkyl)s, -NHS(0)2NH(C1-Cs alkyl), -NHS(0):NHa, -C(0)Ci-Cs alkyl,
-C(0)0C-Cs alkyl, -C(O)N(C1-Cs alkyl),, -C(O)NH(C)-Cs alkyl), -C(O)NHa, -P(C;-Cs alkyl)s,
-P(O)(C1-Cs alkyl)s, -P(0)2(C1-Cs alkyl), -P(O)N(C1-Cs alkyl)a, -P(O)2N(C1-Cs alkyl),,
-P(0)0C)-Cs alkyl, or -P(0),0C;-C alkyl.

[0062a] In another aspect, there is provided a pharmaceutical composition comprising a

compound as defined above, or a pharmaceutically acceptable salt thereof, and optionally at

least one diluent, carrier or excipient.

[0062b] In another aspect, there is provided the use of a compound as defined above or a

pharmaceutical composition as defined above, in the manufacture of a medicament for the

treatment of cancer.

[063] Additional embodiments, features, and advantages of the disclosure will be apparent
from the following detailed description and through practice of the disclosure. The compounds
of the present disclosure can be described as embodiments in any of the following enumerated
clauses. It will be understood that any of the embodiments described herein can be used in
connection with any other embodiments described herein to the extent that the embodiments do
not contradict one another.

[064] 1. A compound of the formula I

R5
wl/QM
Ml _— /RG
LQ\N

R’ ) t o
R? o 1
R7 N Z\ 4
T I00:
R8 Y 22,2 \Ze
1

[065] wherein

[066] L is independently -C(R")(R?)- or X;

[067] X is -O-, -S-, -S(O)- or -S(O)2-;

[068] each R! and R? is independently H, deuterium, halogen, Ci-Cs alkyl, C2-Csalkenyl,
C»-Cs alkynyl, C3-Cg cycloalkyl, 3- to 7-membered heterocycloalkyl, Cs-Cio aryl, or mono- or
bicyclic heteroaryl, -OR?, -OC(O)R?, -OC(O)R?, -OC(O)NR?R®, -OS(0O)R?, -OS(0)2R?, -SR?,
-S(O)R?, -S(0)2R?, -S(O)NR?R®, -S(0):NR*R®, -OS(O)NRR?, -OS(0),NR?R®, -NR*R?, -
NR*C(O)R®, -NR?*C(O)OR?, -NR*C(O)NR?R®, -NR?S(O)R?, -NR?*S(0)2R®, -NR*S(O)NR?R®,

-NR?S(0):NR®RY, -C(O)R?, -C(0)OR?, -C(O)NRR®, -PRR®, -P(O)R*R?, -P(0),R*R®,
13



-P(O)NR?R®, -P(0),NR?R®, -P(0)OR?, -P(0),0R?, -CN, or -NO;, or R! and R? taken together
with the carbon or carbons to which they are attached form a C3-Cs cycloalkyl or a 4- to 6-
membered heterocycloalkyl, wherein each hydrogen atom in C;-Cg alkyl, C2-Cs alkenyl, C2-Cs
alkynyl, C3-C¢ cycloalkyl, 3- to 7-membered heterocycloalkyl, Cs-Cio aryl, mono- or bicyclic
heteroaryl, 4- to 6-membered heterocycloalkyl is independently optionally substituted by
deuterium, halogen, C;-Cg alkyl, C1-Cg haloalkyl, -OR®, -OC(O)R®, -OC(O)NRR',

—
w
)



WHAT IS CLAIMED IS:

1. A compound of the formula |

R’ t
R? ) P ©
I 5
R Y ZZ Z

wherein

each L is independently -C(RY)(R?)- or X; with the proviso that, when t is 1, then L is
-C(RH(R?)-;

Xis O, S, S(0) or S(0)z;

each R! and R? is independently H, deuterium, halogen, C1-Cs alkyl, C2-Cs alkenyl,
C2-Cs alkynyl, C3-Cs cycloalkyl, 3- to 7-membered heterocycloalkyl, Cs-Cigaryl, or mono- or
bicyclic heteroaryl, -OR?, -OC(O)R?, -OC(O)R?, -OC(O)NR?RP, -OS(0O)R?, -OS(0)2R?, -SR?,
-S(0)R?, -S(0)2R?, -S(O)NR?RP, -S(0)2NR?RP, -OS(O)NR?RP, -OS(0)2NR?RP, -NR?R®, -
NR2C(O)R?®, -NR2C(0O)OR?®, -NR2C(O)NR?R®, -NR?S(0O)R®, -NR2S(0)2R®, -NR2S(O)NR?R”,
-NR?S(0)2NR?R?, -C(O)R?, -C(O)OR?, -C(O)NR?R®, -PR?R®, -P(0O)R?R?, -P(0),R?R?,
-P(O)NR?RP, -P(0)2NR?R?, -P(0)OR?, -P(0)20R?, -CN, or -NO, or R* and R? taken together
with the carbon or carbons to which they are attached form a Csz-Ce cycloalkyl or a 4- to 6-
membered heterocycloalkyl, wherein each hydrogen atom in C1-Cs alkyl, Co-Cs alkenyl, C-Ce
alkynyl, C3-Cs cycloalkyl, 3- to 7-membered heterocycloalkyl, Cs-C1o aryl, mono- or bicyclic
heteroaryl, 4- to 6-membered heterocycloalkyl is independently optionally substituted by
deuterium, halogen, C1-Cs alkyl, C1-Cg haloalkyl, C3-Cs cycloalkyl, 3- to 7-membered
heterocycloalkyl, -OR?, -OC(O)R?, -OC(O)NR®R', -OC(=N)NRR, -OS(O)R®, -OS(0)2R¢, -
OS(O)NR®R', -OS(0)2NR°R, -SR?, -S(O)R®, -S(0)2R?, -S(O)NRER', -S(0).NRR', -NR°R', -
NREC(O)R', -NR®C(O)OR, -NR®C(O)NR®R', -NR®S(O)R', -NR®S(0)2R', -NR®S(O)NRCR?, -
NR®S(0):NR°R', -C(O)R?, -C(0)OR?, -C(O)NR®R', -PR®R, -P(O)R®R', -P(0)2R°R", -
P(O)NR®R', -P(0):NR®R, -P(O)OR?®, -P(0),0R?, -CN, or -NO;

M is CR®or N;

M!is CR*;
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each R3, R and R°® is independently hydrogen, deuterium, halogen, -OR¢, -OC(O)R,
-OC(O)NRCRY, -OC(=N)NR°RY, -OS(0O)R¢, -OS(0)2R¢, -OS(O)NR°RY, -OS(0).NR°RY, -SR°,
-S(O)RS, -S(0)2R¢, -S(O)NR°RY, -S(0)2NR°RY, -NR°RY, -NR°C(O)R?, -NR¢'C(O)OR¢,
-NRC(O)NR°RY, -NR°C(=N)NRCRY, -NR°S(O)RY, -NR°S(0)2R?, -NR°S(O)NR°RY,
-NR®S(0)2NR°RY, -C(0)R¢, -C(O)OR¢, -C(O)NRCRY, -C(=N)NR°RY, -PR°RY, -P(O)R°RY,
-P(0)2R°RY, -P(O)NRCRY, -P(0)2NR°RY, -P(0)OR?, -P(0)20R¢, -CN, -NO,, C1-Cs alkyl, C2-Cs
alkenyl, Co-Csalkynyl, C3-Ce cycloalkyl, 3- to 7-membered heterocycloalkyl, Ce-Cioaryl, or
mono- or bicyclic heteroaryl, or R* and R® taken together with the ring to which they are
attached form a Cs-Cg cycloalkyl, or a 5- to 8-membered heterocycloalkyl, wherein each
hydrogen atom in C1-Cs alkyl, Co-Cg alkenyl, C2-Cs alkynyl, Cs-Cg cycloalkyl, 3- to 7-
membered heterocycloalkyl, Ce-C1oaryl, mono- or bicyclic heteroaryl, Cs-Cg cycloalkyl, or 5-
to 8-membered heterocycloalkyl is independently optionally substituted by deuterium, halogen,
Ci1-Csalkyl, C1-Cs haloalkyl, -OR®, -OC(0)R?, -OC(O)NR®R', -OC(=N)NRR', -OS(O)R®, -
0S(0)2R?, -OS(0O)NR®R, -OS(0):NR°R, -SR?, -S(O)R®, -S(0)2R?, -S(O)NR®R', -S(0):NR°R?, -
NReR', -NR*C(O)R', -NR*C(0O)OR', -NR*C(O)NR®R', -NR*S(0O)R', -NR*S(0).R", -
NR®S(O)NR®R', -NR®S(0)2NRCR', -C(0)R?, -C(O)OR?, -C(O)NR®R', -PR°R', -P(O)R°RY, -
P(O)2R°R, -P(O)NR®R', -P(0)NR®R', -P(O)OR?, -P(0)0R®, -CN, or -NO;

R® is H, deuterium, C1-Cg alkyl, C2-Cs alkenyl, C2-Cs alkynyl, Cs-Cs cycloalkyl, 3- to 7-
membered heterocycloalkyl, Ce-Cioaryl, or mono- or bicyclic heteroaryl, wherein each
hydrogen atom in C1-Cg alkyl, C>-Cs alkenyl, C>-Cs alkynyl, C3-Ce cycloalkyl, 3- to 7-
membered heterocycloalkyl, Cs-Cioaryl, or mono- or bicyclic heteroaryl is independently
optionally substituted by deuterium, halogen, Cs-Ce cycloalkyl, or 5- to 7-membered
heterocycloalkyl, -OR®, -OC(O)R¢, -OC(O)NR®Rf, -OC(=N)NR®R', -OS(0)R?, -OS(0)2R®,
-OS(O)NR®R', -OS(0)2NR°R', -SR®, -S(O)R®, -S(0)2R?, -S(O)NRR', -S(0)NR°R', -NR°R',
-NREC(O)Rf, -NReC(0O)OR, -NR!C(O)NRER', -NR¢S(O)Rf, -NRS(0)2Rf, -NReS(O)NRRY,
-NReS(0)2NRER, -C(O)R?, -C(O)ORE, -C(O)NRR', -PR°Rf, -P(O)R°Rf, -P(0):R*R",
-P(O)NR®R', -P(0)2NR°R', -P(O)OR®, -P(0).0R¢, -CN, or -NO;

R’ and R® combine to form a C3-C7 cycloalkyl, a 5- to 8-membered heterocycloalkyl,
Ce-Croaryl, or 5- to 7-membered heteroaryl; wherein each hydrogen atom in Cs-C7 cycloalkyl,
a 5- to 8-membered heterocycloalkyl, Cs-Cioaryl, or 5- to 7-membered heteroaryl is
independently optionally substituted by deuterium, halogen, -OR?, -OC(O)R?, -OC(O)NR®R?, -
OC(=N)NR®R', -OS(O)R®, -0S(0)2R?, -OS(O)NR®R', -0S(0):NR°R', -SR¢, -S(0)R?, -S(0)2R?,
-S(O)NR®R', -S(0)2NR®R', -NR°R', -NR®C(O)R', -NR®C(O)OR, -NR®C(O)NR®R', -NR®S(O)R?,
-NR®S(0)2R', -NR®S(O)NRR', -NR®S(0)2NR°R', -C(O)R®, -C(O)OR?, -C(O)NRCR', -PR°R',

-P(O)R®R, -P(0)2R°R', -P(O)NR®R', -P(0)2NR°R', -P(0)OR®, -P(0)20R¢, -CN, or -NO2;
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Y is O, S, NR®, or CR°RY;

R® and R are each independently H, deuterium, halogen, C1-Cs alkyl, C2-Cs alkenyl,
C»-Cs alkynyl, Cs-Cg cycloalkyl, 3- to 7-membered heterocycloalkyl, Ce-Cyoaryl, or mono- or
bicyclic heteroaryl, wherein each hydrogen atom in C1-Ce alkyl, C2-Cs alkenyl, C2-Ce alkynyl,
C3-Cs cycloalkyl, 3- to 7-membered heterocycloalkyl, Ce-Cio aryl, or mono- or bicyclic
heteroaryl is optionally substituted by a halogen, -OR?, -OC(O)R®, -OC(O)NR®R',
-OC(=N)NR°®R', -OS(0)R?, -OS(0)2R¢, -OS(0)NR®R', -OS(0).NR°R, -SR?, -S(O)R®, -S(0)2R®,
-S(O)NR®R', -S(0)2NR°R', -NR°R', -NRC(O)R', -NR*C(0)OR, -NR*C(O)NR°R', -NR*S(O)R",
-NR®S(0)2R, -NR®S(O)NR®R', -NR®S(0).NR°Rf, -C(O)R?, -C(O)OR®, -C(O)NRR', -PR°R?,
-P(O)R®R', -P(0)2R°R, -P(O)NR°RY, -P(0).NR°R', -P(O)OR¢, or -P(0).0R¢;
each R% R®, R, RY R¢, and R' is independently selected from the group consisting of H,
deuterium, C1-Cs alkyl, C2-Ce alkenyl, C>-Ce alkynyl, C3-Cs cycloalkyl, 3- to 7-membered

heterocycloalkyl, Cs-Cioaryl, 5- to 7- membered heteroaryl;
each of Z%, 72, 73, z*, Z°, and Z% is independently N, NH, C or CH;
pisl, 2,3, or4;and
tisl, 2, 3,4,0r5;

or a pharmaceutically acceptable salt thereof.

H
R5
AN
Y\M R?
Ml R’
R? * n
R6—N O
R2
R7 N Z']\Z4f
100
R® vy >tz
H
wherein
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alkyh)—NHS(OIN(C -Gty -N(C1-Co-atk)S(O)NH2—N(C1-Co-atky S(OMINH(C1-Co
atky B —N{C-Ca-alky BSIOIN(C 1 -Co-abkoyh: -NHS(O) - NH: -NHS(O) -NH(C -Co-alkeyh:
-NHS(O)NEE -Co-alleyb o NEE1-Coalkyb S (O o NH - N{C - -Co-alkyHS{O) - NH(C1-C-alkyb:
-N{(C1-Cs-alky D S{O)2N(C1-Cs-atkyh o ~-C{O)C1-Co-alkyh-C{O)YOC:-Co-alky ~-CLOINH.;
~CLOINH{C1-Ce-atkyhy—C{OMN(C1-Co-atkyhor—P{C1-Co-akkyh)o—PLOKC1-Coatkhor
-P{O)2{C1-Coatkyh o, —P{OINH—P{OINH{C1-Ce-atky)—PLOIN(C1-Co-atkyh2,—P{O)2NH.-
-P{O}NH(C1-Cs alkyh), -P(O),N(C-Cs alkyl),, -P(OYOH, -P(C)OC -Cs alkyl, -P(0),OH,
—P(0),0C1-Ce-abyh~CN-0r-NO:
— Y isO-S-NR%0or CR°R*:
——R%and R -are-each-independently H, deuterium -halogen;or C1-Cs alkyl-wherein-each
hydrogen-atom-in-C-Cr alkyl-is-optionathy-substituted-by-a-halegen,-OH.-0C -Cr-alleyl:
-06(0)C1-Ce-alkyh-OS(OIN(C1-Co-atkyl)o,~OC(OINH(C1-Co-atkyh),—O (O NH.;
~-OG(=NIN{C1-Ce-alkyhor-OC{=NINH(C1-Co-atkyh)—OC(=N)NH2—OS(0)C1-Ce-alkyl;
SDSCC Coallerd —OSIOWNC | C abor s — OSICHNELC Coalleb— OSSO =
SOSCNIC S ey — OS8O NELE Ol — 080y NE — SE-SC - Coalles - S{O3C -
Copdep—oton-OCapllepl ot e Ol LD RIEE O allegl CI0 R
-S{O)oN(C1-Ce-atkeyh) 2, -S{O)NH(C1-Coatkyrh—S{O)NH, —N(C 1 -Co-atky) o, -NH{C1-Co
ateyh—NH2—N(C1-Ce-atkyh S{O0)C1-Co-atkrh—NHG(0)C1-Ce-alkyh -N(C1-Ce-atkyhS(0)OC -
Cealkyh-N{(C1-Co-alkyHC(OYOH -NHC{OYOC 1 -Coatky b -NHC(OYOH -N(C1-C¢
alkyhS{OIN(C1Co-atkyhlor—N(C1-Co-alkyh CLOINH{C1 Co-atkeyh):—N(C1-CoalkyHC(OINH.;
L o E e e L B s L

e L 2 o e e e P e e
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atky}S(OIN(C1-Co-atkyh)or-N{C1-Co-atky ) S(OINH(C 1-Co-atkyrh)—N(C1-Co-atkyh S(OFNH2;
-NHS{OIN(C1-Co-atkyh) o -NHS{OINH{(C1-Co-akkyrh)—NHS{OINH—N(C1-Cs
ayhS(0)N(C1-Co-atkyh)2;—N(C1-Co-atkyh S(O)NH(C1-Co-atkyh)—N(C1-Ce-atkyh) S(O)oNHy;
-NHS(O)NEE -Cr-alleyh o -NHS{O), NH(C | -Cialkyh -NHS(O) NH. —C{O)C -Catkyh
-5(0)OC1-Ce-alkyh~C{OIN(C1-Co-atkyh)or~CLOINH(C1-Ce-atkyh)—C{OINH2—P(C1-Co-atkyl)os
-PLOHC1-Cs-alkyh 2 -P{O)2{ C1-Co-atkyl) o -P{OIN(C1-Co-atkyth o -P{O) . N(C1-Co-atkyh2;
-P(O)OC1-Ce-alkyl-6r-P(0).0C1-Ce-atkyh

———eachof 2t 2%, 2°, 2% Z2°;and Z8is ~NH; ;

nic
LILBLE™J

1 2
T, =

(o]

r2
T I

52. The compound of claim 1, having the-formula 111, IV, or V
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RB_——N e RG/N (0)
R’ N N R’ N N
/ /7
RE YT XN RNy N
I\v/ \/

83. The compound of any one of the preceding claims, or a pharmaceutically acceptable salt

thereof, wherein Y is O.

94. The compound of any one of the preceding claims, or a pharmaceutically acceptable salt

thereof, wherein M is CR®,

105. The compound of any one of the preceding claims, or a pharmaceutically acceptable salt

thereof, wherein R is H, deuterium, C1-Cg alkyl or halogen; or-

146. The compound of any one of the preceding claims, or a pharmaceutically acceptable salt

thereof, wherein R* is H, deuterium, C;1-Cs alkyl or halogen:; or
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wherein R® is F.

177. The compound of any one of the preceding claims, or a pharmaceutically acceptable salt

thereof, wherein R? is H-; or

wherein R is C1-Cs alkyl.

208. The compound of any one of claims 1 to 466, or a pharmaceutically acceptable salt
thereof, wherein R! is H, and R? is C1-Cs alkyl; or R is C1-Cg alkyl, and R? is H; or Rt is H or
C1-Cs alkyl, and R? is H; or R is H, and R? is C3-C7 cycloalkyl; or R! is C3-C7 cycloalkyl, and
RZ is H.

atkyl—OC{OIN(C1-Co-atkyh)o-OC{OINH(C1-Co-alkyy ~OC{OMNH—OC{=NIN(C1-Ce-atkyhyo;
~-OG(=NINH(GC1-Co-atkyh)—OC{=NNH2—OS(0)C1-Co-atkyh—O0S(0)261-Ce-atkyh-NH(C1-Cs
eyl —N(G1-Ce-atkyhor-NHE(O)C1-Co-athkyrh—N(C1-Co-atkyh S{0)C1-Co-atkyh—-NHG(ONH:;
-NHG{OINH(GC1-Ce-alky)y-N(C1-Co-atkyh SLOMNH2-N(G1-Co-alky S{OINH(C1-Co-atkyt);
-NHE(OIN(C1-Co-atkyhyor-N(C1-Co-atky Y SLOIN(C1-Co-atkyhyo -NHE(0)OC1-Ce-alkyh;
-N(C1-Cs alkyhC{O)OC1-Cs alkyl, -NHC(O)OH, -N(C1-Cg alkyhC(O)OH, -NHS(O)C1-Cs
ahrh—NHS(0)261-Ce-atkirh—N(C1-Co-atkyh S(0)C1-Ce-alkyh -N{C1-Coe-atkirh) $(0)261-Ce-alkyl,

T I B e e e e e
124



-NHS(OINH{C1-Co-aarh)y—NHS(O)NH(C1-Co-atkyhy -NHS(ON(C1-Ce-atkyh)o;
-NHS(O)2N(C1-Co-altkyhor-N(C1-Co-alkyh S(OINH(C1-Co-atkrh—N{C1-Co-atkyh) S(O)NH(C,-
S b NG -Crelle S IOMC  -Cralloph —bHC  -Cralle D80 NG -Coaliop 5 — SO0 -
Sl —C0- = SO 00 -Coallop ~CLONE —CLOAMNI= L0 -Crallepb —CLONC ~Coalleph o
-SC1-Ce-atkyh—S{0)C1-Ce-atkyh—5(0)261-Ce-atayh—S{OINH(C1-Co-atkyh—S(O0)oNH(C1-Co
e — S blC - Cogleoph — SLO M - Callopb —SLOMN = SLO M OSLOANIC
atkyh)or—0OS{0)oN(C1-Ce-atkyh) 2O S(O)NH(C1-Co-alkyh)—OS{O).NH(C1-Ce-alky);

SCEONE OSSO M= RO - Crpliopl —PHLOC | -Co oy O Croyclonlleror 3o

substituted-by-deuterium-halogen—OH,-CN;—OC;-Cg-alkyh-0C;:-Cs-altkyCs-Cag aryh—NH.;
-06(0)C1-Ce-alkyh~OC(OIN(C1-Co-atky)o ~OC{OINH(C1-Ce-alkyh); ~OC(ONH,;
~OC(=NIN(C1-Ce-atkyh)2,-OC(=NINH(C1-Ce-atkyl)—OC{=N}NH2—OS(0)C1-Co-atkyl;
-0S{0).C1-Ce-alkyh-NH(C1-Cs-alkyh);-N{C1-Cs-alky D2 -NHC{O)YC1-Ce-alkyh-N{C1-Cs
atkyhC(O)C1-Co-atky-NHCE(OMNH;-NHE(ONH(C1-Co-atkyh)-N{C1-Co-alkyh C{OINH:;
-N(C1-Co-atkyh SLOINH(C1-Co-alkyh); -NHC{OIN(C1-Co-atkyho—N(C1-Co-atkyh S{OIN(C1-Co
atkyh - -NHCO)YOC | -Cr-alleoph-N{C-Ci-altky B E{O)0 L -Cr-alkyl-NHC(O)OH,-N{C -C,
atkyhS{O)OH-NHS(O)C1-Ce-atkyh—-NHS(0)261-Ce-atkyh-N(C1-Ce-alkyhS(0)C1-Co-atkyk;
BHC O e ton O O el MO e DSt B P O e o
-NC1-Ci-atkyBS(O):NH . - NHS{OINH(C 1 -Coalkyh - NHS (O} NH(C1-C-alkyb:
-NHS{O}N(C1-Co-atkyh)or—NHS{O)2N(C1-Co-atkyh) 2 -N(C1-Ce-alky)S(O)NH(C1-Ce-atkyh);
-N(C1-Co-alky}S{O)2NH{C1-Co-alkyy-N(C1-Co-atkyh S(OIN(C1-Ce-atkirh) o -N(C1-Co
altkyDS(O).N(C1-Cs alkyh),, -C(O)C1-Cs alkyl, -CO.H, -C(O)OC-Cs alkyl, -C(O)NH;,
~CLOMINH(C1-Ce-atkyl)—CLOMN(C1-Co-atky)or-SC1-Co-atkyl—S(0)C1-Coatkyh-S(0)261-C6
akkeyl-S{OINH{C1-Co-atkyh)-S(0)NH(C1-Co-atkyl)-S(OIN(C1-Co-alkirh) 2 -S(0)N(C1-Co
atarh o -S{OINH2—S{O)NH» O S{OIN{(C1-Coaltkyrh . -OS{O) . N{C1-Cs-atkyrh);
-OS{OYNH(C1-Cs alkyl), -OS(0).NH(C:-Cs alkyl), -OS(O)NH., -OS{O),NH», -P(C1-Cs-alkyl),;
e = S e e e

239. The compound of elaim-22any one of the preceding claims, or a pharmaceutically

acceptable salt thereof, wherein R” and R® combine to form a tetrahydrofuran ring:; or
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wherein R’ and R® combine to form a cyclobutane ring, cyclopentane ring, or cyclohexane ring.

10. The compound of any one of the preceding claims, or a pharmaceutically acceptable salt

thereof, wherein X is O.
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R® RS
Y%M Y%M
Ml x/\> Ml _—x
R6—N o) R6—N o]
R” N No RT N N _—

—  MisCR*%:
5 ; 25
—R*and-R% are-each-independently-Hdeuterium-C1-Cs-alky-Co-Ce-atkenyh-Co-Ce
atkynyl-Cs-Co-eyeloatkyl-Co-Cio aryh—OR SR —NR'R"—C{O)OR* —C{O)NR'R - wherein
each hydrogen atom in C1-Cs alkyl, C,-Cs alkenyl, Co-Cs alkynyl, C3-Cs cycloalkyl and Cs-Cg
i i itutad hv dantarium b an 1-Co-aklyk

-OC1-Ce-atky{Ce-Cio aryh—NH—-OC{O)C1-Co-atkyth —-OC{OIN(C1-Cs 25
~-OG{OINH(C1-Co-atkyl)—OC(ONH-OS{=NIN(C1-Ce-alkyh)o ~OC{=NINH(C1-Co-atkyl);
-OC(=NINH:, -0S{0)C1-Cy alkyl, -OS(0):C . -Cs alkyl, -NH{(C-C¢ atky ), -N(C:-Cs alkyl);,
-NHE(0)C1-Co-atkeyl—N(C1-Co-atkyh) S{O)C1-Co-atkyh—NHE{ONH2-NHE(OINH(C1-Co
aheyhy—N(C1-Ce-alky Y SLOMNH2—N(C1-Co-atkyh S{OINH{C1-Co-atkyl) -NHE(OIN(C1-Ce
ateyho—N(C1-Co-atkyhS{OIN(C1-Co-atkyh)o,~-NHE(O)OC1-Co-atkyrh—N(C1-Cs

e e e e B T
-NHS(0)261-Ce-atkyh—N(C1-Co-atkyh) S(O)C1-Co-atkph—N(C1-Co-atkyh) S(0)261-Ce-atkyl,
-NHS{ONH:, -NHS(O);NH;, -N{C1-Cs alkyhS(O)NH:, -N(C--Cs alkyhS(O)NH:,
-NHS{ONH{G1-Ce-alkyy -NHS{O)2NH{C1-Ce-alkyhy, -NHS(OMN(C1-Ce-alkyhye;
-NHS(0)2N(C1-Co-atkyh)o,—N(C1-Co-atkyhS{OINH(C1-Co-atkyh)—N(C1-Ce-atkyhyS(O)NH(C1-
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Co-atkyh)—N(C1-Co-atkyhS{OIN(C1-Co-atkyh)or—N(C1-Co-atkyh) S{0)N(C1-Co-atkeyh)or—E(0) G-
Cipber o o cono s O ebes CL0 b CLD R Oy e DOVl Ol o
~5C1-Ce-alkyh-S{0)C1-Ce-atkyh—S{0)2C1-Co-alkyh-S{OYNH{C1-Co-alkyh—S(O0)oNH(C1-Ce
alkyl)-S{OYN(C1-C-atkyh)o-S{O)N{C1-Ce-atkyor-S(OYNH2-S{O)NH -0 S(OYN(C1-Cs
atkyh)2-O8(0)2N(C1-Coatkyh)or-OS(OINH(C1-Co-atky);-OS(0)NH(C1-Ce-alkyh);
~OS{OINH2-0S{O)2NH2—~P{C1-Co-alkyh) 2 -P{ONC-Co-alkyho-Cs-Co-cycloatkylor-3-to 7-
rrerbered-heteroeyeloallers
—R3-R*-and-R>are-each-independently-H-fluorochlorobrome-C1-Ce-alkyl—OH—-CN;

-G(0)OC1-Ce-alkyh~C{O}NH-C(OINH(C1-Co-atkyl)-CLOMN(C1-Ce-atkyh)2-Cs-Cs
——R"-and-R%-combine-to-form-a-C3-C7 eycloalkyla-5-to-8-membered-heterocycloatkyl:

~OC{=NINH(C1-Co-atkyh)-OC{=NIN(C1-Co-atkyl)o,—OS(0)C1-Co-atky -0 5(0)261-Ce-alkyl;
ool onionnllb e O lle oioionnfe 0 e oo I Dn e M
e e e e T e e
~S(OINH2—~S{OINH(C1-Ce-alkyh);-S(OHC1-Ce-alkith)2;-S(0)2NH2-S(O)NH(C1-Co-atkyl);
-S(O)N(C1-Cs alkyl)z, -NH», -NH(C:-Cs atkyh), -N(C:-Cs altkyl},, -NHC(O)C:-Cs alkyl,
-N{C1-Co-atkyhS{O)C1-Ce-atkyh—-NHCE(O)OH-NHE(0)OC1-Ce-atkyh—N(C1-Co
alkyNC{OYOH-N(C1-Ce-alky}C{O)OC1-Ce-alkyl -NHC(OWNH,,-NHC(O)NH(C,-Cs-alkyl);
-NHE(OIN(C1-Co-atkyhyor-N{C1-Co-atky C{OMNH 2 -N(C1-Co-alkyh S(OINH(C1-Co-atkyl);
-N(C1-Ce-atkyh C{OIN(C1-Co-alkyh)o-NHS(O)C1-Co-alkyh—N(C1-Co-atky ) S{(O)C1-Co-alkyl
-NHS{0)261-Co-atkyh—N(C1-Co-atkyh)S(0)261-Co-atkyh—-NHS(ONH-NHS{OINH(C1-Co
atky b -NHS(OIN(C1-Ce-atkyh2,~N(C1-Co-atkyhS(O)NH2—N(C1-Co-atkyh S(OINH(C1-Ce
ey —N(C1-Co-atkyh S{OIN(C1-Co-atkyho-NHS(O)oNH -NHS(O)NH(C1-Ce-atkyh);
-NHS(O)N(C1-Ce alkyl)s, -N{C1-Cs alkyhS(O):NH:, -N{C:-Cg alky)S{(O);NH(C:-Cs alkyl),
~N{C;1-Cs-alkyyh S{O)N(C 1 -Co-atkyh o ~CLOYC 1 -Co-alkyh-CLOYOC 1 -Co-alkyh ~CLONH,;
~-CLOINH(C,-Cs-atky D -C{OIN(C1-Co-alkyh) o, -P(C1-Co-alkyh) 2, -P(ONC1-Ce-abkyh;

-P{O)2AC1-Ce-akkyh)or-P{O)NH:—P{O)NH(C1-Co-akkyh)-P{OIN(C1-Co-alkyrh) 27 -P{O)2NH;
130



-P(O):NH(C-Cg alkyl), -P(O).N(C:-Cy alkyl)s, -P(OYOH, -P{O)OC-Cy alkyl, -P(0).0OH,
-P(0),0C;-Cs-alkyh—CN,-or-NO.:

Y-is-O-SNR°-or-CR°R*:and
—— R -endR -ars-eachindepandenth-Hodettsriam—aalegen—orC -C. atlkylwasreia-each
hydrogen atom in C1-Cg alkyl is optionally substituted by a halogen, -OH, -OC;-Cs alkyl,
-06(0)C1-Ce-alkyh—OC(OIN(C1-Co-atky)o ~OC{OINH(C1-Ce-alkyh); ~OC(ONH,;
SCCEPRNE O alle, OB = -Crallo b OO PN = OS 08 0 -Cotdepl
~CE0C -Gt —CE O NI -Crallel - —OSONELC -Crplle b —OSLOMNE -
e T e B L T [ e e
Cs alkyl, -S(0),C1-Cs alkyl, -S(OYN(C1-Cs alkyl),, -S(O)NH(C1-Cs alkyl), -S(O)NH;,
-SO):NE -Ci-atky B> -S{ONH(C 1-Co-alkyh-S{O):NH - N{C  -Co-alkey B -NH(C-Cs,
aheyhy—NH2—N(C1-Co-atkyh G(0)C1-Co-atkyl -NHG(O) C1-Co-atky—-N{C1-Co-atky) S(O0)O 61
Cealkyh—N{C1-Cs-alkyhC(O)YOH -NHC{O)OC1-Coatky b -NHC{OYOH -N(C1-Cs
atkyhCLOIN(C1Cs-atkyh)or-N{C1-Co-atkyh CLOINH(C1Ce-atkyh)—N(C1-Coatkyh S{OINH;
-NHE(OIN(C1Cs-atkyhyor -NHE(OINH(C1Co-ateyl) -NHE(OMNH-N(C1-Ce-alkyh)S(6)C1-Cs
akeyl-NHS(O)C1-Co-atkyh-N{C1-Co-atk}S(0)261-Co-athkyh—NHS(0)261-Ce-atkyh—N(G1-Co
atkyHS(OIN(C1-Co-atkyhyor-N{C1-Co-atky ) S(OINH(C1-Ce-atkyh)—N(C1-Co-atkyh S(O)NH2;
-NHS(OIN(C1-Co-atkyh)or-NHS(OINH(C1-Co-atkyh)—NHS(OINH2-N(C1-Ce
ale}S(0)2N(C1-Co-atky)or -N{C1-Co-atkyl}S{O)NH(C1-Co-atkirh—N(C1-Ce-atkyh S(O)oNHo;
-NHS(0)2N(C1-Coatkrh) o -NHS(O)2NH(C1-Co-atkyh)—NHS(O)oNH-C(0)C1-Ce-alkyl;
-C(0)O0C1-Ce-alkyh~C{OIN(C1-Co-atkyh)o—C{OINH(C1-Co-atkyh),—C{OYNH—P(C1-Ce-atkyho;
-PLOHC1-Co-alkyh) 2 -P{O)2{ C1-Co-atkyh) o -P{OIN(C1-Co-atkyth o -PLO) . N(C1-Co-atkyh2;
-P(O)OC1-Ce-alkyh-6r-P{O).0C1-Co-atkyl:
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whereinR*is-C,-Ce-alkyl:

wherein R is C1-Ce-alkyl: or Cs-C eyeloalkyl-

e e e e T o T
~-OG{OIN(C1-Co-atkyh) 2~ OC{OINH(C1-Ce-atki) O C{OFNH—OC(=NN(C1-Ce-atkyhyo;
-OC(=NINH(C-Cs altkyl}, -OC(=N)NH;, -OS(0)C -Cg alkyl, -0S(0),C-Cs alkyl, -NH(C--C
atkeyhy—N(C1-Ce-alkyh)o-NHG(O)C1-Co-atkyl-N(C1-Co-alkyyS(O)C1-Coatkyh-NHE(O)NH,;
-NHE(OINH(C1-Ce-atkyh)—N(C1-Co-atkyHS{OINH2—N(C1-Co-atkyh S{OINH(C1-Ce-alkyh);
-NHE(OIN(C1-Co-atkyhor-N(C1-Co-alkyh SLOIN(C1-Co-atkyh)or -NHE(0)OC1-Ce-alkyh;
B et e  C e L T = S P
atkyh—NHS(0)261-Coatkyl—-N{C1-Co-atky}S(O)C1-Co-atky—N(C1-Co-atky) S(0)261-Co-alkt,
BRSO M= RSO N PHC - Cealle S S L0 PUC - Crallo S0 M-
e e e e T

-NHS(0)2N(C1-Ce-atkyh)or-N{C1-Ce-altkyh S{OYNH(C1-Co-alkyrh);-N(C1-Co-atkyh) S(O)oNH{(C4-
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Co-atkyh)—N(C1-Co-atkyhS{OIN(C1-Co-atkyh)or—N(C1-Co-atkyh) S{0)N(C1-Co-atkeyh)or—E(0) G-
Cipber o o cono s O ebes CL0 b CLD R Oy e DOVl Ol o
~5C1-Ce-alkyh-S{0)C1-Ce-atkyh—S{0)2C1-Co-alkyh-S{OYNH{C1-Co-alkyh—S(O0)oNH(C1-Ce
alkyl)-S{OYN(C1-C-atkyh)o-S{O)N{C1-Ce-atkyor-S(OYNH2-S{O)NH -0 S(OYN(C1-Cs
atkyh)2-O8(0)2N(C1-Coatkyh)or-OS(OINH(C1-Co-atky);-OS(0)NH(C1-Ce-alkyh);
~OS{OINH2-0S{O)2NH2—~P{C1-Co-alkyh) 2 -P{ONC-Co-alkyho-Cs-Co-cycloatkylor-3-to 7-

substituted by deuterium, halogen, -OH, ~CN, -OC,-Ce-alkyl ~0C,-Ce-alky{Ce-Cao anyh), -NHo;
-0C(0)C1-Ce-alkyh~OC(OIN(C1-Co-atkyh)o~OC{OINH(C1-Ce-alkyh); ~OC(OMNH;;
~OC{=NIN(C1-Ce-atkyh)2,~OC(=NINH(C1-Co-atkyl)—OC({=N)NH2—OS(0)C1-Co-atkyl;
-08(0)261-Ce-atkyh-NH(C1-Co-atkeyl)—N(C1-Co-atkyhyo -NHE(0) C1-Co-atkyh—-N(C1-Cs
alyS(0)C1-Co-atkyh—NHE(OMNH 2 -NHE{OINH(C1-Co-atkyhy -N{C1-Co-alky S{OMNH,;
-N{C1-Ce-atkyHSHOINH(C1-Co-atkyh),-NHE(OIN(C1-Co-atkyh)or-N(C1-Co-atkyhS(OIN(C1-Cs
alkyl),, -NHC(O)YOC;1-Cs alkyl, -N{C1-Cs alkyhyC(O)OC1-Cs alkyl, -NHC(O)OH, -N(C:-Cs
alyyS{O)YOH-NHS(O)C1-Ce-atkyh-NHS(0)261-Ce-atkyh-N(C1-Ce-alkyhS(0)C1-Co-atkyl;
-N(C1-Cs alkyh}S(0).C1-Cs alkyl -NHS{O)NH., -NHS(O):NH;, -N{C1-Cs alky)S(O)NH:,
T e L e B e e o
-NHS(OIN(C1-Co-atkyh)or-NHS(0)oN(C1-Ce-alkyh) 2 -N(C1-Co-alkyhS(OINH(C1-Co-atkyl);
-N(C1-Co-atky)S{O)2NH(C1-Ce-alkrh);—N(C1-Co-atkyh S{OIN(C1-Ce-atkyrh2—N(C1-Co
al}S(0)2N(C1-Co-atky) o -G(0)C1-Co-atkyh-COH-C{OYO C1-Ce-atkyl —C(ONH:;
St Centeg OO MIIC Ceallebe 0 Cepledd Sl Ceplleg] Sfon- Oy
alkyh—S(OINH{C1-Co-alkyrh)—S(O)oNH(C1-Ce-atkyh)-S(OIN(C1-Co-alkth)2,—S(0)2N(C1-Co
altkyBo-S{OINH:.-S{O), NH: -OS{OIN(C1-Cr-alkyl);  -OS(0): N(C1-Cs-alky .
-OS(O)NH(C-Cs alkyl), -OS(0);NH(C--Cs alkyl), -OS(O)NH:, -OS(O):NH:, -P(C/-Cs alkyl}):,
e e e e
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or a pharmaceutically acceptable salt thereof.

12. The compound of claim 1 having formula

NH

(0]

" NY(
CLXT,
/
o NN

or a pharmaceutically acceptable salt thereof.

13. The compound of claim 1 having formula

0
N N{
CLK,
/
o NN

or a pharmaceutically acceptable salt thereof.

4314. A pharmaceutical composition comprising a compound of any one of the preceding
claims, or a pharmaceutically acceptable salt thereof, and optionally at least one diluent, carrier

or excipient.
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4515. Use of a compound of any one of claims 1 to 4213, or a pharmaceuticalby-acceptable salt
thereofcomposition of claim 14, in the preparatienmanufacture of a medicament for the

treatment of cancer.
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