WO 2020/112700 PCT/US2019/063136

249
WHAT IS CLAIMED I8S:
1. A compound having a structural Formula (I):
fz
N-NTSN
N/ %
i R?
NS
R 1
@.
5 or a pharmaceutically acceptable salt thereof, wherein:

R!is selected from F, Cl, (C1-Ce)alkyl, and O(C1-Ce)alkyl;
R? is selected from H, F, Cl, (C1-Cs)alkyl, and O(C1-Ce)alkyl;

ring A is a moiety selected from:

RS R3
\ \ O R3
N N R? A
Ag%i?v% RAT Dv% N
A3 A3
RA2 RA!; RA2 R RA3 Q_g

3 3 3 RA4

R?N RAT _H RA1_%_

R3 is selected from pyrazolyl, tnazolyl, and pyrldmyl, wherein said pyrazolyl and said

10

triazolyl, are substituted with 1 or 2 R** groups, and wherein said pyridinyl is substituted with 1,
2, or 3 R*A groups, wherein:
each R34 is independently selected from (C1-Ce)alkyl, O(Ci-Ce)alkyl, (C1-Cs)alkyl-OH,
15 (Ci1-Ce)haloalkyl, O(C1-Cs)haloalkyl, oxo, (C1-Cy)alkylC(O)(C1-Cs)alkyl, (Ci-
Cq)alkyl CH(OH)(C1-Cs)alkyl, (C1-C4)alkylS(0)2(C1-Cs)alkyl, -(CH2)a(C3-C7)cycloalkyl, and -
(CH>)n4-7 membered monocyclic heterocycloalkyl comprising 1 or 2 ring heteroatoms selected
from oxygen and nitrogen, wherein said (C3-C7)cycloalkyl, and said 4-7 membered monocyclic
heterocycloalkyl are each unsubstituted or substituted with 1, 2, or 3 groups independently
20 selected from F, CI, OH, (C1-Ce)alkyl, and (C1-Cs)haloalkyl;
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nis 0, 1, or 2;

RAL s selected from H, and (C;-C4)alkyl;

RA2 is selected from H, F, and (C,-C4)alkyl;

R#3 is selected from H, F, and (C:-Cs)alkyl;
5 RA* is selected from H and OH; and

RA3 is selected from H, F, and (C;-C4)alkyl.

2. The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein
R!is selected from F, Cl, and OCHs; and
10 R? is selected from H, F, Cl, CH3, and OCHs.
3. The compound of any of claims 1 or 2, or a pharmaceutically acceptable salt thereof,
wherein:

ring A is a moiety selected from:

R3 R3
\ N
N N
RAug:Pﬁ RAT
RA3 RAS
A2
15 R RAS and RA2 , Wherein:
RSA N
R?’N,N\ Ra‘pl‘\l’N\ R3Aa SNTN R@?\I'N\ R3Aa
B A e ¢
R3 is selected from , , s ,
R3A
R3A R3A  R3a o ] l’?%
N’ N, N R%’?\l AN
= = s N\ RAAN N ¢ "N N
Ny ) Ny R N_i NEé\L \L_/SH g{ f\]:<
bl bl b k-l aIld bl J‘P’l k-l J‘rr: b
wherein:

each R is a moiety selected from:
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OH

A )\5 Fc ¥ o o ><‘ 7<—%
% PRV STy R .

+ A ﬁ%ﬂ SR )
;DgDE)Q peg-eliacy

each R3*? is independently selected from (C1-Ca)alkyl, O(Ci-Cs)alkyl, (C1-C4)haloalkyl,
and O(C1-Cy)haloalkyl.

4. The compound of any of claims 1 or 2, or a pharmaceutically acceptable salt thereof,
10 wherein

ring A is the moiety:
R3

Ok

A3 .
R , wherein:

RSA N R¥ R3Aa ‘ R3Aa
T S i S o
R3 is selected from

QE?WQé m%ffww

wherein:

each R** is a moiety selected from:
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OH

A )\5 Fc ¥ o o ><‘ 7<—%
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+ A ﬁ%ﬂ SR )
;DgDE)Q peg-eliacy

each R3*? is independently selected from (C1-Ca)alkyl, O(Ci-Cs)alkyl, (C1-C4)haloalkyl,
and O(C1-Cy)haloalkyl.

5. The compound of any of claims 1 or 2, or a pharmaceutically acceptable salt thereof,

10 wherein:

ring A is the moiety:

R3

\

NO_E

, wherein:
R3A
RAN RANG gata NS RiAe
SRS O S o
R’ is selected from , ,

R3A R3A

>:< i yL_é N '\ RAA
R3A —N \ N N

N=
, and \\Sﬂ \Q \<“’rl,

15 wherein:

each R* is a moiety selected from:
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each R3*? is independently selected from (C1-Ca)alkyl, O(Ci-Cs)alkyl, (C1-C4)haloalkyl,
and O(C1-Cy)haloalkyl.

6. The compound of any of claims 1 or 2, or a pharmaceutically acceptable salt thereof,
10 wherein:

ring A is the moiety:

R3

(0
, wherein:
R3A
RY Ny, RN _R#ma N AN R3Aa
% L7 S
R? is selected from , ,

3A
SAa $ RSA
R3A
ROA—N \ /
L; « H
,and

15 wherein:

each R* is a moiety selected from:
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% IV ST R .

b e en 0
¥ O A Q {l

each R3*? is independently selected from (C1-Ca)alkyl, O(Ci-Cs)alkyl, (C1-C4)haloalkyl,
and O(C1-Cy)haloalkyl.

7. The compound of any of claims 1 or 2, or a pharmaceutically acceptable salt thereof,
10 wherein:

ring A is the moiety:

RS
\
N
RA1 Ag}%
O RrA3
RA? , wherein:
R3A
RN, RN Rae N AN R3Aa
‘ \=§ﬂ \:§ RSAa RSAaFg
R is selected from , , ,

R3/-\ R3A

g By

wherein:
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each R34 is a moiety selected from:

OH
Hs, )\é“’ Fj\}’ FSC/\“{ Fj\o\f‘j ><\§ I-g<—%j
?(k ? Ho %y % Y )2, Hoks, O:LH

b A e,
fale U8 -0,

each R is independently selected from (C;-Cs)alkyl, O(Ci-Cs)alkyl, (Ci-C4)haloalkyl,
and O(C1-Cy)haloalkyl.

10 8. The compound of any of claims 1 or 2, or a pharmaceutically acceptable salt thereof,
wherein:

ring A is the moiety:

R3
\
N
RA1‘8}§
S\ RA
A2 I
R O , Wherein:
3A
RSA R3Aa RSN R3Aa
SRR R
R3 is selected from

'3 R3A

B4y fEy
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wherein:

each R** is a moiety selected from:

F OH
CH, )\f" Fj\;’ Fsc/\r’ﬁj F)\O\é‘sj ><\§ }B<_§j
ST 0y % Y )2, Ho{xs,oké,

L A w00 T

5
«E Z (bD “'-«.LL./O HO ; HO ; U
, and
and each R34 is 1ndependently selected from (C1—C4)alky1, O(C1-Cyalkyl, (Ci-
Cghaloalkyl, and O(C1-Cy)haloalkyl.
10 9. The compound of any of claims 1 or 2, or a pharmaceutically acceptable salt thereof,

wherein:

ring A is the moiety:
3
R RA4
RA‘!

RA3

, Wherein:

3A R¥% ,
R RSAa RSAa
SO AR SO S o
R3 is selected from

'3 R3A

B4y fEy

RAZ
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wherein:

each R** is a moiety selected from:

. F OH
CH, )\f" F)\é:(’ Fsc/\r’ﬁj F)\O\é‘sj ><\§ }B<_§j
T ey % % HO—<K§, 0%1%,

0

4 o S p 0 P
w)&ﬁya/@’HOQ’H&&ndHoﬁf;

each R#? is independently selected from (Ci1-Cs)alkyl, O(C1-Cs)alkyl, (C1-Cs)haloalkyl,
and O(C1-Cq)haloalkyl,

5

>

10 10. The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein said

compound is selected from:
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11. A pharmaceutical composition comprising a compound of any of claims 1to 10, or a

pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable carrier.

12. A method of treating cancer comprising administering an effective amount of a
compound of any of Claims 1 to 10, or a pharmaceutically acceptable salt thereof, to a person in

need thereof.

13. The method of claim 12, wherein said cancer is selected from melanoma, head & neck
cancer, classical Hodgkin lymphoma, urothelial carcinoma, gastric cancer, cervical cancer,
primary mediastinal large-B-cell lymphoma, microsatellite instability-high cancer, non-small cell
lung cancer, hepatocellular carcinoma, clear cell kidney cancer, colorectal cancer, breast cancer,

squamous cell lung cancer, basal carcinoma, sarcoma, bladder cancer, endometrial cancer,
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pancreatic cancer, liver cancer, gastrointestinal cancer, multiple myeloma, renal cancer,
mesothelioma, ovarian cancer, anal cancer, biliary tract cancer, esophageal cancer, salivary

cancer, and prostate cancer, and metastatic castration resistant prostate cancer.

14. The method of claim 13, wherein said compound, or a pharmaceutically acceptable salt

thereof, is administered in combination with another therapeutic agent.

15. The method of claim 14, wherein said additional therapeutic agent is a PD-1 antagonist.

16. The method of claim 15, wherein said additional therapeutic agent is selected from

pembrolizumab nivolumab, atezolizumab, dunvalumab, and avelumab.

17. The method of claim 15, wherein said additional therapeutic agent is pembrolizumab.



