CLAIMS

1. A compound having a structure according to formula |
\r W )
N

R1 %/ |X x1 x1
X2—<\ / (CH,),R3
m

each X! is independently N or CR?;

X?is O, CHz, NH, S, or N(C1-Cs alkyl);

R is H, CHs(CH2)1.3, CHs(CH2)010(CHz)2-3, CH3(CH2)03C(=0), CH3(CH2)0.10(CH2)2.5C(=0),
C,-C4 alkyl C,-C4 alkyl

p= p= ETIPRA =

HO(C4-C5 alkyl) ~ CH30(C4-Cj alky)) _ (C1-C3 alky)—C~N—(Cy-Cj alkyl)

C,-C, alkyl C2-Cy alky!
2N(C+-Cq alkyl)>_§ or X2>_)_2
R? is H, O(C1-Cs alkyl), C1-Cs alkyl, CI, F, or CN;
R3%is H, halo, OH, CN, NH2, NH(C1-Cs alkyl), N(C1-Cs alkyl)2, NH(CH2)o-1(Cs-Cs cycloalkyl),
NH(Cs-Cs bicycloalkyl), NH(Cs-C1o spirocycloalkyl), N(C3-Ce cycloalkyl)2, NH(CH2)1-
3(aryl), N((CH2)1-3(aryl))2, a cyclic amine moiety having the structure

e

(CH2)o4 | 3 6-membered aromatic or heteroaromatic moiety or a 5-membered

wherein

heteroaromatic moiety;

wherein

an alkyl, cycloalkyl, bicycloalkyl, spirocycloalkyl, cyclic amine, 6-membered aromatic
or heteroaromatic, or 5-membered heteroaromatic moiety is optionally substituted with
one or more substituents selected from OH, halo, CN, (C1-C3 alkyl), O(C1-C3 alkyl),
C(=0)(Me), SO2(C1-Cs alkyl), C(=O)(Et), NH2, NH(Me), N(Me)2, NH(Et), N(Et)2, and
N(C1-Cs alkyl), (CH2)1-20H, (CH2)1..0Me; and

a cycloalkyl, bicycloalkyl, spirocycloalkyl, or cyclic amine moiety may have a CH>
group replaced by O, S, NH, N(C:-Cs alkyl), or N(Boc);
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misOorl;
and
nisl, 2 or3;

or a pharmaceutically acceptable salt thereof.

2. A compound according to claim 1, wherein the group R is selected from the group

consisting of

Me
Me %“'ﬁ
H
Me H“ Me \" Me” O OYN
HO HO G Me
Me\o
and K}\
3. A compound according to claim 1, wherein the group R is
Me\/\/’i"‘a Me %\
(n-Bu) or H\Oij
4, A compound according to claim 1, wherein the moiety
1
/X\X1
I
xLX1
is selected from the group consisting of
OMe F CN
)
=
OMe
o f\ﬁ N B
, , , and



5. A compound according to claim 1, wherein the moiety

1
A
|
X1¢ 1&
X is

OMe

oy

6. A compound according to claim 1, wherein the group R® is selected from the group

consisting of CI, H,
N
A

O,

OMe

‘{HQ

o,

OH
N AT

H
N on

oLy
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7. A compound according to claim 1, wherein R® is a moiety

N
§7 \—(CH2)o.4
selected from the group consisting of

o w Tw O
%N/j/\/ | N %N\) %N\) OH
o)

Fs RN~ TN
Mer
(\NAH OMe OH
%NJ | H{N@/ | X{N/j/ ' %

8. A compound according to claim 1, having a structure according to formula (I”)
H,N.__N '
2 \f N, (r
N A~N

1
~NH K(/X~X1
R X U\(\%RB
\X1

n

9. A compound according to claim 1, having a structure according to formula la
HZNTN\ N\ (la)
NN OMe
~NH
R R3

, optionally wherein R is

Me\/\}z Me é‘x
(n-Bu) or H\Oi)
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10. A compound according to claim 1, having a structure according to formula Ib

HaN N (Ib)
AEREY

NH H//XT X! R3
R xt. I
X' o

, optionally wherein

1
/X\X1

I
X1\‘ 1&
X is

OMe OMe
] ]
N N
) or .

11. A compound according to claim 1, which is covalently bonded to a poly(ethylene glycol)

moiety between 2 kDa and 40 kDa in size.

12. A combination of a compound according to any one of claims 1 to 11 and an anti-cancer

immunotherapy agent for use in a method of treating a cancer.

13. A combination for use according to claim 12, wherein the anti-cancer immunotherapy

agent is an antagonistic anti-CTLA-4, anti-PD-1, or anti-PD-L1 antibody.

14. A combination for use according to claim 13, wherein the cancer is lung cancer
(including non-small cell lung cancer), pancreatic cancer, kidney cancer, head and neck cancer,
lymphoma (including Hodgkin’s lymphoma), skin cancer (including melanoma and Merkel skin
cancer), urothelial cancer (including bladder cancer), gastric cancer, hepatocellular cancer, or

colorectal cancer.

15. A combination for use according to claim 13, wherein the anti-cancer immunotherapy

agent is ipilimumab, nivolumab, or pembrolizumab.
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