~Aegy ¥R {ncrrnctend grovaiuny

WO 2022/043930

PCT/1IB2021/057853

*
*
_— ® %
&
@
®
&

ped

2

¥

R

w2

goene-reguiniad tnapeptalic call tines

2 5

&

uperngilatay i shoptots ool Hose

bgtithichangs

Figure 1

1/7



PCT/1IB2021/057853

WO 2022/043930

Controd

.é‘“"ﬁ
2

Y%

PRI SN

oz - w] |, 3
o : N ...mmw\x.
= g 2
o e s
e i~ 4 £,
7 < w7
W Vi U,
.oWM ﬁ b b .~ .WW&N\
fd
w .
] w PRt
‘ %,,N <
I 4 Y,
; | @
<
U @
w o v‘wu
. ; £, O
%,
» p &@
5
Oy
Y , >
/ .

-.-.-.-ﬂ-.-&\uﬂ@
B & 8 8B % 8 & <

(s1y g¥) sisojdody %

B

=2 fevels In spoptolic vs. non-apopintic

Hasal 88
AML

A SRS

4
Yoy sy o
J9000000009990000999%

Figure 2

2/7



PCT/1IB2021/057853

WO 2022/043930

\ g

o &

wl §

Ol g

mm :

ms-am

L
uohelajjiold [oJuod %

> g

2 M

N

7 B8

\\o aws-em

J | 1] §

5

£ E v & -

Liopelalold lofuoy %

* C‘Qmpﬂﬂmﬁ 3 {u&ﬂ}

1

0.3

& Control

100 4

80
8
404
20

sisoydody %

Figure 3

3/7



PCT/1IB2021/057853

WO 2022/043930

+ Compound 1 {uM)

0.1

B Control
NSKP2 KD

\

60
S+

siojdody 9,

Lompound 1

DMSO

A0 TdAS

307445

27
-
-1
£

p53
g2l

ADMZ | oo s

8 Actin

Figure 4

4/7



WO 2022/043930 PCT/1IB2021/057853

Circulating human DNA
1500+ )
=#e~ EMPTY Vehicle po qd
EMTPY Compound 1 50 mg/kg
po qd

W SKP2 Vehicle po gd

SKP2 Compound 1 50 mg/kg po

°

2A- (Ct Human - Ct Mouse)

Days

Figure 5

517



PCT/1IB2021/057853

WO 2022/043930

b A

MRS URER

™
=

i - BT

i 805 e

3 SPHYSA + TS O

7
’
LS WA T L T LA GG R Ay

\ v ®
e 422 i % 4
o SLAE 7 e HTt W
x
uBlINY SHAD - ING SOV
o ST - 555

T punodwos + Adwiz ) ya+hdwy g

A WNE %
Figure 6
6/7

§
$

5|89 ajqe




7054
071

r= a0,

EKP? expression

Ayniysung



