WO 2021/021563

FIG. 1A

PCT/US2020/043274

125
oS 100
5 S
(o B = 50'
S £
" — °\° i
=< 2% ¢, :6.24 M
0 . :
7 6 5 4
Log [M]
FIG. 1B
150-
0% 125- kﬁ Z
®= 75
S <
.9_; 50'
=< 25 1c,,>30 .M
0 . : .
7 6 5 4

Log [M]

1/16



WO 2021/021563 PCT/US2020/043274

FIG. 1C

125-
w = 100;
@ L)
q:) :-§ 75'
SE 50
T 25
- © -
< ICy, : 8.77 UM
0 :
7 6 -5 -4
Log [M]
FIG. 1D
150-
aT 125 v
% .2 100
g2 75
5T
-S'E 50'
=< 25{ ic,,>30uM
0 ; : ,
-7 -6 -5 -4

Log [M]

2/16



PCT/US2020/043274

WO 2021/021563

FIG. 2A

N O 1V © U O
N O N I
11

(jos3u09 Jo 9,)
uonesajijold |99

5

6

3

-4
Log [M]

7

0
i

FIG. 2B

O © 1V © 1B O
N © N 1V
11

(1043u02 Jo %)
uoinjesajijoad |99

5 -4

3

7 6

-8

Log [M]

3/16



PCT/US2020/043274

WO 2021/021563

FIG. 2C

N © 1V O VW o
N ©O ~N U A
11

(1013U09 jo %)
uonesajjold ||99H

7 -6 5 -4 -3

-8

Log [M]

FIG. 2D

6 -5 -4 -3
Log [M]

7

-8

V © VW O 1V o
N © N B N
11

(1013u02 jo %)
uoinjesajijodd |99

4/16



PCT/US2020/043274

WO 2021/021563

FIG. 3A

0V O BV O 1V O
N © N 10 N
11

(1013u09 O %)
uonesdjljoid |99

5

-6

3

-4
Log [M]

7

-8

FIG. 3B

6 -5 -4 -3
Log [M]

7

-8

V © VW O 1V o
N © N B N
11

(1013u02 jo %)
uoijesajijod |99

5/16



PCT/US2020/043274

WO 2021/021563

FIG. 3C

&

N © 1V O VW o
N ©O ~N U A
11

(1013U09 jo %)
uonesajjold ||99H

5

-6

3

-4
Log [M]

7

-8

FIG. 3D

6 -5 -4 -3
Log [M]

7

-8

NV O 1B O vV O
N © N~ O N
11

(jonuod jo 9,)
uonjesasljold |99

6/16



WO 2021/021563 PCT/US2020/043274

FIG. 4A

c 125

L =

+ o 100+

=

55

Y= O

%‘"6 50

= X

o 25 -

S ICg, = 52.25 UM

0l— . . .
-6 -5 4 -3
Log [M]

FIG. 4B

= 125

1N

+ 3 1004

=

55 75

- 0

%‘"6 50-

o< 25 IC,, =73.41 M
° 0

6 5 4 -3
Log [M]

7/16



WO 2021/021563

FIG. 4C

- 125
9O~
-lg [ 100
£t 75
L 8
?-5 50-
S 25
S ICy, = 55.58 LM
0l — : : :
6 5 -4 -3
Log [M]
FIG. 4D
- 125
9O ~
"g ° 100+
§ § 75
%‘"6 50+
o< 25( |c , =60.98 uM
o
0L— . . .
6 5 4 -3

Log [M]

8/16

PCT/US2020/043274



WO 2021/021563 PCT/US2020/043274

FIG. 5A

. 125;
'ﬁ-=e‘100-
EE 75
o O
- 0O
%ﬂa 50-
o< 25 1c,,:41.68 M
O
0 :
7 6 -5 4 3
Log [M]
FIG. SB
- 125;
'ﬁ-=2‘100-
- 0
%\‘5 50-
° < 25] IC,,:57.33 uM
© 0

9/16



WO 2021/021563

FIG. 5C

125
S
= < 100
£ =
56 '
- 0
%\‘5 50-
3 X 25{ |c,,:53.89 uM
0 ;
7 6 5
Log [M]
FIG. SD
c 125
Q2 =
*g g 100+ v
£ S 75
¥
>%5 50
2R
S< 251 IC,,: 55.58 uM
0 '
7 6 5

10/16

PCT/US2020/043274



WO 2021/021563

Fig. 6A

150- Hep3B cells

100+

o
<

Cell proliferation
(% of control)

PCT/US2020/043274

0.
-32 (uM) - 100 -
Sorafenib (uM) - - 3

Fig. 6B

1507 Hep3B cells

100+

3]
<

100

Cell proliferation
(% of control)

0-
1-32 (uM) - 100

Lenvatinib (uM) - - 0.5

11/16



WO 2021/021563 PCT/US2020/043274

Fig. 6C

1501 Hep3B cells

100+

o
<

Cell proliferation
(% of control)

0.
I-61 (uM) - 100 - 100
Sorafenib (uM) - - 3 3

Fig. 6D

150 Hep3B cells

100+

3]
<

Cell proliferation
(% of control)

0-
-61 (uM) - 100 - 100
Lenvatinib (uM) - - 0.5 0.5

12/16



WO 2021/021563 PCT/US2020/043274

Fig. 7A

150+ Hepa 1-6 cells

100+

N
o
L

Cell proliferation
(% of control)

0-
-32 (M) - 100 - 100
Sorafenib (uM) - - 5 5

Fig. 7B

1507 Hepa 1-6 cells

100-

(3]
o
1

Cell proliferation
(% of control)

0-
-32 (uM) - 100 - 100
Lenvatinib (uM) - - 30 30

13/16



WO 2021/021563

Fig. 7C

1 -
>0 Hepa 1-6 cells

100+

3]
<

(% of control)

Cell proliferation

PCT/US2020/043274

0-
-61 (uM) - 100 -
Sorafenib (uM) - - 5

Fig. 7D

1501 Hepa 1-6 cells

100+

.|

(% of control)

100

Cell proliferation

0' 1 T
-61 (nM) - 100 -
Lenvatinib (uM) - - 30

14/16

100
30



WO 2021/021563
Fig 8A
1-32 + Sorafenib
2.0
1.5 Antagonism
O 10 == ==rmrmrmrmrmcme = ==» Additivity
|
054 ¢ . Synergism
[ ]
0.0 T * 1
0.0 0.5 1.0 1.5
Fa
Fig 8B
I-32 + Lenvatinib
2.0
1.5 Antagonism
O 1.0+ -2 --rmrmrmimimimo o -=» Additivity
054 e . ° Synergism
0.0 ' ' ' ——
00 02 04 06 08 1.0
Fa

15/16

PCT/US2020/043274



WO 2021/021563 PCT/US2020/043274

Fig. 8C
1-61 + Sorafenib
2.0
1.51 Antagonism
O 10 == ==r=r=r=rmrmrme=e == Additivity
0.5- . Synergism
..

0.0 v > v

0.0 0.5 1.0 1.5

Fa
Fig, 8D
1-61 + Lenvatinib
2.0
1.57 Antagonism
O 1.0F == ==rmrmrmim e -=» Additivity
Synergism
054 ° ° ynerg
o [ ]

O.G L) L L L L

00 02 04 06 08 1.0

Fa

16/16



