WO 2019/166432 PCT/EP2019/054729
1/12

Treatment Examination of the
liver for superficial
tumor nodules

Vehicle (/10 tumor nodule free

Compound 0/10 tumor nodule free
41-A

Sorafenib (/10 tumor nodule free

Compound 2/10 tumor nodule free
41-A +
Sorafenib

N
. 5
2




WO 2019/166432 PCT/EP2019/054729
2/12

Figure 2

CD45+ total immune cell infiltarte FPD-L1 on CD45-

5@

% of Total
% of CD45-

Hokk

% of CD45+
% of CD45+




WO 2019/166432 PCT/EP2019/054729
3/12

Figure 3

z‘; ! % C D n trgg
: - Sorafenib
IR o 41-A

: %

— § A sSoratnt
: == PD-1+Sorafenib

_ . == 41-A +PD-1

s+« = 41-A+PD-1+Sorafenib

o LY
.........
A

ik o

Percent survival [%]
O
rt

L e R Lt H B T

........................
o] Do B A e e e e A P I|i

— -
Study Day

Figure 4

1
-
-

-@=- yehicle
m- 41-A (10mg/kg)

B
=
&

ad
-
-

)
o
—

1 00 . - I

tumor volume {mm3]

15 20 25 30
days after inoculation



WO 2019/166432 PCT/EP2019/054729
4/12

treatment start

-+ vehicle

ival

50

% surv

ﬂﬂﬂﬂﬂ

g
4 R T s T A AR MR TR

days after inoculation



WO 2019/166432

5/12

PCT/EP2019/054729

Treatment Examination of the
liver
Vehicle 0/7 tumor free
aPD-1 1/9 tumor free
42-A 1/7 tumor free
42-A+aPD- 3/9 tumor free
1
4000-
o @
E 3000 )
o |
5 20001 _ 3
S |
E 1000+
=



WO 2019/166432 PCT/EP2019/054729

6/12
2 72 hours --
wd 200} = T )
A _
O
il
-
39
6 =
T -
w8
O
-
ol
s
& L
e A
’ 7 ¥ T T T . T T T
~ 0 O - Y T & = ok i 2 g
() C2. £2. I I = I T I s & -
1 % % = - -y = -y E >
& 77
250~ 120 hours
=
EJ ......
e
h 3 T
el : 1
= © -- T " "
= O 5 :_.___.:;; -
3 & : ]
© =
° 2 1
w2
@ .
-
Z B
o~
O
-
N & b - d k= T T T I £ O . -
(5 o & T T = I T T I . @
it g 2 T = = = = = -~ =
3 7
25 hours
X,
d
1
o
et ! T
- O :
g e 4
6 =
e -
w8
@
=
=l
©
&
-

SkHep1
SNU449

270pM  27uM



PCT/EP2019/054729

WO 2019/166432

7/12

HepG2

Hep3i

EGIH

Ak Mypee  wee Bott dam o o orir e

R

;
=
LS
£

E

i

B

:

:
; ; ¢
) o - <
s L i

L' e L

palesljun o} paliou

[%] sunooje0

. i S T T L R T L P TN

0.c001 £.601

100

14

250 -

T
-
2
O

pajealun o} patlioil

§
£
_%
F
w
4
2
; ¥
- i
T =

- -

[%] unooyan

100

10

250 -

2060

P

@

123U O PalIOU
[%] unas||an

0.0001 0.00% 0.01

100

i0

=
z g
s<< I
L} 3
s b it
. =F
ot
foorers
&
g
2
I I i m ¥
2 L &2 it L
L3 L L) e Fig
(Y] L b yo
pajesilun O} pauwlcu

[or] Winoaias

t

0.0007 8,001

= :
- Feomaral :ﬁn .
o .awﬁ i t:
g <
=
&
™ £
. 8 :
s E
m &
. W r B ¥ m i
o 2 L [ L ot
kLY - (] L REY
N ™ - -—
polesiun O} powiou
%] Junoa|j2o
=
L LL
e ek
[ .nﬁWr H
.ﬁ.hl
) =
L} -
e Lt

pajesiiun o} pawloy
[%] Junoajias

(1.0001 0.001

1 10 100
dte-A [UM]

C.01

G0

1 16

0.1

(.01

o4 1 0 100
41¢-A [UM]

0.01

04001 9,001

41¢c-A [uM]

SkHep1

250+

200
00
5

pajesiiun o) pauiol
{201 wunosjan

100

0

41¢c-A [MM]



WO 2019/166432 PCT/EP2019/054729

8/12
* 8 R
foen - -
o O O
- - -
O O O
L I O B
£
& 0.
= .
== &
T
L R{D
£ R
[30] T 1D Bipaw 0} aARiad [94] YLD eipalWw 0} SAlR|
IUNOGD 8N IUNGD 89
- I
L 3
ot ]
Lt e
[26] Te LD BIPBLW O} SANRIS [%6] M LD rIpaLS O} saljR|ad
JUNSD 18N UNaG3 3D
L8 )]
=
g@
=3
"
75

(2] THLD Bipall 0] 8AlR|O [90] 1Y LD elpall O3 8Al}EISY
IUNOD 8N IUNOGD {9

0 -

2 =

& =

e -
o & o < - KN
&3 Ty &3 Ty &,
R = =

(93 19 LD 2ipaiu O} sAle]o) 1521 11D Bipawl O} sAlB|S

FUNOI je7 JUNG3 1189



WO 2019/166432 PCT/EP2019/054729
9/12

JHHS

(%] THLD eipsw o} aAlR]S
1Uno {90

—
= sa
-
Q)
-
O
[®

JHHG

ey A
P & s %,
= L

(4] THLD BipsWw O} aAljR]ad
UNos |iIan

HLE
EGI

2,
L = £} (@
= o

(%] THLD sipsw O] salle|a [26] TR LD sipaw O] aaljepal
JUNOD 187 IUNGD a0

200~

JHH4

[e] Tl vipBW O] BANR|SS [°4] TRLD eipSw 0] BALER|SS
1Uno3 |18 IUROD {89



PCT/EP2019/054729

WO 2019/166432

10/12

igure 7C

HepG2

i i
iy o ] iy

200 -

[%] pejeasiun o} pajejel
N a8

T ;i
C Lo |
D & i
_ e i

200

- :
[¢] peiesisun o} pajejad
unoaje)

EGI1

L L
e 3 R .
2 8 B

200 -

[%] pejeanun o) pajejed
wﬂmﬂu: mu

Huh?

HLF

200+

[%] pejesiiun o} pajejas
nosien

2005

g :
[%] pejessjun o} pejejal
Junos|en

200+

Lo -

[5,] pejeatiin o) pajeal
unes|en

T T .

T L ] L o
- o & o %,
g

& e P e %,

SkHep1

200+

=3 Dorior#5

iy 3 i
[%] peieasiun o) pajeras
JUNO3e D



WO 2019/166432 PCT/EP2019/054729
11/12




WO 2019/166432 PCT/EP2019/054729
12/12




