








bioRxiv preprint doi: https://doi.org/10.1101/2021.04.06.438692; this version posted April 7, 2021. The copyright holder for this preprint (which
was not certified by peer review) is the author/funder. All rights reserved. No reuse allowed without permission.



bioRxiv preprint doi: https://doi.org/10.1101/2021.04.06.438692; this version posted April 7, 2021. The copyright holder for this preprint (which
was not certified by peer review) is the author/funder. All rights reserved. No reuse allowed without permission.

Figure 5
A CHLA-90 (ALT+) SK-N-FI (ALT+) COG-N-515 (ALT+) COG-N-512 (ALT+)
§120 B DMSO 120 E DMSO 120 W DMSO 120 m DMSO
<100 A AZDO156 100 A AZDO156 100 A AZDO0156 100 A AZDO0O156
E o 80 80 80
= | 60 P < 0.001 60 P < 0.001 60 P < 0.001
E 40 40 40
> 20 20 20
=
v 0-— T T 0 T T ;0= T T 0
-6 -5 -4 3 -6 -5 -4 3 6 5 4 -3 6 -5 -4 -3
TMZ Log Concentration {M) TMZ Log Concentration(M) TMZ Log Concentration (M) TMZ Log Concentration (M)
T ™7 T T 1 LI | T T 1 ™ T T 1
-1| 0 -é -I8 -I7 -10 -9 -8 -7 -10 -9 -8 -7 -10 -9 -8 -7
SN-38 Log Concentration (M) ~ SN-38 Log Concentration (M) SN-38 Log Concentration (M) SN-38 Log Concentration (M)
= CHLA-146 (TEL+) COG-N-312 (TEL+) COG-N-564 (TEL+) COG-N-519 (TEL+)
=120 m DMSO 120 s ™ DMSO 120 m Dmso 120 B DMSO
8100 A AZDO156 1pp A AZDO156 100 A AZDO0156 100 A AZDO156
% 80 p=ns % p=ns % P=0.003 %7 P < 0.001
'-"_J - 60 60 60 60
r_>u 40 40 40 40+
Z 20 20 20 20
=]
v 0 T T I T T 7 0 0-
5 5 -4 3 6 -5 -4 3 -6 5 -4 3 6 5 -4 3
TMZ Log Concentration (M) TMZ Log Concentration (M) TMZ Log Concentration (M) TMZ Log Concentration (M)
L | T T 1 ™T T T 1 T T T T 1 T T T T 1
-10 -9 -8 -7 -10 -9 -8 -7 -10 -9 -8 -7 -10 -9 -8 -7
SN-38 Log Concentration (M) SN-38 Log Concentration (M) SN-38 Log Concentration (M) SN-38 Log Concentration (M)
B C ALT+ TEL+
g. P=0007
2 CHLA-90  COG-N-515 CHLA-146
28 AZDO156 - + - + - + - + - + - +
= TMZ+SN-38 - - + + - — + + - - + +
£ Full L h
o'z ull Lengt
< 2 PARD. -h-.---.- ——
S ™
S 2 PARP
[«3] = - o m— - e
< P (89 kDa) o
SN -
= Cleaved - _! .e
e Caspase 3 e -
«x \,x = =
e actin- | NN ‘
SO p-actin. | wwwe
D CHLA-90 COG-N-515 CHLA-146
FR¥ XHHe
1
*R% *h% ns
100- AL w 100- % . 100- s
] 1
3 80 80 804 = ‘
s —
© 604 60 60 *%
= —
5 ns
8 40- — 40 40
<C ns
Y
o 204 ns 20+
0\9 —
0_
AZDO0O156 - + - + - +

TMZ+SN-38 = - + + - - + + - = + +


https://doi.org/10.1101/2021.04.06.438692

bioRxiv preprint doi: https://doi.org/10.1101/2021.04.06.438692; this version posted April 7, 2021. The copyright holder for this preprint (which
was not certified by peer review) is the author/funder. All rights reserved. No reuse allowed without permission.

Figure 6
A ALT+ B TEL+
COG-N-625x CHLA-S0m COG-N-564x
W 1009 L : P <0.0001 1001
- L ©
Z 804 80~ 'S 80
i S
v 601 60+ ﬁ 604
7] o
5, 49 P<0.0001 LL 407
] 204 204 :1:: 20-
0 ) . & P=0.225
0 50 100 150 0 50 100 150 ° 50 100 150
SK-N-FIm COG-N-515m COG-N-519x
— 100 100 ' 100-
© P<0.0001 =
'S 80- 80+ E 801
A 60 3 604
3 60 2
E 401 404 2 404
§ 204 204 % 20
“ < 0.000 g . : L Ay 1 P=00000
0 50 100 150 O 50 100 150 0 50 100 150
Days Days Days
et CONtrol == AZD0156 == TMZ+IRN === TMZ+IRN+ : TMZ+IRN+
AZD0156(20mg/kg) AZD0156(10mg/kg)
C
ALT+ TEL+
COG-N-625x CHLA-90 COG-N-519x COG-N-564x

Ki67 Tunnel Kie7 Tunnel Ki67 Tunnel Ki67 Tunnel

0
wn
=)
[a]
N
<
z
=
T
N
=
=
0
th
-
o
a]
N
<f-
i

TMZ+IRN





