Supplementary Figure 1

A B HCC1937
HCC1937 DMSO + - - - - -
3 7 erastin(5.0 uM) - + - - - -
CBIL-IN-1 | RSL3 (05uM) - - + - - -
Otenabant .~ #, \e * Rimonabant ML210 (LOWM) - - - + - -
227 v, W FINS6 (0.5 uM) - - - - + -
5 Q:‘.'h'g;gf‘m CIL56 (0.5uM) - - - - - +
21 +AM251 pmso [l 76 55 54 55 57
5 . AM251 58 -
GC; 0 - ] AM281 62 :?g
) JD5037 . 83
Rimonabant . % E
-1_1 OI ]: 2' 3' Otenabant . 60 55 ; é
TM3837 . 67 48 . 58 . 3
Synergy IndeXeragin corn OIS 7 4
c MDA-MB-231 HCC1937 E
SR (W) SR (M) HCC1937
0 0.6251.25 2.50 500 10.0 20.0 0 0.6251.25 250 5.00 10.0 20.0 erastin:SR=1:1

0 53.9 85.9 57.0
ﬁlZO ® erastin
0.625 -73.2 45.6 77.7 72.2 49.6 § m SR
= s 2 %0 A erastin+SR
% 1.25 77.5 63.7 52.7 40.4 3 67.4 57.2 413 - %
= 5 'S 60
£ 2.50 80.2 63.0 51.5 48.3 % 63.0 55.2 49.3 2t =
17} T O
© I & ©
° 5.00 745 70.3 61.5 54.9 47.0 40.2 9] 5.00 76.5 72.7 67.2 58.6 Eg 30
R
. 53.3 49.9 O« 0T T T T T T J
100 10.0 S g -0.5 0.0 05 1.0 1.5 20 25
20.0 20.0 8 Loglerastin], uM
D MDA-MB-231 HCC1937
0 0625125 250 5.00 10.0 20.0 0 0625125 2.50 5.00 10.0 20.0 HCC1937
0 80.8 53.3 o 579 RSL3:SR=1:10
120 e RsL3
0.0625 80.1 75.1 48.1 0.0625 785 733 459 s m s SR
= S S
s 5 S 90 A RSL3+SR
3 0.1250 775 61.1- S Joazo 74.3 60.1 ZE ¥
= 3 0 =
@ J 0250 77.7 755 735 66.5 51.3 445 o W 0250 717 688 63.4 565 529 423 Sg oo
0 ’ Zo S
4 4 39 =
0500 53.2 45.2 41.3 © M o500 541 517 47.9 420 88 B a0
N
1.000 1.000 g

0 +—T—T———T—
-1.5-1.0-050.00.51.0152025

2,000 Log[RSL3], uM

2.000



Supplementary Figure 2

MDA-MB-231
Doxorubicin:SR = 1:160
;\3 120 ® Doxorubicin
=3 = SR
i_—% 100 4 Doxorubicin+SR
< 80
>
= 60
o
o 40
=
T 20
[}
©x o+
3 -2 -1 2
Log[Doxorublcm] UM
B MDA-MB-231
Taxol:SR = 1:400
< 120 ® Taxol
< = SR
£ 4 Taxol+SR
= 90 axol +
8
Z 60
Q
o
2 30
= 2
[} A
0 T T T T T 1
& F3 2
Log[Taxol], uM
C MDA-MB-231
Carboplatin:SR = 1:1
’\3 120 ® Carboplatin
?; 100 ® SR
= A Carboplatin+SR
5 80
Z 60
Q
o
o 40
=
8 20
[}
r j+—=
-1.51.00.50.00.51.01.52.02.5
Log[Carboplatin], uM
MDA-MB-231
Olaparib:SR = 1:1
= 120 [ ] ® Olaparib
E\é 100 m SR
E 80 4 Olaparib + SR
8
Z 60
8
o 40
=
8 20
©
14 T

0 T T T T T "
-05 00 05 1.0 15 20 25
Log[Olaparib], uM

HCC1937
Doxorubicin:SR = 1:160
S 120 ® Doxorubicin
2 100 m® SR
= A Doxorubicin+SR
E 80
Z 60
8
o 40
=
g 20
[}
0 T
© P53 2 2
Log[Doxorubwm], pM
HCC1937
Taxol:SR = 1:400
— ® Taxol
E’\a, 120 - SR
2 100 4 Taxol+ SR
8 80
2z
g °
o 40
=
g 20
[}
o
Logrl'axol] pM
HCC1937
Carboplatin:SR = 1:1
;\;120 : 5 ® Carboplatin
S 100 m SR
= A Carboplatin+SR
| 80
g
g 60
g
]
< 20
o
-1.51.00.50.00.51.01.52.025
Log[Carboplatin], uM
HCC1937
Olaparib:SR = 1:1
'\3120 ® Olaparib
25100 g "SR
E 80 4 Olaparib + SR
8
> 60
©
S 40
g
E 20
¢ 0

-0.500 05 1.0 15 2.0 25

Log[Olaparib], uM

Cl values for SR + Doxorubicin

Cell line Fa=0.5|Fa=0.75|Fa=0.90
MDA-MB-231 5.51 4.45 3.62
HCC1937 6.18 8.61 12.98
Cl values for SR + Taxol
Cell line Fa=0.5|Fa=0.75| Fa=0.90
MDA-MB-231 8.25 6.81 5.81
HCC1937 3.47 3.65 4.08

Cl values for SR + Carboplatin

Cell line Fa=0.5 |Fa=0.75|Fa=0.90
MDA-MB-231 3.39 2.84 2.38
HCC1937 7.67 7.75 7.90

Cl values for SR + Olaparib

Cell line Fa=0.5 |Fa=0.75|Fa=0.90
MDA-MB-231 4.03 3.25 2.63
HCC1937 7.36 5.21 3.69




Supplementary Figure 3
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Supplementary Figure 6
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Supplementary Figure 7
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Supplementary Figure 8
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