Figure S1. Increased oxidative-stress resistance upon AKT1 or KEAP1 knockdown (related to Figure 1)

800000 =
A Viability of WI-38 cells in response to H202
S S ° ° Luminescanca, RLU
° e Avearage sSD nom. %
- 600000 — % é no HzO2 5ROZTT 43067 100.0%
) ®e% = L4 i 501UM HzO2 Bhrs 5BBO3G 42302 29.8%
E’ ° ® °® 100uM HeO2 Shrs 590679 A05TE 100.2%
2> < 150uM HeO2 6hrs~ GO7253 31326 103.1%
=0 . . - 200M HzO2 Bhrs 593893 38213 100.8%
-‘% 5 400000 — ° ° 500pM HzO2 3hrs . 241821 5BE06 41.0%
S v e®® 500M HzO2 4hrs 323332 55601 54.9%
Z 0 e® 2 L 500uM HeO2 Shrs =~ 279466 66610 AT 4%
v C 600uM HzO2 3hrs G6TOE 1964 1.1%
v £ ° . olo TO0uM HeO2 3hrs 3526 505 0.6%
° .
3 200000 — e TOO0uM HeOz 4hrs 2TED 548 0.5%
~ ° TOOuM H20O2 Shrs 2481 550 La -
°
0 *—T_*_*
| | | | | | | |
2 2 2 2 2 2 2 2 2 2
2 < < < < < < < < = <
< O O ) o™ < wn o™ o™ < wn
o I I I I I N I I N I
5 S T T T T T T T T T T
= s = = = = = = = = = =
= = = = = = = = = = =
o S o o o o o o o o o o
o o wn o o o o o o o o
(U] wn — — o wn wn wn O ~ ~ ~
B 700uM H202, 3hrs no H202
100000 = 2000000 =
. s " nes.
: e
~~ (]
S 80000 - ol = ool® H
3 = 1500000 4 22
. o ° °
) ; ) ‘e ':3—%
= U 60000 hd =0 *°
O C °3ee o C e
sy e S Y 1000000 — .
= § 40000 e >3
g < 7 .t 8 £
€ €
=] S 500000 -
2 20000 - é rj
L]
0 1 1 1 0 1 1 1
8 = = S = =
S S
< g < g
C 700uM H202, 3hrs
40—
L]
(]
S 30
w
O w
GJ — L]
°0J
+ O 20— ok ik
c >
[N °
Y G .
& o
£ 10- :
a ®le .
0 1 1 1
B = =
e § E
IS S x
O — —
£ 3
<



Figure S2. Z-prime scores across the screen (related to Figure 1)
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Figure S3. ROS-scavenging capacity of certain small molecules in the absence of cells
(related to Figure 1)
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Figure S4. No H202-quenching effects by small molecules in the absence of cells
(related to Figure 2)
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Figure S5-1. Long-term effects of small molecules on ATP levels (related to Figure 3)
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Figure S5-2. Effects of prolonged small-molecule incubation on WI-38 cell confluency (related to Figure 3)
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Figure S6. Increased cells viability upon H202 by small molecules (related to Figure 3)
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Figure S7. Effects of small molecules on gene expression of WI-38 cells (related to Figure 3)
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Figure S8. Inhibitory effects of certain small molecules on PARP (related to Figure 2)
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Figure S9. Protective effects of certain small molecules against poly-Q toxicity (related to Table 1)
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Figure S10. Effects of Gr-4D on C. elegans expressing several pathway reporters
& on lifespan of worms treated with sesn-1(RNAi) (related to Figure 4)
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