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Supplementary Figure 1. Inducing ferroptosis enhanced the sensitivity of CRC to Oxaliplatin. (A) Cell death was assessed by flow
cytometry (annexin V-FITC/PI staining) to observe whether RSL3 with or without the indicated inhibitors would affect the lethal effect of
oxaliplatin on H716 cells in vitro. Left, representative results of annexin V-FITC/PI staining. Right, quantitative analysis. The data are presented
as the mean + SD, ***p < 0.001 (versus Oxaliplatin). (B) Cell death was assessed by LDH release assay to observe whether RSL3 with or
without the indicated inhibitors would affect the lethal effect of oxaliplatin on H716 cells in vitro. The data are presented as the mean * SD,
***p < 0.001 (versus Oxaliplatin). (C, D) The cellular level of ROS (C) and lipid peroxidation (D) was assessed by flow cytometry to observe
whether RSL3 with or without liproxstatin-1 would affect the oxidative damage induction of oxaliplatin on H716 cells. The data are presented
as the mean  SD, ***p < 0.001 (versus Oxaliplatin).

www.aging-us.com 1 AGING



Pl

10

shMOCK

shKIF20A

shMOCK+Oxaliplatin

156%

7A5%

Pl

100

0.86%

525%

Pl

10

142% a52%

] ® 3 60 kk
g
2 e 2l g%
i A 240
87.57% 372% 91.27% 262% 91.78% 228% S
% 10 10 Tor T o0 for 0 o e for 0 2%
Annexin V-FITC Annexin V-FITC Annexin V-FITC o
&2
o shKIF20A+Oxaliplatin 2 40
shKIF20A+Oxaliplatin +liproxstatin-1 g
3.21% 35.72%| 231% 847T% o
3 s S
X . 5\\\}\ S
& 2 “\OQ
K o %\\
2 - o
335 1o00% o7 00 s20m
E o o100 K S S T
Annexin VLFITC Annexn VLFITC
C 67 Kkk
& -
= 3
i s
2 ©
®
s H
< 2
- -
5 s
-l o
j (N
6 P 3 \“ A OV ¢ (P08 v
5““‘09\\‘(‘\? O*'a\g Q\a 6‘\\‘\ s“‘(\\ O"‘a\\? W ae®
X' X
\:\Oot R (\x\\Q‘o RSN
AN A\
0 5‘\€ 0@ A
O X!
x o)
Na o
¢ ¥
gv“‘\ s‘\“\
D 104+ 104-
80] > % >
"ﬁn *kk E 5
60 qc, 0] ] 10°+ *kk
= £
£ £
ie 8 g 810
5 &
204 % 20 g
[ =401
e . N 5 QR Nl 8104
100 10' 10% 10 10* u—s- 10° TO‘ 11)’ 1‘0‘ 10 E
— shmock ™' ——shMOCK ~ FL1H
— shKIF20A —— shKIF20A 10
- shMOCK+Oxaliplatin \'b A _— s:mggolrigah]pllah(n o (N i W0 &
hKIF20A+Oxaliplati s! +Oxaliplatin Q IR\
 ShKIF20A+ Oxaliplatin#iproxstatin-1 6‘(\\“ \\‘(*\? 1.0\8 \\9:\’8“ —— shKIF20A+Oxaliplatin+liproxstatin-1 \\\f‘ \\‘(5? *'?»\\Qo a\“): a2
S OIPC SRY
S MO
o “\(\ @° BN gv‘% o
O X
X'
¢ R
6\\‘(\ N

Supplementary Figure 2. High KIF20A expression in resistant CRC cell line suppressed the intracellular ferroptosis process. (A)
Cell (H716) death was assessed by flow cytometry (annexin V-FITC/PI staining) to observe whether KIF20A silencing with or without
liproxstatin-1 would affect the lethal effect of oxaliplatin on H716 cells in vitro. Left, representative results of annexin V-FITC/PI staining.
Right, quantitative analysis. The data are presented as the mean + SD, ***p < 0.001 (versus shMOCK+Oxaliplatin). (B) Cell (H716) death was
assessed by LDH release assay to observe whether KIF20A silencing with or without liproxstatin-1 would affect the lethal effect of oxaliplatin
on colorectal cancer in vitro. The data are presented as the mean + SD, ***p < 0.001 (versus shMOCK+Oxaliplatin). (C) The cellular LIP was
analyzed with a flow cytomete to observe whether KIF20A silencing with or without liproxstatin-1 would affect the LIP induction of oxaliplatin
on H716 cells. The data are presented as the mean * SD, ***p < 0.001 (versus shMOCK+Oxaliplatin). (D, E) The cellular level of ROS (D) and
lipid peroxidation (E) was assessed by flow cytometry to observe whether KIF20A silencing with or without liproxstatin-1 would affect the
oxidative damage induction of oxaliplatin on H716 cells. The data are presented as the mean * SD, ***p < 0.001 (versus
shMOCK+Oxaliplatin).
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Supplementary Figure 3. The sensitivities of HCT116-Or and H716 to Oxaliplatin could be induced by the application of
ML385. (A, B) The cell (HCT116-Or (A) and H716 (B)) viability was measured to observe whether ML385 would affect the suppression of
oxaliplatin on resistant cancer cells in vitro. The data are presented as the mean + SD, ***p < 0.001 (versus Oxaliplatin). (C, D) Cell death was
assessed by LDH release assay to observe whether ML385 would affect the lethal effect of oxaliplatin on resistant cancer cells (HCT116-Or (C)
and H716 (D)) in vitro. The data are presented as the mean + SD, ***p < 0.001 (versus Oxaliplatin).
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