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Supplementary figure 1. A) Influence of single high-dose of ETP (10 uM, 15 uM and 30 uM) on cell density
and cell morphology. The scale bar represents 50 um. B) Influence of single high-dose of ETP (10 uM, 15 uM
and 30 uM) on intracellular ATP levels in hiPSC-CMs. (n = 3, error bars represent + SEM) (t test, *p < 0.05).
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Supplementary figure 2. A) The hiPSC-CMs were co-treated with ETP and 10 uM Pifithrin-a (apoptosis inhibitor) for 48 h. Real time data of CMs beating
rate was obtained using xCELLigence RTCA system. Representative graphs display % beating rate values. (n = 3, error bars represent + SEM) (t test, *p <
0.05, **p <0.01, ***p <0.001, NS, non-significant). B) The hiPSC-CMs were co-treated with ETP and 200 nM Liproxstatin-1 (ferroptosis inhibitor) for 48 h.
Real time data of CMs beating rate was obtained using xCELLigence RTCA system. Representative graphs display % beating rate values. (n = 3, error bars
represent + SEM) (t test, *p <0.05, **p <£0.01, ***p <0.001, NS, non-significant).



Supplementary table 1. The fold change values for 84 genomic
markers after Etoposide treatment

Etoposide (uM)
10 [15] 30
TNNI3 03 |[111] 17
MYL2 0.3 |-1.3] 3.2
MYL3 -1.6 -2.0] -5.1
ACTA1 1.7 [-2.0] 33
TNNTA 1.7 [16] 1.6
DES 4517 -32
TCAP 1.3 |-0.3] -2.1
PGAM2 0.4 |05 -1.5
HRC 0.5 05| -1.7
MYOM2 | 1.4 |-15] 2.1
MB 0.3 1.1 -14
FHL2 1.4 1.7 3.7
MYHS6 03 [11] 1.2
MYH7 1.6 |16 -3.8
GJAS 1.9 |20 2.3
ANK2 -1.3 |-1.1] -1.2
ARG2 23 23 23
EDNRA 1.2 1.2 16
LDB3 -0.5 -1.2| -1.8
CASQ2 0.6 |15 -3.2
DMD 1.5 |1.6] -2.1
NRAP 1.3 [ 1.3 -1.9
ucP2 23 |23 29
cox6A2 | 1.3 |-1.6] -36
ATP1B4 1.8 [1.9] 0.7
ATP1AZ | 1.2 |-1.3] -2.1
KCNQ1 1.2 [11.2] 15
KCNK3 0.6 |14 1.4
KCNN2 4.4 1.7 27
KCNH2 05 13| 1.3
SCN2B 0.6 [1.3] 1.1
SCN5A 04 (14 1.0
SLC8A1 | 15 |-16| 26
CACNA2D2 | -1.5 |-1.3] -1.3
PYGM 26 |29 35
CKM 1.9 |26 -5.0
KRT19 1.4 16| 2.0
ANK1 7.9 [10.0] 10.4
PDLIM3 2.9 [3.0] 29
ABRA 19 |28 3.0
MYOT 24 |25 29
SCN4B 3.1 31| 29
TRPV1 07 [1.7] 25
GLS2 26 3.3 48
PoRt 8120 22 Supplementary table 2. The fold change values of 14 miRNAs after
BAX 31,35 40 Etoposide treatment
CASP3 1.3 [15] 1.6
MURC 0.3 0.4 -14 :
POSTN 21 [1.9] 16 Et0p03|de pM)
ERBB3 1.5 [-1.9] 2.3
JAK2 1.1 |-1.2| 0.7 10 15 30
IGFBP3 1.3 [1.3] 1.4 .
;5;12R3A -?.:71 -?.471 gg hsa-mlR-486-3p 5.1 5.2 6.4
R 4415 hsa-miR-34¢-5p | 2.2 | 2.2 | 2.1
CANATG 15 118 1T ngg-miR-4423-3p| 2.3 | 2.2 | 2.0
prowis |07 0s a4 |hsa-miR-182-5p | 1.4 | 1.7 | 2.9
CALM1 14 |15 1.8 n
ZMAT3 25 [2.8] 3.1 hsa-mlR-139-5p 1.2 1.6 2.3
GDF15 53.1 |72.1 89.3 -
ace2 120|210 19 1 |hsa-miR-34a-3p 1.8 1.6 1.4
FAS 9.1 [10.0] 14.8 -miR.
Frs 91001481 hsg-miR-1303 1.2 1.6 1.7
genms oo 13 1a hsa-miR-187-3p | 1.3 | 1.1 1.0
SPATA18 | 4.8 | 5.4 | 6.1 "
THBS4 19 (19| 18 hsa-mlR-486-5p 1.3 1.0 1.0
RGCC 21 |27 47 .
neei 28 38 43 hsa-miR-34c-3p | 1.0 1.2 1.1
CTGF 3.3 [4.1] 59 -
KCNJ2 1.4 15| 1.4 - - -
KON, 1415 14 hsa-miR-212-3p 0.8 0.8 0.7
M 1927 hsa-miR-4298 | 0.8 | 0.9 | 0.8
S e arse hsa-miR-3911 09 | 09 [ 0.8
LIF 2 197 14. »
nooi 1115 19 |hsa-miR-675-5p | 0.7 | 0.7 | 0.7
OXR1 1.1 [1.2] 1.2
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