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Fig. S1 a The impedance of hiPSC-CMs treated with aPBMCs at an E:T ratio of 0.1:1 for 48 h. Mean ± SD in the scatter plot, n = 3 b Identification of GFP-CMs. GFP-CMs (green) were immunostained with α-Actinin antibody or cTnT antibody, and stained in red with AF594-conjugated secondary antibody. The nuclear was stained by Hoechst (blue). Scale bars: 40 μm (red). c Gating strategy of the flow cytometry analysis of GFP-CMs viability. GFP-CMs co-cultured with aPBMCs were stained by 7-AAD. d GFP-CMs viability after being co-cultured with aPBMCs for 6 h, 12 h, 24 h and 48 h. Mean ± SD in the scatter plot, n = 3, ***P < 0.001 vs CON.
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Fig. S2 Transcriptomic analysis and expression of key proteins in cell death pathways in GFP-CMs co-cultured with aPBMCs. a Gating strategy of the flow cytometry for sorting GFP+ cells. b GFP+ cells purity after sorting. c Spearman correlation. d Principal component analysis. e Volcano plot of DEGs between GFP-CMs co-cultured with and without aPBMCs for 6 h (red, upregulated genes; green, downregulated genes). f CC and MF analysis of GO in the transcriptomic data. n = 3 in each group. g Western blot analysis of p-MLKL and MLKL in GFP-CMs treated with aPBMCs for 6 h. Mean ± SD, n = 3 in each group. **P < 0.01, ***P < 0.001 vs CON.
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Fig. S3 The inhibitor of ferroptosis and inhibitor of caspases showed no protective effects against immune-activated injury. HiPSC-CMs pre-treated with Fer-1 (inhibitor of ferroptosis, 10 μM) and Z-VAD-FMK (targeting pan caspase, 10 μM) for 6 h, respectively, followed by co-culturing with aPBMCs for 48 h. a Impedance in hiPSC-CMs and Mean ± SEM in the time-dependent impedance curve; mean ± SD in the scatter plot. b LDH release in the supernatant of hiPSC-CMs. Mean ± SD, n = 3 in each group. ***P < 0.001 vs CON, ###P < 0.001 vs vehicle.
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Fig. S4 The effects of ICIs on body weight, cardiac physiologic functions and activation of death pathway in mice. a Mouse body weight change curve over time during administration of IgG or ICIs for 30 days. Mean ± SD. n = 11 in each group. b Heart weight, heart weight to body weight ratio and heart weight to tibia length ratio in mice 
++treated with IgG or ICIs. Mean ± SD. n = 11 in each group. c Representative electrocardiogram trace and quantitative analyses of PR interval, QRS interval and QTc interval in mice treated with IgG or ICIs. Mean ± SD. n = 11 in each group. d Representative M-mode echocardiograms and quantitative analyses of LVEF, LVFS, systolic left ventricular anterior wall LVAW,s, LVAW,d, LVPW,s and LVPW,d in mice treated with IgG or ICIs. Mean ± SD. n = 11 in each group. e Statistical analysis of immunofluorescence staining of proteins involved in pyroptosis, apoptosis, and necroptosis in mouse right ventricular wall. Mean ± SD. n = 3 in each group. *P < 0.05, **P < 0.01 vs IgG.
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Fig. S5 Detection of CXCL9 and CXCL10 in myocardial tissue and serum a The mRNA expression of Cxcl9 and Cxcl10 in myocardial tissue. n = 10 in each group. b The level of CXCL9 and CXCL10 in serum. n = 8 in each group.


 Table S1 List of primer sequences used in this study
	Gene symbol
	Primer sequences

	Mlkl
(human)
	Forward primer
	5′- ACTTTGAGGCAGTCTTTGGAATCG -3′

	
	Reverse primer
	5′- GAGCCAGTCTTCACATTCTTCACC -3′

	ACTB
(human)
	Forward primer
	5′- CCTGGCACCCAGCACAAT -3′

	
	Reverse primer
	5′- GGGCCGGACTCGTCATAC -3′

	TFRC
(human)
	Forward primer
	5′- GGCTACTTGGGCTATTGTAAAGG -3′

	
	Reverse primer
	5′- CAGTTTCTCCGACAACTTTCTCT -3′

	GAPDH
(human)
	Forward primer
	5′-GGAGCGAGATCCCTCCAAAAT-3′

	
	Reverse primer
	5′-GGCTGTTGTCATACTTCTCATGG-3′

	PPIA
(human)
	Forward primer
	5′-GTCAACCCCACCGTGTTCTT-3′

	
	Reverse primer
	5′-CTGCTGTCTTTGGGACCTTGT-3′

	UBC
(human)
	Forward primer
	5′-CGGGATTTGGGTCGCAGTTCTTG-3′

	
	Reverse primer
	5′-CGATGGTGTCACTGGGCTCAAC-3′

	YWHAZ
(human)
	Forward primer
	5′-GAAGCATTGGGGATCAAGAA -3′

	
	Reverse primer
	5′-AGCAGATGGCTCGAGAATACA -3′

	TBP
(human)
	Forward primer
	5′-TGCACAGGAGCCAAGAGTGAA -3′

	
	Reverse primer
	5′-CACATCACAGCTCCCCACCA-3′

	GAPDH
(mouse)
	Forward primer
	5′-CGTGCCGCCTGGAGAAACCTG-3′

	
	Reverse primer
	5′-AGAGTGGGAGTTGCTGTTG-3′

	Cxcl-9
(mouse)
	Forward primer
	5′-CGAGGCACGATCCACTACAA-3′

	
	Reverse primer
	5′-AGGCAGGTTTGATCTCCGTT-3′

	Cxcl-10
(mouse)
	Forward primer
	5′-TGCCGTCATTTTCTGCCTCATCC-3′

	
	Reverse primer
	5′-AGCTTCCCTATGGCCCTCATTCTC-3′
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