
Supplementary file 1. Quantification and statistical analysis.
The number of independent biological repeats (n) is shown in the figure legends.
P values are shown below.
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	Total non-heme iron
	0.0003
	0.0378
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	0.1378
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	<0.0001
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	0.0743
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	0.8747
	0.0088
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Fig. 2C
P = 0.2329 (Day 3), 0.0018 (Day 5), 0.0002 (Day7), and 0.0001 (4 weeks) versus sham.

Fig. 2D
P = 0.9983 (Day 3), <0.0001 (Day 5), 0.0002 (Day7), and 0.0051 (4 weeks) versus sham.

Fig. 2F
P = 0.9894 (Day 3), <0.0001 (Day 5), <0.0001 (Day7), and <0.0001 (4 weeks) versus sham.

Fig. 2H
P = 0.8986 (Day 3), 0.1286 (Day 5), 0.0003 (Day 7), and 0.4934 (4 weeks) versus sham.

Fig. 5A
P = >0.9999 (Ncoa4+/+;Iso (0);Fer(+)), <0.0001 (Ncoa4+/+;Iso (10);Fer(-)), 0.8748 (Ncoa4+/+;Iso (10);Fer(+)), <0.0001 (Ncoa4+/+;Iso (100);Fer(-)), 0.0098 (Ncoa4+/+;Iso (100);Fer(+)), 0.9998 (Ncoa4–/–;Iso (0);Fer(-)), >0.9999 (Ncoa4–/–;Iso (0);Fer(+)), 0.9790 (Ncoa4–/–;Iso (10);Fer(-)), 0.9882 (Ncoa4–/–;Iso (10);Fer(+)), 0.5008 (Ncoa4–/–;Iso (100);Fer(-)), 0.3011 (Ncoa4–/– ;Iso (100);Fer(+)) versus Ncoa4+/+;Iso (0);Fer(-).
P = >0.9999 (Ncoa4+/+;Iso (0);Fer(+)), 0.0154 (Ncoa4+/+;Iso (10);Fer(+)), 0.0003 (Ncoa4+/+;Iso (100);Fer(+)), >0.9999 (Ncoa4–/–;Iso (0);Fer(+)), >0.9999 (Ncoa4–/–;Iso (10);Fer(+)), >0.9999 (Ncoa4–/–;Iso (100);Fer(+)) versus the corresponding ferrostatin-1 non treated group.
P = 0.9998 (Ncoa4–/–;Iso (0);Fer(-)), 0.9993 (Ncoa4–/–;Iso (0);Fer(+)), 0.0048 (Ncoa4–/–;Iso (10);Fer(-)), >0.9999 (Ncoa4–/–;Iso (10);Fer(+)), <0.0001 (Ncoa4–/–;Iso (100);Fer(-)), 0.9553 (Ncoa4–/–;Iso (100);Fer(+)) versus the corresponding Ncoa4+/+ group.

Fig. 5B
P = >0.9999 (Ncoa4+/+;Iso (0);Fer(+)), 0.0002 (Ncoa4+/+;Iso (10);Fer(-)), 0.9963 (Ncoa4+/+;Iso (10);Fer(+)), <0.0001 (Ncoa4+/+;Iso (100);Fer(-)), 0.9359 (Ncoa4+/+;Iso (100);Fer(+)), >0.9999 (Ncoa4–/–;Iso (0);Fer(-)), >0.9999 (Ncoa4–/–;Iso (0);Fer(+)), 0.9989 (Ncoa4–/–;Iso (10);Fer(-)), >0.9999 (Ncoa4–/–;Iso (10);Fer(+)), 0.9941 (Ncoa4–/–;Iso (100);Fer(-)), >0.9999 (Ncoa4–/–;Iso (100);Fer(+)) versus Ncoa4+/+;Iso (0);Fer(-).
P = >0.9999 (Ncoa4+/+;Iso (0);Fer(+)), 0.0054 (Ncoa4+/+;Iso (10);Fer(+)), <0.0001 (Ncoa4+/+;Iso (100);Fer(+)), >0.9999 (Ncoa4–/–;Iso (0);Fer(+)), >0.9999 (Ncoa4–/–;Iso (10);Fer(+)), 0.9965 (Ncoa4–/–;Iso (100);Fer(+)) versus the corresponding ferrostatin-1 non treated group.
P = >0.9999 (Ncoa4–/–;Iso (0);Fer(-)), >0.9999 (Ncoa4–/–;Iso (0);Fer(+)), 0.0036 (Ncoa4–/–;Iso (10);Fer(-)), 0.9996 (Ncoa4–/–;Iso (10);Fer(+)), <0.0001 (Ncoa4–/–;Iso (100);Fer(-)), 0.9528 (Ncoa4–/–;Iso (100);Fer(+)) versus the corresponding Ncoa4+/+ group.

Fig. 5C
P = >0.9999 (Ncoa4+/+;Iso (0);Fer(+)), 0.0202 (Ncoa4+/+;Iso (10);Fer(-)), 0.8828 (Ncoa4+/+;Iso (10);Fer(+)), <0.0001 (Ncoa4+/+;Iso (100);Fer(-)), 0.2178 (Ncoa4+/+;Iso (100);Fer(+)), 0.9998 (Ncoa4–/–;Iso (0);Fer(-)), >0.9999 (Ncoa4–/–;Iso (0);Fer(+)), 0.6057 (Ncoa4–/–;Iso (10);Fer(-)), >0.9999 (Ncoa4–/–;Iso (10);Fer(+)), 0.1747 (Ncoa4–/–;Iso (100);Fer(-)), 0.9985 (Ncoa4–/–;Iso (100);Fer(+)) versus Ncoa4+/+;Iso (0);Fer(-).
P = >0.9999 (Ncoa4+/+;Iso (0);Fer(+)), 0.6074 (Ncoa4+/+;Iso (10);Fer(+)), <0.0001 (Ncoa4+/+;Iso (100);Fer(+)), >0.9999 (Ncoa4–/–;Iso (0);Fer(+)), 0.6470 (Ncoa4–/–;Iso (10);Fer(+)), 0.7076 (Ncoa4–/–;Iso (100);Fer(+)) versus the corresponding ferrostatin-1 non-treated group.
P = 0.9998 (Ncoa4–/–;Iso (0);Fer(-)), >0.9999 (Ncoa4–/–;Iso (0);Fer(+)), 0.8839 (Ncoa4–/–;Iso (10);Fer(-)), 0.9064 (Ncoa4–/–;Iso (10);Fer(+)), 0.0001 (Ncoa4–/–;Iso (100);Fer(-)), 0.7740 (Ncoa4–/–;Iso (100);Fer(+)) versus the corresponding Ncoa4+/+ group.

Fig. 5D
P = >0.9999 (Ncoa4+/+;Iso (0);Fer(+)), 0.0890 (Ncoa4+/+;Iso (10);Fer(-)), 0.9978 (Ncoa4+/+;Iso (10);Fer(+)), <0.0001 (Ncoa4+/+;Iso (100);Fer(-)), 0.3011 (Ncoa4+/+;Iso (100);Fer(+)), >0.9999 (Ncoa4–/–;Iso (0);Fer(-)), >0.9999 (Ncoa4–/–;Iso (0);Fer(+)), >0.9999 (Ncoa4–/–;Iso (10);Fer(-)), >0.9999 (Ncoa4–/–;Iso (10);Fer(+)), 0.9539 (Ncoa4–/–;Iso (100);Fer(-)), >0.9999 (Ncoa4–/–;Iso (100);Fer(+)) versus Ncoa4+/+;Iso (0);Fer(-).
P = >0.9999 (Ncoa4+/+;Iso (0);Fer(+)), 0.5341 (Ncoa4+/+;Iso (10);Fer(+)), <0.0001 (Ncoa4+/+;Iso (100);Fer(+)), >0.9999 (Ncoa4–/–;Iso (0);Fer(+)), >0.9999 (Ncoa4–/–;Iso (10);Fer(+)), 0.9915 (Ncoa4–/–;Iso (100);Fer(+)) versus the corresponding ferrostatin-1 non-treated group.
P = >0.9999 (Ncoa4–/–;Iso (0);Fer(-)), >0.9999 (Ncoa4–/–;Iso (0);Fer(+)), 0.3406 (Ncoa4–/–;Iso (10);Fer(-)), 0.9993 (Ncoa4–/–;Iso (10);Fer(+)), <0.0001 (Ncoa4–/–;Iso (100);Fer(-)), 0.4730 (Ncoa4–/–;Iso (100);Fer(+)) versus the corresponding Ncoa4+/+ group.

Fig. 5E
P = 0.0212 (Ncoa4+/+;Iso (10)), 0.0002 (Ncoa4+/+;Iso (100)), 0.0086 (Ncoa4–/–;Iso (0)), 0.0040 (Ncoa4–/–;Iso (10)), 0.0481 (Ncoa4–/–;Iso (100)) versus Ncoa4+/+;Iso (0).
P = 0.0086 (Ncoa4–/–;Iso (0)), <0.0001 (Ncoa4–/–;Iso (10)), <0.0001 (Ncoa4–/–;Iso (100)) versus the corresponding Ncoa4+/+ group.
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P = 0.3154 (LVIDd), 0.5175 (LVIDs), 0.7037 (FS)

[bookmark: _Hlk58424361]Fig. 5 sup 1A
P = >0.9999 (Ncoa4+/+;Era (0);Fer(+)), 0.0031 (Ncoa4+/+;Era (10);Fer(-)), 0.7365 (Ncoa4+/+;Era (10);Fer(+)), <0.0001 (Ncoa4+/+;Era (20);Fer(-)), 0.0319 (Ncoa4+/+;Era (20);Fer(+)), 0.8246 (Ncoa4–/–;Era (0);Fer(-)), 0.9926 (Ncoa4–/–;Era (0);Fer(+)), 0.9969 (Ncoa4–/–;Era (10);Fer(-)), >0.9999 (Ncoa4–/–;Era (10);Fer(+)), 0.0404 (Ncoa4–/–;Era (20);Fer(-)), 0.9607 (Ncoa4–/–;Era (20);Fer(+)) versus Ncoa4+/+;Era (0);Fer(-). 
P = >0.9999 (Ncoa4+/+;Era (0);Fer(+)), 0.3789 (Ncoa4+/+;Era (10);Fer(+)), <0.0001 (Ncoa4+/+;Era (20);Fer(+)), >0.9999 (Ncoa4–/–;Era (0);Fer(+)), 0.9990 (Ncoa4–/– ;Era (10);Fer(+)), 0.6052 (Ncoa4–/–;Era (20);Fer(+)) versus the corresponding ferrostatin-1 non treated group.
P = 0.8246 (Ncoa4–/–;Era (0);Fer(-)), 0.9412 (Ncoa4–/–;Era (0);Fer(+)), 0.0544 (Ncoa4–/–;Era (10);Fer(-)), 0.8051 (Ncoa4–/–;Era (10);Fer(+)), <0.0001 (Ncoa4–/–;Era (20);Fer(-)), 0.5450 (Ncoa4–/–;Era (20);Fer(+)) versus the corresponding Ncoa4+/+ group. 

Fig. 5 sup 1B
P = >0.9999 (Ncoa4+/+;Era (0);Fer(+)), 0.0005 (Ncoa4+/+;Era (10);Fer(-)), >0.9999 (Ncoa4+/+;Era (10);Fer(+)), <0.0001 (Ncoa4+/+;Era (20);Fer(-)), 0.9934 (Ncoa4+/+;Era (20);Fer(+)), >0.9999 (Ncoa4–/–;Era (0);Fer(-)), >0.9999 (Ncoa4–/–;Era (0);Fer(+)), 0.9991 (Ncoa4–/–;Era (10);Fer(-)), 0.9992 (Ncoa4–/–;Era (10);Fer(+)), 0.9878 (Ncoa4–/–;Era (20);Fer(-)), >0.9999 (Ncoa4–/–;Era (20);Fer(+)) versus Ncoa4+/+;Era (0).
P = >0.9999 (Ncoa4+/+;Era (0);Fer(+)), 0.0003 (Ncoa4+/+;Era (10);Fer(+)), <0.0001 (Ncoa4+/+;Era (20);Fer(+)), >0.9999 (Ncoa4–/–;Era (0);Fer(+)), >0.9999 (Ncoa4–/–;Era (10);Fer(+)), 0.9997 (Ncoa4–/–;Era (20);Fer(+)) versus the corresponding ferrostatin-1 non treated group. 
P = >0.9999 (Ncoa4–/–;Era (0);Fer(-)), >0.9999 (Ncoa4–/– ;Era (0);Fer(+)), 0.0086 (Ncoa4–/–;Era (10);Fer(-)), 0.9949 (Ncoa4–/–;Era (10);Fer(+)), <0.0001 (Ncoa4–/–;Era (20);Fer(-)), >0.9999 (Ncoa4–/–;Era (20);Fer(+)) versus the corresponding Ncoa4+/+ group. 

Fig. 5 sup 1C
P = >0.9999 (Ncoa4+/+;Era (0);Fer(+)), 0.0516 (Ncoa4+/+;Era (10);Fer(-)), 0.9832 (Ncoa4+/+;Era (10);Fer(+)), <0.0001 (Ncoa4+/+;Era (20);Fer(-)), 0.9559 (Ncoa4+/+;Era (20);Fer(+)), >0.9999 (Ncoa4–/–;Era (0);Fer(-)), 0.9996 (Ncoa4–/–;Era (0);Fer(+)), >0.9999 (Ncoa4–/–;Era (10);Fer(-)), >0.9999 (Ncoa4–/–;Era (10);Fer(+)), 0.9845 (Ncoa4–/–;Era (20);Fer(-)), >0.9999 (Ncoa4–/–;Era (20);Fer(+)) versus Ncoa4+/+;Era (0);Fer(-). 
P = >0.9999 (Ncoa4+/+;Era (0);Fer(+)), 0.5665 (Ncoa4+/+;Era (10);Fer(+)), <0.0001 (Ncoa4+/+;Era (20);Fer(+)), 0.9995 (Ncoa4–/–;Era (0);Fer(+)), 0.9899 (Ncoa4–/–;Era (10);Fer(+)), 0.8641 (Ncoa4–/–;Era (20);Fer(+)) versus the corresponding ferrostatin-1 non-treated group. 
P = >0.9999 (Ncoa4–/–;Era (0);Fer(-)), 0.9998 (Ncoa4–/–;Era (0);Fer(+)), 0.2324 (Ncoa4–/–;Era (10);Fer(-)), 0.8483 (Ncoa4–/–;Era (10);Fer(+)), <0.0001 (Ncoa4–/–;Era (20);Fer(-)), 0.7660 (Ncoa4–/–;Era (20);Fer(+)) versus the corresponding Ncoa4+/+ group. 

Fig. 5 sup 1D
P = >0.9999 (Ncoa4+/+;Era (0);Fer(+)), 0.3551 (Ncoa4+/+;Era (10);Fer(-)), >0.9999 (Ncoa4+/+;Era (10);Fer(+)), <0.0001 (Ncoa4+/+;Era (20);Fer(-)), 0.7060 (Ncoa4+/+;Era (20);Fer(+)), 0.9988 (Ncoa4–/–;Era (0);Fer(-)), 0.9994 (Ncoa4–/–;Era (0);Fer(+)), >0.9999 (Ncoa4–/–;Era (10);Fer(-)), 0.9996 (Ncoa4–/–;Era (10);Fer(+)), >0.9999 (Ncoa4–/–;Era (20);Fer(-)), >0.9999 (Ncoa4–/–;Era (20);Fer(+)) versus Ncoa4+/+;Era (0);Fer(-). 
P = >0.9999 (Ncoa4+/+;Era (0);Fer(+)), 0.7829 (Ncoa4+/+;Era (10);Fer(+)), 0.0196 (Ncoa4+/+;Era (20);Fer(+)), >0.9999 (Ncoa4–/–;Era (0);Fer(+)), >0.9999 (Ncoa4–/–;Era (10);Fer(+)), 0.9998 (Ncoa4–/–;Era (20);Fer(+)) versus the corresponding ferrostatin-1 non-treated group. 
P = 0.9988 (Ncoa4–/–;Era (0);Fer(-)), 0.9962 (Ncoa4–/–;Era (0);Fer(+)), 0.1861 (Ncoa4–/–;Era (10);Fer(-)), 0.9416 (Ncoa4–/–;Era (10);Fer(+)), 0.0002 (Ncoa4–/–;Era (20);Fer(-)), 0.4901 (Ncoa4–/–;Era (20);Fer(+)) versus the corresponding Ncoa4+/+ group. 

Fig. 5 sup 2
P = 0.9997 (Ncoa4+/+;RSL3 (0);Fer(+)), 0.0002 (Ncoa4+/+;RSL3 (2);Fer(-)), 0.9904 (Ncoa4+/+; RSL3 (2);Fer(+)), <0.0001 (Ncoa4+/+; RSL3 (5);Fer(-)), 0.3195 (Ncoa4+/+; RSL3 (5);Fer(+)), 0.9762 (Ncoa4–/–; RSL3 (0);Fer(-)), 0.9999 (Ncoa4–/–; RSL3 (0);Fer(+)), 0.9997 (Ncoa4–/–; RSL3 (2);Fer(-)), >0.9999 (Ncoa4–/–; RSL3 (2);Fer(+)), >0.9999 (Ncoa4–/–; RSL3 (5);Fer(-)), 0.9981 (Ncoa4–/–; RSL3 (5);Fer(+)) versus Ncoa4+/+; RSL3 (0);Fer(-). 
P = 0.9997 (Ncoa4+/+; RSL3 (0);Fer(+)), 0.0074 (Ncoa4+/+; RSL3 (2);Fer(+)), <0.0001 (Ncoa4+/+; RSL3 (5);Fer(+)), >0.9999 (Ncoa4–/–; RSL3 (0);Fer(+)), >0.9999 (Ncoa4–/– ; RSL3 (2);Fer(+)), >0.9999 (Ncoa4–/–; RSL3 (5);Fer(+)) versus the corresponding ferrostatin-1 non treated group.
P = 0.9762 (Ncoa4–/–; RSL3 (0);Fer(-)), 0.9347 (Ncoa4–/–; RSL3 (0);Fer(+)), <0.0001 (Ncoa4–/–; RSL3 (2);Fer(-)), 0.9466 (Ncoa4–/–; RSL3 (2);Fer(+)), <0.0001 (Ncoa4–/–; RSL3 (5);Fer(-)), 0.0391 (Ncoa4–/–; RSL3 (5);Fer(+)) versus the corresponding Ncoa4+/+ group. 

Fig. 6 sup 2A
P = 0.7698 (LVIDd), 0.7610 (LVIDs), 0.8111 (FS), 0.8527 (IVSd), 0.8759 (LVWPd), 0.8124 (LV mass)

Fig. 6 sup 2B
P = 0.2611 (LV/Tibia), 0.5477 (Lung/Tibia)

	 
	 
	Sham-saline
	Sham-Fer-1
	Sham-Saline
	TAC-Saline

	
	
	vs
	vs
	vs
	vs

	 
	 
	TAC-saline
	TAC-Fer-1
	Sham-Fer-1
	TAC-Fer-1

	Fig. 6 sup 1A
	Nppa/Gapdh
	0.0009
	0.8879
	>0.9999
	0.0055

	
	Nppb/Gapdh
	0.0003
	0.1828
	0.9981
	0.0396

	
	Myh7/Gapdh
	<0.0001
	0.2896
	0.9982
	0.0032

	
	Col1a21/Gapdh
	<0.0001
	0.0219
	0.6727
	0.0005

	
	Col3a1/Gapdh
	0.0003
	0.1528
	0.9232
	0.0190

	Fig. 6 sup 1B
	4-HNE
	0.0011
	0.3644
	0.9855
	0.0164
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