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Sample sizes were not pre-determined based on statistical analysis. We were based on our previous experience with relevant publications
cited in the manuscript such as Wu S, et al. (Circulation 139, 1913-1936). For animal studies which usually cause the high variability in
commonly, we typically used n"6; For assays in which variability is commonly low, we typically used n<6. Experimental approach, availability
and feasibility required to obtain statistically significant results were also taken in consideration.

No data were exclued.

For each animal experiment, at least three volumes were analyzed per animal, and at least 3 animals were used per condition. For each
cellular experiment, at least three independent trials were performed per condition. Replication of experiments was successful.

All the mice were randomly selected and/or randomly grouped. For in vitro experiments, samples were randomly allocated to each group, and
subsequently handled and processed identically.

The investigators who performed the echocardiography analysis and cardiac injury surgeries were blinded to group allocation. Investigators
were blinded during tissue collection and processing. The investigators who performed the biochemical analysis of the tissue were only
informed of the numbering, not the group allocation. Similar procedures applied in cell experiments.

The antibodies used were as follows:

GAPDH (Cell signaling, Cat. #5174s, 1:2000); VDAC (Cell signaling, Cat#4866, 1:2000); TFAM (Cell signaling, Cat#8706, 1:2000); CS
(Cell signaling, Cat#14309, 1:2000); ACO2 (Cell signaling, Cat#6571, 1:2000); IDH2 (Cell signaling, Cat#56439, 1:2000); OGDH (Cell
signaling, Cat#26865, 1:2000); SCS (Cell signaling, Cat#8071s, 1:2000); FH (Cell signaling, Cat#4567s, 1:2000); MDH2 (Cell signaling,
Cat#11908, 1:2000); p-DRP1 (Ser616) (Cell signaling, Cat.#3455, 1:2000); p-DRP1(Ser637) (Cell signaling, Cat.#4867, 1:2000); DRP1
(Cell signaling, Cat.#8570, 1:2000); LC3B(Cell signaling, Cat.#3868, 1:2000); ERK (Cell signaling, Cat.#4695, 1:2000); p-Erk (Cell
signaling, Cat.#4370, 1:2000); OPA1 (Cell signaling, Cat.#80471s, 1:2000); SDHA (Cell signaling, Cat.#11998s, 1:2000); AMPK (Cell
signaling, Cat.#5832, 1:2000); p-AMPK (Cell signaling, Cat.#8208, 1:2000); SDHAF2 (Cell signaling, Cat.#45849, 1:2000); Histone H3
(Cell signaling, Cat.#4499, 1:2000); SDHB (Abcam, Cat.#178423, 1:2000); SDHAF1 (Abcam, Cat.#185222, 1:2000); SDHAF4 (Abcam,
Cat.# 122196, 1:2000); SDHC (Abcam, Cat.#155999, 1:2000); SDHD (Abcam, Cat.#189945, 1:2000); FIS1 (Abcam, Cat.#71498,
1:2000); SDHAF3 (Novus, Cat.#NBP2-14259, 1:2000); HIF1! (Novus, Cat.# NB100-105, 1:2000); PGC-1! (Novus, Cat.# NBP1-04676,
1:2000); H3K4me1 (Active motif, Cat.# 39635, 1:1000); H3K27me2 (Active motif, Cat.#39920, 1:1000); H3K9me2 (Active motif,
Cat.#39041, 1:1000); H3K9me3 (Active motif, Cat.#61013, 1:1000); Ubiquitin (Santa Cruz, Cat.#8017, 1:1000); MFN1 (Santa Cruz,
Cat.#166644, 1:1000); MFN2 (Santa Cruz, Cat.#515647, 1:1000); SQSTM1 (Santa Cruz, Cat.#8359, 1:1000); NDUFA9 (Invitrogen,
Cat.#PA5-36993, 1:2000); UQCRC1 (Invitrogen, Cat.#459140, 1:2000); COX4 (Invitrogen, Cat.#MA5-15078, 1:2000); ATP5A
(Invitrogen, Cat.#459240, 1:2000); Anti-mouse IgG (H+L), F(ab')2 Fragment (Alexa Fluor® 488 Conjugate) ( Cell signaling, Cat.#4408,
1:200); Anti-rabbit IgG (H+L), F(ab')2 Fragment (Alexa Fluor® 555 Conjugate) ( Cell signaling, Cat.#4413, 1:200).




