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The sample sizes used were the maximum number of mice we were capable of generating and analyzing according to the overall cost of the
study and the facility capacities. This number of samples was sufficient for adequate statistical analysis.

6/7 mice were used from A226Y and WT groups at the 9 month time-point. Mice were classified as outliers if they had a highly isolated
pattern of gene expression, with low correlation to the rest of the group. This variability was deemed to be a technical artifact.

Findings were reproducible across the mice in our study, however due to obvious restrictions of time and money with generating another
mouse cohort, we are unable to repeat the entire study.

Randomization is not relevant to our study design for the comparison of a discrete group of mutant mice with a group of wild-type controls.

Blinding was not necessary in this study as sufficient internal controls were in place to remove internal biases.

Total OXPHOS Rodent WB Antibody Cocktail (Abcam, ab110413), Tnnc1 (Abcam, ab137130), Tnni2 (Abcam, ab184554), Serca2
(Abcam, ab91032), Serca1 (Abcam, ab105172), S6 (CST, #2217), phospho-S6 (Ser235/236) (CST, #2211), 4E-BP1 (CST, #9644),
phospho-4E-BP1 (Thr37/46) (CST, #9459), FoxO3a (CST, #2497), phospho-FoxO3a (Ser253) (Abcam, ab47285), ubiquitin (linkage-
specific K48) (Abcam, ab140601), GSK-3B (CST, #9315), phospho-GSK-3B (Ser9) (CST, #9336), Akt (CST, #9272), phospho-Akt (Thr308)
(CST, #4056), phospho-Akt (Ser473) (CST, #4060), PGC1a (Thermo Scientific, #PA5-38021), Parkin (CST, #2132), anti-beta Tubulin
(Abcam, ab6046), Anti-Rabbit IgG (HRP) (Abcam, ab205715), Mouse TrueBlot® ULTRA: Anti-Mouse Ig (HRP) (Rockland, 18-8817-33).

All antibodies used have been validated by the supplier for use against mice in Western blotting.

Parental cell line (HEK293) was purchased from ATCC.

No authentication was required.

The cell line used was tested for mycoplasma and found negative (mycoplasma-specific PCR and commercial antibody-based
mycoplasma detection kit).

No commonly misidentified cell lines were used.




