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Validation

The samples sizes for each experiment are indicated in the figure legends. No statistical method was used to predetermine sample size.
Sample size was chosen based on the sample availability and statistic relevance. Sample size was at least n=3 independent biological
replicates for in vivo and in vitro experiments, except for RNA-seq analysis which had two biological replicates.

No data were excluded from this study.

In vivo experiments were replicated in at least 3 mice. In vitro experiments were replicated at least 3 times in independent studies. We were
under same experimental conditions to replicate the study and all replicates were successful with similar results.

Samples were allocated randomly.

Investigators were blinded to mice genotypes during analysis of in vivo experiment. Investigators knew the genotype of the cells for in vitro
studies, as primary cells were isolated from mice with known genotypes.

Immunostaining: Anti-Pax7 (DSHB, Pax7-c), anti-MyoD (SCBT, sc-377460, G-1), anti-BrdU (Abcam, ab6326, [BU1/75 (ICR1)]), anti-Sox2
(Cell Signaling, #2748), anti-Oct-3/4 (SCBT, sc-5279, C-10), anti-GFP (SCBT, sc-9996, B-2) and anti-active Yap (Abcam, ab205270,
EPR19812) were diluted at a ratio 1:200. Anti-eMHC (DSHB, F1.652) was diluted at a ratio 1:80. Dystrophin (Abcam, ab15277)
antibody was diluted at a ratio 1:500. Goat anti-Mouse IgG1 (Alexa Fluor 568, A-21124), Goat anti-Mouse IgG2b (Alexa Fluor 488,
A-21141), Goat anti-Mouse IgG2b (Alexa Fluor 647, A-21242), Donkey anti-Rabbit IgG (H+L) (Alexa Fluor 488, A-21206) and Donkey
anti-Rat IgG (H+L) (Alexa Fluor 488, A-21208) were from Thermo Fisher Scientific. All the secondary antibodies were diluted at a ratio
1:500.

Western blots: Anti-p53 (Cell Signaling, #2524S) was diluted at a ratio of 1:100. Anti-p21 (Abcam, ab109520) and anti-Gapdh (Cell
Signaling, #2188S) were diluted at a ratio of 1:1000. Anti-mouse IgG, HRP-linked (Cell Signaling, #7076) and anti-Rabbit IgG, HRP-
linked (Cell Signaling, #7074) were diluted at a ratio of 1: 2500.

Chromatin Immunoprecipitation: 1 µg anti-FLAG antibody (Sigma, F1804, M2) was used per sample.

Various antibody dilutions were tested according to manufacturer's recommended dilution. All the antibodies used in this study have
been used and reported in prior studies.

Anti-Pax7 (DSHB, Pax7-c) has been cited in at least 97 references such as an immunostaining application in mouse muscle tissues:
Lineage Tracing Reveals a Subset of Reserve Muscle Stem Cells Capable of Clonal Expansion under Stress. Cell stem cell 24.6 (2019
Jun 6): 944-957.e5.

Anti-MyoD (SCBT, sc-377460, G-1) has been cited in 51 references such as an immunostaining application in mouse muscle tissues
(PMID: # 32183151).

Anti-BrdU (Abcam, ab6326, [BU1/75 (ICR1)]) has been cited in 1228 references such as an immunostaining application in mouse
muscle tissues: Lineage Tracing Reveals a Subset of Reserve Muscle Stem Cells Capable of Clonal Expansion under Stress. Cell stem




