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All manuscripts must include a data availability statement. This statement should provide the following information, where applicable:

- Accession codes, unique identifiers, or web links for publicly available datasets
- A description of any restrictions on data availability

- For clinical datasets or third party data, please ensure that the statement adheres to our policy

Human research participants
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Reporting on sex and gender

Population characteristics

Recruitment

Ethics oversight

Note that full information on the approval of the study protocol must also be provided in the manuscript.
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Life sciences study design
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Sample size

Data exclusions

Replication

Randomization

Blinding

Reporting for specific materials, systems and methods

WGS data was uploaded to the SRA database at NCBI under the accession code SRP415422: https://www.ncbi.nlm.nih.gov/bioproject/917230.

Bulk RNA-seq data was uploaded to NCBI GEO under the accession code GSE226130:

https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE226130.

Single nuclei RNA-seq data was uploaded to NCBI GEO under the accession code PRJNA960908: https://www.ncbi.nlm.nih.gov/bioproject/PRJNA960908.

WGS and SnRNA-Seq data was aligned to the mouse reference mm10 (GENCODE vM23/Ensembl 98), for bulk RNA-seq analysis, the GENCODE mouse annotation
version vM29 with the primary assembly GRCm39 genome was used.

Supplementary tables 2, 3, 4 and 6 containing the list of differentially expressed (bulk and single-nuclei) and spliced genes, as well as the list of tissue-specific
variants has been made public on Figshare.

https://figshare.com/projects/Striated_muscle-specific_base_editing_enables_correction_of_mutations_causing_dilated_cardiomyopathy/156347

N/A

N/A

N/A

N/A

No sample size calculation was performed. Experiments were performed mostly in at least three biological replicates which was sufficient to
derive meaningful conclusions. For mouse experiments, mostly five animals were used since this was enough to achieve a statistically
measurable effect.

No data was excluded.

In vitro cell differentiations were performed independently at least three times. Dependent on the experiment, 3-5 mice were used which
were treated as biological replicates. For some experiments, due to the nature of the experiments, we acquired data from more than 5 mice.
All attempts for replication were successful except when mice died prematurely or iPSC differentiations did not yield beating cardiomyocytes.
In these cases, no data was obtained.

All treatments performed in this study were allocated randomly. This includes base editor and control treatment of mice, iPSCs and iPSC-CMs.

Blinding was not possible since sample allocation and experiments were performed by the same person.




