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Research involving human participants, their data, or biological material
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Reporting on sex and gender

Reporting on race, ethnicity, or
other socially relevant groupings

Population characteristics

Recruitment

Ethics oversight

Note that full information on the approval of the study protocol must also be provided in the manuscript.

Field-specific reporting
Please select the one below that is the best fit for your research. If you are not sure, read the appropriate sections before making your selection.

Life sciences Behavioural & social sciences Ecological, evolutionary & environmental sciences

For a reference copy of the document with all sections, see nature.com/documents/nr-reporting-summary-flat.pdf

Life sciences study design
All studies must disclose on these points even when the disclosure is negative.

Sample size

Data exclusions

Replication

Randomization

Blinding

Reporting for specific materials, systems and methods
We require information from authors about some types of materials, experimental systems and methods used in many studies. Here, indicate whether each material,
system or method listed is relevant to your study. If you are not sure if a list item applies to your research, read the appropriate section before selecting a response.

Materials & experimental systems

n/a Involved in the study

Antibodies

Eukaryotic cell lines

Palaeontology and archaeology

Animals and other organisms

Clinical data

Dual use research of concern

Plants

Methods

n/a Involved in the study

ChIP-seq

Flow cytometry

MRI-based neuroimaging

ID prior to live publication.

We performed variant-level analyses in iPSC-derived CMs from an established cell line (PMID: 36524479). The participant
(male age 30-40) from which these cells were derived provided Informed Consent. As we were interested in variant-level
effects, we did not consider sex/gender or genetic ancestry in the selection of this cell line. The Vanderbilt University Medical
Center IRB (#9047) approved the use of the induced pluripotent stem cells used in this study.
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The Vanderbilt University Medical Center IRB (#9047) approved the use of the induced pluripotent stem cells used in this
study.

3 replicates of each splicing experiment in each cell type were performed. No power calculations were performed.

Barcodes with high variability across replicates (standard error of mean delta PSI greater than 0.15 were excluded).

We performed 3 replicates of each splicing experiment in each cell type and compared results across replicates. We did not encounter failed
replications that were excluded from the analysis.

Our primary ParSE-seq analysis was methodological, rather than hypothesis-testing. We included many variants in SCN5A that were assessed
for impact on splicing in a 'bulk' library format. Comparisons were made between variant and WT construct with randomization based on
barcode blinding, but subsequent hypothesis tests were not applied amongst experimental outcomes of variants themselves.

ParSE-seq experiments were carried out with every WT and variant construct present in a single library, therefore blinding was carried out at
the level of the bulk experiment and random barcode identifier. For patch-clamp data, the experimentalists were blinded to the variant.




