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Data analysis
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All data analysis steps performed for this manuscript are described in detail in the manuscript. The scripts used to process the files are
accessible under the GitHub repository located at: https://github.com/mcortes-lopez/CD19_splicing_mutagenesis.

The sequencing data generated in this study have been deposited in the Gene Expression Omnibus (GEO) database under accession code GSE182894 [https://
www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE182894]. The collection consists of the PacBio DNA-seq libraries (GSE182892) [https://www.ncbi.nlm.nih.gov/
geo/query/acc.cgi?acc=GSE182891], the Illumina RNA-seq libraries (GSE182892) [https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE182892] and the PTBP1
iCLIP2 libraries in NALM-6 cells (GSE182893) [https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE182893].

The results published here are in whole or part based upon data generated by the Therapeutically Applicable Research to Generate Effective Treatments (https://
ocg.cancer.gov/programs/target) initiative, phs000218. The data used for this analysis are available at https://portal.gdc.cancer.gov/projects.

The remaining data are available within the Article, Supplementary Information or Source Data files.

Sample sizes were chosen based on accepted practices in the filed and stated in each figure or figure legend, with 2 or more biological
replicates as indicated.

We excluded one patient (patient #17) from Orlando et al. after visual inspection indicating that the submitted data in fact corresponded to
DNA-seq rather than RNA-seq data.

All experiments were performed in 2 or more replicates as indicated in the figure legends and methods.

Samples were collected to study groups by genome type and/or treatment condition. No randomisation was applied.

Blinding was not relevant due to the objective readouts (e.g. RNA-seq, DNA-seq, RT-PCR) and investigators were not blinded.




