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Antibodies
Antibodies used

acc=GSE32465)43. TF binding sites in CELF/ELAVL gene promoters were identified with Enrichr (https://maayanlab.cloud/Enrichr/)75. RE1 motif-containing, REST-
bound genes were identified from REST ChIP-Seq analysis44.

Level 3 processed adult diffuse glioma RNA-Seq (RSEM quantifications of genes and isoforms), RPPA and clinical data were downloaded from The Cancer Genome
Atlas/Broad Firehose (https://gdac.broadinstitute.org/), and mutations and copy number variations in the same samples were assessed with cBioPortal (https://
www.cbioportal.org/). Only primary tumours were considered4,7,59. TCGA RNA-Seq splicing data was retrieved from TCGA SpliceSeq (https://
bioinformatics.mdanderson.org/TCGASpliceSeq/singlegene.jsp)74. CBTTC11,12 data was retrieved from PedcBioPortal (https://pedcbioportal.org/).

DNA methylation data are available in GEO under accession number GSE49822 (https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE49822) and GSE55712
(https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE55712)21,76. Probes associated with genes contained in either the KEGG spliceosome or Reactome
mRNA splicing pathway ontologies (Fig. 1b) were analysed.

Previously published data on our cohort2,30 is deposited in GEO or the European Genomics Archive (EGA); SNP6.0 data are available in GEO under accession
number GSE50024 (https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE50024); WGS data are available in EGA under accession number EGAS00001000575
(https://ega-archive.org/studies/EGAS00001000575); WES data are available in EGA under accession numbers EGAS00001000575 (https://ega-archive.org/studies/
EGAS00001000575) and EGAD00001006450 (https://ega-archive.org/datasets/EGAD00001006450); RNA-Seq data are available in EGA under accession number
EGAD00001006450 (https://ega-archive.org/datasets/EGAD00001006450).

The data newly generated on our cohort is deposited with EGA; WES data are available under accession number (https://ega-archive.org/datasets/
EGAD00001008278); RNA-Seq data are available under accession EGAD00001008279 (https://ega-archive.org/datasets/EGAD00001008279). The data is available
under controlled access to comply with data protection regulations, and can be accessed by application to the data access committee via CH
(cynthia.hawkins@sickkids.ca). The remaining data are available within the Article, Supplementary Information or Source Data file.

Sample size was not pre-determined. NGS directly generated in the study was derived from patients presenting at the Hospital for Sick
Children and after informed consent was obtained. Functional experiments were conducted with a minimum of 3 biological replicates unless
otherwise stated.

No data were excluded from analyses.

In vitro experiments were performed in triplicate unless otherwise stated. Replication information is included in the Figure Legends and/or
text. All replication attempts were successful.

Randomization was not applied because we studied differences between tissues of known origin ie tumour and normal

We did not blind as the primary objective was to determine alternative splicing differences in tumours compared with normal brain, which
required knowledge of the tissue type.
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