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All scRNA-seq, scATAC-seq, and new bulk RNA-seq data have been made available through the Gene Expression Omnibus with GEO accession GSE216784 without
restriction.

All WES data is available through the database of Genotypes and Phenotypes (dbGaP) with accession phs003318.v1.p1.

Raw data from previously published studies were obtained as follows: RNA-seq and expression microarray data that were publicly available were downloaded
(GSE39645, GSE141801, GSE108524, EGAS00001001886); data from Aaron et al (Otol Neurotol, 2020) were kindly shared upon request.

Patients were classified by their biological sex. Gender identity was not available for included subjects.

Race, ethnicity, or other socially relevant groupings were not included as they have not been suspected to have an
association with vestibular schwannoma.

Patients were adult (18 years or older) with a diagnosis of sporadic vestibular schwannoma who underwent surgical resection
of their tumor.

Patients >18 years of age presenting for surgery were recruited

All patients recruited through Washington University provided written informed consent to participate in the study following
Institutional Review Board Approval (Protocol #201111001 , #201103136, and #201409046). All patients recruited from
Baylor College of Medicine provided written informed consent, and tumor tissues were collected under an institutional
review board (IRB)-approved protocol at BCM by the Human Tissue Acquisition and Pathology Core (Protocol H-14435).

Sample size for the scRNA-seq scATAC-seq analyses were based on availability of vestibular schwannoma tumor samples, which are a
relatively rare clinical entity. Our 15 included samples are similar in size to other similarly exploratory studies of human tumors. Analyses
involving previously published datasets did not have a sample size calculation as they were similarly based on availability of data.

Cells that did not pass QC or were classified as doublets were excluded from further analysis.

For in vitro experiments, all experiments were repeated three separate times with separate passages of cells to ensure biologic validity of the
results. Each experiment had three technical replicates for each condition (n = 3 for both migration and proliferation assays).

The impact of treatment was not assessed in patients, and therefore randomization of patients is not relevant to this study.

Tissue samples were used in a de-identified manner, and therefore blinding is not relevant to this study.




