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Raw sequencing data generated in this study have been deposited in the European Genome-phenome Archive (EGA) with the accession numbers
EGAS00001004783 (RNA-seq) [https://ega-archive.org/studies/EGAS00001004783] and EGAS00001005341 (WGS) [https://ega-archive.org/studies/
EGAS00001005341]. Published LMS samples that were sequenced as part of TCGA were downloaded from the NIH Genomic Data Commons (GDC) Data Portal
[http://gdc.nci.nih.gov/]. GTeX RNA-sequencing data was downloaded from the GTeX data portal [https://www.gtexportal.org/home/]. Source data are provided
with this paper.

44 LMS tumors from 34 patients and matched-blood samples were collected at Mount Sinai Hospital and the University Health Network
(UHN) in Toronto, Canada. An additional 80 samples were obtained from the Cancer Genome Atlas (TCGA). Sample sizes were chosen based
on tumor and matched normal availability. The sample size is sufficient because, despite being a rare tumor, this is the largest amalgamation
of LMS NGS data to-date.

1 TCGA sample was excluded due to the presence of a KIT variant. This variant changes the diagnosis from a LMS to a GIST.

For our functional analysis, LMS cell lines were treated with drugs at 24-point concentrations in three independent experiments. All
replications were successful.

Randomization is not relevant to this study as participants were not allocated to experimental groups. For functional studies, we did not
randomize the cell lines.

Blinding is not relevant to this study as participants were not allocated to experimental groups. Blinding was not performed for the cell line
inhibitor experiments. Inhibitor studies for LMS and UPS cell lines were performed independently.




