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- A description of any restrictions on data availability
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Single-cell RNA-Seq data generated and analyzed during this study are available from the GEO database under accession GSE158722 (https://www.ncbi.nlm.nih.gov/
geo/query/acc.cgi?acc=GSE158722).

Whole-genome sequencing and raw scRNA-seq data are available under controlled access from dbGaP under the accession ID phs002294 (https://
www.ncbi.nlm.nih.gov/projects/gap/cgi-bin/study.cgi?study_id=phs002294.v1.p1).

Catalog of driver genes from IntOGen are publicly available (https://www.intogen.org/download?file=IntOGen-Drivers-20200201.zip).

Source raw data associated with the ATP assays (Figure 4c-d) and p-values from multiple comparisons analyzed using Tukey HSD test (Supplementary Figures 7c-d,
Supplementary Figure 8b and Supplementary Figure 19) are provided with this paper as Source Data file.

No variables were predetermined prior to this study for measurement and power calculations. This was a retrospective study of individual
patient single-cell transcriptomes and genomes. All patients collected through our protocol with viable samples were used. Final sample size
was determined from available cohort of collected patient samples in which cancer cell isolation yield was sufficient to perform scRNA-seq.

Low quality single cells were excluded from further analysis, defined as cells with <1000 genes, >25% mitochondrial reads or counts <2000 or
>80,000.

An independent validation cohort of 14 samples were sequenced and confirmed to verify results from initial cohort of 9 patient samples. For
in vitro experiments, data from three independent biological replicates were obtained.

Not Applicable - retrospective scRNA-seq and WGS study of all available previously collected patient samples.

Not applicable - retrospective scRNA-seq and WGS study of all available previously collected patient samples.




