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All raw data of ATAC-seq from human GSC and mouse GSC generated in this study have been deposited in Gene Expression Omnibus of National Center for
Biotechnology information under access code GSE163853[https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE163853]. Figure 1-4, Figure 7 and
Supplementary Figure 1-6 are associated with these raw data.

The publicly available gene expression data of human GSC used in this study is from previous published report and available in the Gene Expression Omnibus of
National Center for Biotechnology information under access code GSE91393 [https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE91393]. Figure 4b is
associated with this gene expression data.

The in vivo survival data of intracranially injected immune-deficient mice from previous published reports is available in Supplementary data 9. Figure 6a and Figure
6b are associated with these data.

The remaining data are available within the Article, Supplementary Information or Source Data file. Source data is provided with this paper.

Sequencing experiments were performed in duplicates for each biological sample. For mouse glioblastoma stem cell lines, there were three
biological samples for each cell of origin (These number cover different mouse cell origin of glioblastoma). For human glioblastoma stem cell
lines, no sample-size calculation was performed. a saturation curve analysis was performed to estimate the number of samples needed to
cover all the potential chromatin accessibility regions. No sample-size calculation was performed.

For human glioblastoma stem cell lines, we had analyzed a few IDH-mutant samples that were excluded in the manuscript since we wanted to
focus on IDH-wildtype samples. For all computational analysis, sequencing data with low quality (Pearson correlation < 0.8) was excluded. This
was done based on a pre-established cutoff. The exclusion criteria is set based on the good reproducibility, and will not affect our conclusion.

Sphere formation, proliferation, extreme limiting dilution and invasion assays for selected cell lines were repeated three times. All our
experiments were successful.

Mouse and human GSC clusters were built using NMF algorithm with cophenetic value as selected parameters. The group is without biased-
selection.

Blinding is not necessary during sample collection and library preparation because the basic sequencing analysis was done with an automated
pipeline. Additional analyses were performed in an unbiased manner following the established criteria from software instruction.




