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Summary Identifying driver regulatory elements Long-range chromatin remodeling
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putative driver mutations in breast cancer (Weinhold 2014). > han 1 sample O exprossed targets Deletion of the driver DHS resulted in increased chromatin accessibility

of a region 3-kb downstream and decreased accessibility to the promot-
er regions of four nearby genes, coupled with decrease in expression
levels of three of these genes.

The series of filters we applied to the breast DHSs enrich for those car-

Regions of active chromatin have decreased somatic mutation rates _ . _ . _ _
rying driver mutations that effect the expression of neighboring genes.

compared with the rest of the non-coding genome (Polak, 2015), sug-

gesting a likely driver role for mutations in these regions in cancer.

- . o | Prevalence screening Overexpression of cancer genes
Limited data pinpoints specific distal regulatory elements that contain
driver mutations in cancer and the functional role these elements play in To further examine the 86 putative driver DHSs we determined whether The second-most mutated pan-cancer driver DHS (chr5_2) acts as an
cancer is unknown. or not they were mutated in 185 additional breast cancer samples (50 enhancer located within an intron of CLPTM1L and 30 kb upstream of
genomes from TCGA and 135 tumor samples from UCSD and Dana TERT.
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The mutational rates and patterns in the 47 discovery samples are <.t T3t wrpdh < TS L
generally consistent with breast cancer samples analyzed in previous | | | | We filtered on functional mutations by only retaining regulatory elements
genome-wide experiments (TCGA 2012, Ding 2010). Four DHSs harbor driver mutations in multiple cancer types. associated with aberrantly expressed gene(s).
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