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Figure S1, related to Figure 2: Mechanisms for p53 regulating MYC expression. (A) Effect of anti-miR
treatment on the DNA DSB response. Levels of MYC protein were measured by western blotting in
MCEF-7 cells transfected with the indicated anti-miRs for 24 h, then treated with NCS for 4 h. Data are
represented as mean £ SEM (n = 3). (B) ChIP-seq of p53 binding near the MYC locus. ChIP-seq reads near
MYC in MCF-7 cells treated with NCS for 3 h (top track) and untreated MCF-7 cells (second track) are
shown along with p53 binding peaks (colored) and their scores as called by MACS. Read counts are
normalized to total reads for each treatment. Peaks shown are the intersection of those identified in

n = 2 biological replicates. All peaks in a 1-Mb-wide window centered on MYC are shown. Untreated
cells had no p53 binding peaks in this window. RefSeq annotated genes are shown (bottom track).
(C-E) Close-up views of p53 binding peaks shown in (B); colors correspond to those in (B). (F) ATAC-seq
fragment coverage in the region of chromosome 8 shown in (C) in MCF-7 and MCF-7 sh-p53 cells,
treated with NCS for 3 h or not treated. For each cell line and treatment, fragment counts are
normalized to total unique fragments in a 20-Mb-wide surrounding region
(chr8:120000000-140000000). RefSeq annotated genes are shown (bottom track). (G) ATAC-seq
fragment coverage around the MYC promoter region. RefSeq annotated genes are shown along with
dual MYC promoters P1 and P2 (bottom track). Pink highlighted regions in (F-G) correspond with those

in Figure 2E-F, respectively.



Figure S2, related to Figure 4: Changes in the transcriptome during the DNA DSB response. (A) Principal
component analysis (PCA) was used to analyze normalized transcript counts from newly synthesized
RNA-seq of GFP and MYC-GFP cells treated with NCS or not treated with NCS. Transcripts with at least 5
reads in each sample were included in this analysis; normalized transcript counts were log-transformed
before performing PCA. (B-C) Fold-changes in mean production of all transcripts other than those from
genes identified by Allen et al. (2014) as p53 targets, 2.5-3.5 h after NCS treatment in GFP cells (B) and
MYC-GFP cells (C) compared with untreated GFP cells. Transcripts with at least 5 reads in each replicate
(n = 3) of each cell line/treatment condition are included. Transcripts are ordered by fold-change in
mean production. (D-F) Examples of gene sets enriched in GFP cells treated with NCS over GFP cells not
treated with NCS. Normalized enrichment scores (NES), false discovery rate g-values, and nominal

p-values are shown.

Figure S3, related to Figure 5: Gene sets enriched by maintaining MYC above basal levels during the
DSB response. (A-B) Examples of apoptosis-related gene sets enriched in NCS-treated MYC-GFP cells
over NCS-treated GFP cells. Normalized enrichment scores (NES), false discovery rate g-values, and
nominal p-values are shown. (C-D) Examples of cell-cycle-related gene sets enriched in NCS-treated

MYC-GFP cells over NCS-treated GFP cells.
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Figure S2
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Figure S3
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