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Figure S1. Dpep-responsive DEGs show both unique and overlapping patterns of
expression in 6 cancer cell lines. Percentages of unique (highlighted in green) and
overlapping (highlighted in yellow) Dpep-regulated DEGs among 6 different cancer lines
are shown. Overlap comparisons are given based on absolute number and as normalized
per 1000 DEGs to take into account the differing numbers of total DEGs observed in each
line. Values highlighted in yellow designate the normalized percentages for A375 and
MCEF?7 cells which are substantially higher than those for other cell line pairs.



HCT116
ORA: Geneontology - Biological Process

Enrichment ratio

HCT116
ORA: Pathway - KEGG

ORA: Pathway - Reactome

T98G
ORA: Geneontology - Biological process

HCT116 T98G
GSEA: Geneontology - Bioprocess

GSEA: Geneontology - Biological Process

BEROR<005  EIFOR>005

Enrichment ratio

T98G.

ORA: Pathway - KEGG

Normalized enrichment score

HCT116
GSEA: Pathway — Reactome

T98G

RRs005  EIROR>005
N N GSEA: Pathway - Reactome

Enrichment ratio

Normalized enrichment score

Figure S2. ORA and GSEA geneontology and pathway analyses of total DEGs for
HCT116 and T98G cells shows significant enrichment of DEGs related to various cell
cycle events. Red arrows indicate categories relevant to various phases of the cell cycle.
Green arrows indicate categories relevant to response to interferons.
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Figure S3. Dpep downregulates genes associated with DNA repair.
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Figure S4. Dep regulates genes associated with interferon responses and hypoxia in a
subset of cell lines. A. ORA geneontology and reactome analysis of MCF7 cell total DEGs
reveals enrichment of genes associated with responses to interferons (green arrows) and
hypoxia (yellow arrows). B. ORA geneontology analysis of A375 total DEGS reveals
enrichment of genes associated with hypoxia (yellow arrows).
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Figure S5. Dpep upregulates tumor suppressors and downregulates oncogenes with
both context dependent and shared responses in multiple lines. A. Upregulated tumor
suppressors. B. Down regulated oncogenes.
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Figure S6. ChEA3 Transcription Factor Enrichment Analysis (TFEA) of upregulated
DEGs induced by Dpep in six cancer cell lines. Transcription Factor Enrichment Analysis
TFEA) was carried out by ChEA3 on upregulated DEGs for each cell line. The top 50
ranking results from both the Top Rank and Mean Rank libraries are shown for each line.
For each cell line, the rankings and scores are given for each TF, as well as the numbers
of lines in which the specific TF is ranked in the same library. For each line, TFs that
appear in both libraries are highlighted in yellow. Ranks and scores for ATF5, CEBPB
and CEBPD are highlighted in green.



