Supplemental Figure S3. Gene expression profiling of two DLBCL cell lines (SU-DHL-2 and SU-DHL-6) exposed to DMSO or OTX015 (500 nM) for 1, 2, 4, 8 or 12 hours. (A), Heatmap of average gene set expression of the top 80 most enriched gene sets from combined GSEA and MetaCore analysis. The gene set expression was calculated as the mean expression of all members in the set. Y-axis: cell lines at different time points. The heatmap colors are not scaled and show the consistent increase (or decrease) of gene set expression in time. X-axis: top differentially expressed gene sets as assessed by GSEA and MetaCore. For GSEA, gene sets were filtered for a minimal fold-change of >0.15 and FDR<0.05. For MetaCore, gene sets were considered significant at FDR<0.01 and obtained using the list of differentially expressed genes with a logratio treshold of 0.2 and a p-value of 0.05. (B), Hierarchical clustering of genes in the top enriched gene sets. The heatmap coloring shows the overall importance of a gene and gene set combination in the data set. The normalized value is proportional to the product of the rank of the gene differential expression (top side colors) and rank of the gene sets differential expression (left side colors). A cell value of zero (dark blue color) means the gene is not member of that particular gene set. A value close to one (bright red) means both gene and gene set were highly ranked in the analysis. Differential gene expression was assessed by two-group comparison OTX015 vs. DMSO. Differential expression of the gene set was calculated as the average differential expression of its members.
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Supplemental Figure S4. Metacore Network of the top regulated genes by OTX015 (500 nM) in SU-DHL-2 and SU-DHL-6 cells, identifying MYC as a hub.
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Supplemental Figure S5. OTX015 shows biologic effects similar to JQ1. Enrichment plots of JQ1 expression signatures derived from different pre-clinical cancer models (1-5) in SUDHL2 and SUDHL6 cells treated with OTX015 (500 nM). The plot shows the ordered differential expression of the 8000 most varying genes (i.e. with highest variance) in the experiment. In red are highlighted the genes that belong to the particular gene set. Gene sets with genes concentrated to the left or right of the plot are highly enriched. All JQ1 signatures were highly statistically significant according to a Kolmogorov-Smirnov test (calculation not shown). 
[image: ]
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