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Supplementary Figure S1. Models for glucocorticoid receptor-mediated regulation of the inflammatory gene. The binding of GCs or dexamethasone (Dex) to the cytoplasmic glucocorticoid receptor (GR) results in its release from heat shock proteins (HSPs) and translocation to the nucleus. By binding to Toll-like receptor 4, lipopolysaccharide (LPS) can activate NF-B, AP-1, and other inflammatory transcription factors, which bind to and regulate pro-inflammatory target genes. The activated GR binds to GRE and up-regulates the expression of anti-inflammatory genes or represses the expression of pro-inflammatory genes by interfering with NF-B or AP-1 driven transcription process. GRE: glucocorticoid receptor response element. NF-B RE: NF-kB response element. TRE: TPA responsive element.
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Supplementary Figure S2. Schematic of diagrammatic representation of the annotated Ribo-seq ORF biotypes. uORFs constitute open reading frames encoded by 5’ UTR sequences or upstream overlapping ORFs encoded by 5’ UTR sequences and partially overlapping an annotated CDS in an alternative frame. dORFs include the open reading frames encoded by 3’ UTR sequences and downstream overlapping ORFs encoded by 3’ UTR sequences and partially overlapping an annotated CDS in an alternative frame. lncRNA-ORFs are encoded by presumed long non-coding RNAs. ncRNA-ORFs are encoded by processed transcripts of protein-coding genes. uORF: upstream open reading frame; dORF: downstream open reading frame; CDS (protein coding sequence); lncRNA-ORF: long non-coding RNA open reading frame; intORF: internal open reading frame; ncRNA-ORF: non-coding RNA open reading frame.[image: ]
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Supplementary Figure S3. A systemic Enrichment mapping of “intensified” regulatory class genes in macrophages (LPS+Dex vs. LPS) using ActivePathways method. The nodes in the network represent over-represented Reactome Pathways and the edges (connections) represent identified pathways that share many genes. Most of the enriched pathways were represented by colored nodes that indicated supporting evidence from changes in transcription (RNA-seq, p adj<0.05, blue), translational (Ribo-seq, p adj <0.05, green), and translation efficiency (TE, p adj <0.05, orange). 
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Supplementary Figure S4. A A systemic Enrichment mapping of “exclusive” regulatory class genes in macrophages (LPS+Dex vs. LPS) using ActivePathways method. The nodes in the network represent over-represented Reactome Pathways and the edges (connections) represent identified pathways that share many genes. Most of the enriched pathways were depicted by colored nodes that indicated evidence from translational change (Ribo-seq, p adj <0.05, green) and change in translation efficiency ((TE, p adj <0.05, orange), but no impact from transcription (RNA-seq, p adj >0.05).
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Supplementary Figure S5. A systemic Enrichment mapping of “buffered” regulatory class genes in macrophages (LPS+Dex vs. LPS) using ActivePathways method. The nodes in the network represent over-represented GO biological processes and the edges (connections) represent identified pathways that share many genes. The nodes color indicated that change in transcription (RNA-seq, p adj <0.05, blue) were more pronounced in majority of the enriched pathways, while change in translation efficiency (∆TE, p adj <0.05) of genes were significant but less efficient.
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Supplementary Figure S6. The combination of relative direction transcriptional, translational, and translation efficiency changes for genes classified as "intensified" as represented by line plots. The direction of change can be either positive or negative and is accompanied by a significant change in TE that influences transcription.
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Supplementary Figure S7. Network of RBP-target interactions. (A) Heat map of differentially expressed RBP genes (intensified) identified in RNA-seq and Ribo-seq data sets. Rows are arranged from induced (red) to repressed (blue) genes. (B) Protein-protein interaction (PPI) network comprising interactions between RBPs (ZFP36 and IGF2BP2) and differentially expressed top 100 target genes (intensified) involved in Regulation of Cytokine Production biological process. RBPs are colored yellow, while their targets are colored red to blue to represent the log2-transformed fold change.
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Supplementary Figure S8. (A) STRING protein network analysis of significant DEGs classified as intensified regulated. Fill color denote upregulated (red) or downregulated (blue) fold change expression. Surrounding donut color represent enrichment categories plotted in (B). (B) Top four enriched categories identified in the subnetworks (A). *** FDR ≤ 0.001, ** FDR ≤ 0.01 were considered statistically significant.
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