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Supplemental Figure 1.  Gene ontology (GO) analysis of MAC-regulated genes in THP-1C macrophages.  (A) MAC-induced genes sorted by various functional and subcellular categories.  The p values were calculated by a one-side Fisher’s exact test with the adjustment of Benjamini-Hochberg Method.  (B) MAC-inhibited genes sorted by various functional and subcellular categories.  Data represent duplicate of two biological samples analyzed independently.  MAC=Mycobacterium avium complex; P II=polymerase II; RT=regulation of transcription; THP-1C=control THP-1 cells.
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Supplemental Figure 2.  Gene ontology (GO) analysis of AAT regulated genes in MAC-infected THP-1C macrophages.  (A) AAT-induced genes in MAC-infected THP-1C cells sorted by various functional and subcellular categories.  (B) AAT-inhibited genes in MAC-infected THP-1C cells sorted by various functional and subcellular categories.  The p values were calculated by a one-side Fisher’s exact test with the adjustment of Benjamini-Hochberg Method.  Data represent duplicate of two biological samples.  AAT=alpha-1-antitrypsin; ATP=adenosine triphosphate; MAC=Mycobacterium avium complex.
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Supplemental Figure 3. Heatmap of selected genes upregulated by AAT in MAC-infected THP-1C macrophages.  Gene expression in MAC-infected THP-1C cells ± AAT was compared to determine what genes are induced by AAT in the context of MAC infection.  Highly upregulated genes are signified by a change of ≥ 2-fold.  The values of THP-1C+MAC and THP-1C+MAC+AAT indicate Reads per Kilobase Million (RPKM).  The numbers listed below log2 were determined by calculating log2 of THP-1C+MAC+AAT divided by THP-1C+MAC.  Relevant genes were selected and sorted into the following functional categories: (A) Autophagy; (B) Apoptosis; (C) Lysosomes; (D) Inflammatory response; and (E) Phagocytosis.  AAT=alpha-1-antitrypsin; THP-1C=control THP-1 cells; MAC=Mycobacterium avium complex.





[image: ]Supplemental Figure 4.  Heatmap of selected genes downregulated by AAT genes in MAC-infected THP-1C macrophages.  Gene expression in MAC-infected THP-1C cells ± AAT was compared to determine what genes are inhibited by AAT in the context of MAC infection.  Highly downregulated genes are signified by a change of ≤ 0.5-fold.  The values of THP-1C+MAC and THP-1C+MAC+AAT indicate Reads per Kilobase Million (RPKM).  The numbers listed below log2 were determined by calculating log2 of THP-1C+MAC+AAT divided by THP-1C+MAC.  Relevant genes were selected and sorted into the following functional categories: (A) TLR signaling pathway; (B) TNF signaling pathway; (C) TLR4 signaling pathway; (D) Apoptotic signaling pathway; (E) mTOR signaling pathway; and (F) Autophagy.  AAT=alpha-1-antitrypsin; MAC=Mycobacterium avium complex; mTOR=mammalian target of rapamycin; THP-1C=control THP-1 cells; TLR=toll-like receptor; TNF=tumor necrosis factor.
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Supplemental Figure 5. Gene ontology (GO) analysis of selected AAT-regulated, GR-dependent genes in MAC-infected THP-1 cells.  (A) MAC+AAT-regulated genes upregulated by GR sorted by various functional and subcellular categories.  (B) MAC+AAT-regulated genes downregulated by GR sorted by various functional and subcellular categories.  The p values were calculated by a one-side Fisher’s exact test with the adjustment of Benjamini-Hochberg Method.  Data represent duplicate of two biological samples.  AAT=alpha-1-antitrypsin; ATP=adenosine triphosphate; ErK=extracellular signal-regulated kinase; GR=glucocorticoid receptor; Mapk=mitogen-activated protein kinase; PI3K=phosphoinositide 3-kinase.
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Supplemental Figure 6. Heatmap of MAC+AAT regulated genes that are inhibited by GR.  Gene expression in THP-1C and THP-1GR-KD cells (both infected with MAC and incubated with AAT) were compared to determine the effect of the GR on AAT gene expression in the context of MAC infection.  Highly upregulated genes are signified by a change of ≥ 2-fold.  The values of THP-1C+MAC+AAT and THP-1GR-KD+MAC+AAT indicate Reads per Kilobase Million (RPKM).  The numbers listed below log2 were determined by calculating log2 of THP-1GR-KD+MAC+AAT divided by THP-1C+MAC+AAT.  Relevant genes were selected that were inhibited by AAT in MAC-infected THP-1C cells but induced in the absence of the GR.  These genes were sorted into the following functional categories: (A) Cytokines; (B) Inflammatory response; (C) Innate immunity; (D) Antiviral defense; (E) Tuberculosis; and (F) mTOR signaling pathway.  AAT=alpha-1-antitrypsin; GR=glucocorticoid receptor; MAC=Mycobacterium avium complex; mTOR=mechanistic target of rapamycin; THP-1C=control THP-1 cells; THP-1GR-KD=THP-1 cells knocked down for the glucocorticoid receptor.
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Supplemental Figure 7. Heatmap of MAC+AAT regulated genes that are augmented by GR.  Gene expression in THP-1C and THP-1GR-KD cells (both infected with MAC and incubated with AAT) were compared to determine the effect of the GR on AAT-regulated gene expression in the context of MAC infection.  Highly downregulated genes are signified by a change of ≤ 0.5-fold.  The values of THP-1C+MAC+AAT and THP-1GR-KD+MAC+AAT indicate Reads per Kilobase Million (RPKM).  The numbers listed below log2 were determined by calculating log2 of THP-1GR-KD+MAC+AAT divided by THP-1C+MAC+AAT.  Relevant genes were selected that were induced by AAT in MAC-infected THP-1C cells but inhibited in the absence of the GR.  These genes were sorted into the following functional categories: (A) Cytokines and chemokines; (B) Regulator molecules; (C) Protein kinase, and (D) Toll-like receptor; (E) Apoptosis and autophagy.  AAT=alpha-1-antitrypsin; MAC=Mycobacterium avium complex; THP-1C=control THP-1 cells; THP-1GR-KD=THP-1 cells knocked down for the glucocorticoid receptor.
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