Supplemental Figure 1. Fast and generally applicable gene-set enrichment analyses following RNA-seq in Adgb wildtype and knockout kidneys (A) Top 58 genes (1-29 left column, 30-58 right column) within the CuratedRGD database term “aldosterone signaling pathway” enriched in knockout (-/-) compared to wildtype (+/+). (B) Top 60 genes (1-30 left column, 31-60 right column) within the GO Molecular Function ontology term “sodium ion transmembrane transporter activity” enriched in knockout (-/-) compared to wildtype (+/+). (C) Top 60 genes (1-30 left column, 31-60 right column) within the GO Molecular Function ontology term “potassium ion transmembrane transporter activity” enriched in knockout (-/-) compared to wildtype (+/+). Green indicates down-regulated genes, and red up-regulated genes. The two replicates are indicated for each genotype. 

Supplemental Figure 2. Generally applicable gene set enrichment analyses of Adgb wildtype and knockout kidneys following high K+ diet. (A) Top 60 genes (1-30 left column, 31-60 right column) within the GO Biological Process ontology term “cellular response to steroid hormone stimulus” enriched in knockout (-/-) compared to wildtype (+/+). (B) Top 60 genes (1-30 left column, 31-60 right column) within the GO Biological Process ontology term “sodium ion transport” enriched in knockout (-/-) compared to wildtype (+/+). (C) Top 60 genes (1-30 left column, 31-60 right column) within the GO Biological Process ontology term “potassium ion transport” enriched in knockout (-/-) compared to wildtype (+/+). Green indicates down-regulated genes, and red up-regulated genes. The replicates are indicated for each genotype.

Supplemental Figure 3. Protein expression of ENaC subunits and steroid hormone receptors in Adgb wildtype and knockout kidneys following high K+ diet. (A) Representative immunoblot of full-length and cleaved a-ENaC in Adgb wildtype (+/+, n=13) and knockout (-/-, n=13) kidneys, and (B) corresponding protein quantification. Actin was used as loading control. (C) Representative immunoblot of b-ENaC in Adgb wildtype (+/+, n=16) and knockout (-/-, n=15) kidneys, and (D) corresponding protein quantification. Ponceau staining was used as loading control. (E) Representative immunoblot of full-length and cleaved g-ENaC in Adgb wildtype (+/+, n=12) and knockout (-/-, n=11) kidneys, and (F) corresponding protein quantification. Ponceau staining was used as loading control. (G) Representative immunoblot of total and phosphorylated (pSGK1 Thr256) SGK1 in Adgb wildtype (+/+, n=4) and knockout (-/-, n=4) kidneys, and (H) protein quantification ratio of pSGK1 to total SGK1. Tubulin was used as loading control. (I) Representative immunoblot of Nedd4-2 in Adgb wildtype (+/+, n=6) and knockout (-/-, n=6) kidneys, and (J) corresponding protein quantification. Actin was used as loading control. Ponceau staining was used as loading control. * p ≤ 0.05, ** p ≤ 0.01.

Supplemental Figure 4. Gene-set enrichment analysis and enrichment plots following high K+ diet in Adgb wildtype and knockout mice. Top 60 genes (1-30 left column, 31-60 right column) within the HPO database term “abnormality of acid base homeostasis” enriched in knockout (-/-) compared to wildtype (+/+) following high K+ diet. Red indicates up-regulated genes, and blue down-regulated genes. The replicates are indicated for each genotype. (B) Corresponding enrichment plot for genes associated with “abnormality of acid base homeostasis”. 
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