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Genomics in primary aldosteronism
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We conducted transcriptome and methylome analyses of 29
aldosterone-producintg adenomas (APAs) with KCNJ5 mutations, 8 APAs without KCNJ5 mutations, and 5
cortisol-producing adenomas. Genome-wide gene expression and CpG methylation profiles were obtained
from RNA and DNA samples extracted from these 42 adrenal tumors. Cluster analysis of the
transcriptome and methylome revealed molecular heterogeneity in APAs depends on their mutational
status. DNA hypomethylation and gene expression changes in Wnt signaling and inflammatory response
pathways were characteristic of APAs with KCNJ5 mutations. Comparisons between transcriptome data
from our APAs and data from normal adrenal cortex obtained from the Gene Expression Omnibus
suggested similarities between APAs with KCNJ5 mutations and zona glomerulosa. The present study
indicates the molecular heterogeneity of APAs depends on their mutational status.
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