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In the analysis of the transcriptome of zona glomerulosa and zona fasciculata of adrenal tissue adjacent to aldosterone-
producing adenomas or pheochromocytomas, Shaikh et al (1) found that leucine-rich repeat-containing G protein-
coupled receptor 5 (LGR5), the gene encoding a cell surface E3 ubiquitin ligase related to the Wnt noncanonical
pathway, was the most expressed gene in human zona glomerulosa and was almost absent in adjacent aldosterone-
producing adenomas. In functional assays, using cell line or primary cell cultures, the investigators also found that
stimulation of the LRG5 (LGR5 transfection or R-spondin-3 stimulation) inhibited aldosterone production and pro-
voked a reduction in the number of cells in culture. LGR5 transfection also increased activator protein-1/Jun activity,
suggesting that the activation of a noncanonical Wnt signaling pathway is the mediator of the LGR5 response.

Prior to the present work, we reported, for the first time, the overexpression of MAPK8, an effector of the nonca-
nonical Wnt/planar cell polarity (Wnt/PCP), wingless-type MMTV integration site family, member 5 (WNT5A), and
nuclear factor of activated T cells, the ligand and the effector, respectively, of the noncanonical Wnt/calcium (Wnt/Ca)
pathway, and the underexpression of prickle homolog 1 (PRICKLE), an inhibitor of the Wnt/PCP pathway in adult and
pediatric adrenocortical tumors as compared with normal adrenal tissues (2). We also found an association between
Wnt/PCP and Wnt/Ca noncanonical pathway activation with poor outcomes of these tumors, which would suggest a
putative involvement in tumor aggressiveness. Additionally, our group studying in NCI-H295 cells the effect of PNU-
74654, which acts as a Wnt canonical antagonist by preventing Tcf from binding to �-catenin, reported a markedly
decrease in the relative protein expression of aldosterone synthase (3). The innovative data from Shaikh et al (1)
combined with the findings from our group support that both canonical and noncanonical Wnt pathways contribute
to adrenocortical tumorigenesis and aldosterone production.

The authors chose not to comment on this letter.
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