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CNNM4 is a Mg2+ transporter highly expressed in the colon epithelia. 1
showed that Cnnm4 deficiency promotes cell proliferation and partly suppresses cell differentiation
in the colon epithelia, making them vulnerable to cancer development. Ca2+-imaging analyses reveal
that Ca2+ influx stimulated by capsaicin, which is dependent on TRPV1, is greatly impaired by Cnnm4
deficiency. Moreover, EGF receptor signaling is constitutively activated in the colon epithelia of
Cnnm4-deficient mice, as is the case with Trpvl-deficient mice. The administration of gefitinib, an

inhibitor of EGF receptor, cancels the augmented proliferation of cells observed in Cnnm4-deficient
mice. Collectively, these results establish the functional interplay between Mg2+ and Ca2+ in the
colon epithelia, which is crucial for maintaining the dynamic homeostasis of the epithelial tissue.
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