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Clarifying the role of IRBIT in the coupling regulation of intracellular pH and
Ca2+ in astrocytes.
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IRBIT was in vitro phosphorylated by PKA on Ser62, Ser64, and Ser66, and the
phosphorylations might be involved in the high affinity of high-phosphorylated IRBIT for IP3R. Indeed,

IRBIT ﬁhOSﬁhorylated on Ser68, Ser71, Ser74 and Ser77 as well as on Ser62, Ser64,and Ser66 showed
high-phosphorylated pattern revealed on Phos-Tag SDS-PAGE analysis. However, this densely phosphorylated

IRBIT did not show high binding affinity to IP3R suggesting that additional phosphorylations on other
sites or unidentified modifications are necessary for getting high affinity to IP3R.

In SLC4A4 deficient mice, an expression level of IRBIT protein was drasticallx reduced, and IRBIT in a
soluble fraction was increased. Moreover, IRBIT was massively phosphorylated showing high affinity for

IP3R. These results suggested that IRBIT was indeed phosphorylated in an NBCel activity dependent manner
and could couple the intracellular pH homeostasis and Ca2+ dynamics.
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IRBIT regulates CaMKIIa activity and
contributes to catecholamine homeostasis
through tyrosine hydroxylase
phosphorylation.
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IRBIT mediates synergy between Ca2+
and cAMP signaling pathways during
epithelial transport in mice.
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Cot kinase promotes Ca2+
oscillation/calcineurin-independent
osteoclastogenesis by stabilizing NFATc1
protein.
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