(®)
2021 2023

CaMKK

Development of inhibitors based on CaMKK-mediated signal transduction

Tokumitsu, Hiroshi
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Ca2+/calmodulin-dependent protein kinase kinase (CaMKK) phosphorylates and
activates downstream protein kinases, including CaMKl, CaMKIV, PKB/Akt, and AMPK; thus, regulates
various Ca2+-dependent physiological and pathophysiological pathways. In this study, we have
investigated that the mechanism of substrate recognition of CaMKK, the role of CaMKK isoforms in
spermatides, the mechanism of complex formation of CaMKK and the Ca2+/calmodulin-dependent
interaction of the enzyme inhibitor TIM-063 with CaMKK. Furthermore, a drug discovery cycle method

for protein kinase inhibitors using a CaMKK inhibitor, TIM-063, was conducted and a new AAK1
inhibitor was successfully developed.
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