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Development of AKAPs-PKA disruptors for the treatment of obesity

Ando, Fumiaki

3,200,000

Protein kinase A PKA

/cAMP/PKA/AQP2 PKA  PKA AKAP
FMP-AP1-1/27 PKA FMP-AP1-1/27
PKA
PKA /cAMP/PKA/UCP1
3
B1
PKA

We focused on direct protein kinase A SPKA) activators as a novel
therapeutic target for obesity. In kidneys, vasopressin / cAMP / PKA / AQP2 water channels signaling
pathway regulates water homeostasis. A low molecular weight compound FMP-API-1/27 dissociates the
binding between PKA and its anchoring proteins (AKAPs) and then directly activates PKA in renal
collecting ducts. Compounds with similar structures to FMP-API-1/27 did not activate PKA in the

kidneys, but they increased the PKA activity in brown adipose tissue. As a result, they had
anti-obesity effects and also improved glucose intolerance.
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