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The role of protein kinase C pathway on mineralocorticoid receptor activation in res
istant hypertension associated with diabetes mellitus
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Protein kinase C (PKC) pathway is known to be strongly associated with the develop
ment of diabetic complications. In this study, we showed for the first time that the activation of PKC pat
hway in high glucose condition induces mineralocorticoid receptor (MR) activation, which develops resistan
t hypertension and diabetic complications. This finding may partly account for the efficacy of PKC-beta in
hibitor, whose clinical trials are currently suspended, on diabetic complications. Additionally, we found
that PKC-alpha pathway, which is not activated by high glucose stimulation, also strongly activates MR. Th
is result is consistent with the clinical fact that PKC-beta inhibitor alone does not completelK prevent t
he development of diabetic complications. Our findings indicate that double blockade of PKC-alpha and beta

may be necessary for prevention of diabetic complications.
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