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The aim of this study was to determine the key molecule of aggravation of
hypertensive organ damage by large blood pressure (BP) variability. First, using a model of a combination
of hypertension and large BP variability, large BP variability activated mineralocortioid receptor (MR),
Rac, and PAK in medial smooth muscle of the intramyocardial arterioles. A sub-depressure dose of
selective MR inhibitor, eplerenone prevented chronic inflammatory changes, cardiac hypertrophy,
myocardial fibrosis, and LV systolic dysfunction. Accordingly, it was suggested that the Rac-PAK-MR
system plays a role in the aggravation of the large BP variability-induced aggravation of hypertensive
organ damages. Currently, further investigation using genetically engineered mice is on-going to
determine the causal relation between MR system and large BP variability-induced aggravation of
hypertensive organ damages.
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