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In addition to elucidating the molecular mechanism of the SCN5A-Nedd4-2
system in lethal arrhythmias, which is the subject of this application, we are developing research
on DOCA-loaded mice. In contrast to the conventional renal theory that impaired sodium excretion and

increased extracellular fluid volume in the kidney cause increased "circulating blood volume™ and "
hypertension," experiments in DOCA-loaded mice have shown that increased "peripheral vascular
resistance” and "hypertension™ may occur as a multifactorial physiological adaptation for the
purpose of preventing water loss in the body. This activation of fluid conservation mechanisms might
be a key factor in the development of hypertension in the body. Activation of these fluid retention

mechanisms may result in "treatment-resistant hypertension. Aldosterone secretion increases
potassium excretion, resulting in water loss.
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