(®)
2019 2021

Glucagon-dependent autonomic regulatory system and its role in cardiovascular
disease
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Mice with functional deficiency of the preproglucagon gene (GCG-null mice)
develop hypertension and heart failure (HF), These findings were reversed by administration
supplemental injection of GCG (Sup-GCG) or adrenergic B 1-receptor blocker. Mechanistically GCG-null

mice exhibited adrenal hypertrophy with upregulation of X, a key enzyme that synthesizes Y in a
protein kinase A (PKA)-dependent fashion.

Our data identifies GCG as a key determinant of murine adrenomedullary development and function,
defending catecholamine-related disorders such as cardiovascular disease.

Our study revealed the distinct action of pharmacological GCG injection from physiological GCG that
regulates adrenomedullary differentiation and subsequent rise in circulating Ep concentration in
health and disease. The GCG homeostasis is essential for compensatory defense against neurohormonal
stress in response to HF.
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