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Analysis and clinical application of new function of osteoprotegerin as
anti-aging factor
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Osteoprotegerin (OPG) is expressed in cardiovascular system, and it may
regulate not only bone metabolism but also contribute to the remodeling of heart and vasculature. We
explored the roles of OPG in cardiovascular system using OPG-deficient mice. 1. OPG-deficient mice

displayed the elevated systemic blood pressure, left ventricular hypertrophy with reduced
contractility, compared with wild-type mice with age. Angiotensin Il administration to the mice
accelerated the heart failure. 2. Angiotensin Il stimulation of OPG-deficient mice led to a high
mortality due to aortic rupture. Histological analysis showed fragmentation of elastic fibers in the
medial layer. We also analyzed the PCR arrays, and found the specific alteration of genes
associated with extracellular matrix.
These results suggest that OPG may have protective roles to maintain the structural integrity
Sgains:_angiotensin I, and it may be a potential therapeutic target for heart failure and aortic
issection.
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