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Calcific aortic valve disease (CAVD) is common, affecting >25% of those over age 65. The end-stage of the CAVD spectrum, aortic stenosis (AS), is characterized by hemodynamic obstruction to flow through the valve, making echocardiography a useful tool for its clinical monitoring. Early-stage, non-obstructive CAVD, aortic sclerosis, is associated with a 50% increased risk for cardiovascular death, but is better characterized by CT scanning, which can sensitively and precisely quantify aortic valve calcium (AVC). Our group has utilized CT to examine traditional and novel risk-associations for early-stage CAVD in participants in the Multiethnic Study of Atherosclerosis (MESA), a 6,780 participant, population-based, longitudinal study of risk factors for subclinical coronary artery disease. Using this cohort, we have identified that: 1) The metabolic syndrome (MetS) is a strong risk factor for both prevalent and incident AVC, 2) LDL cholesterol is not associated with risk for prevalent AVC in MESA in those over age 65 years, whereas, in contrast, the ratio of Total: HDL cholesterol is associated with increased risk for prevalent AVC, and 3) Traditional cardiovascular risk factors are associated more strongly with risk for AVC initiation but not AVC progression, suggesting that the mechanisms underlying AVC initiation and progression may differ. Thus, there are age-specific and stage-specific differences in CAVD risk-associations. Along with the negative results of recent, randomized trials of statins, these findings raise the possibility that AS may represent a therapeutic “point-of-no return” CAVD continuum and, moreover, that pharmacological therapies may hold greater promise if applied to earlier-stage CAVD.

