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Several scoring systems have been developed to predict cardiovascular disease (CVD) from standard risk factors, including the Framingham Risk Score (FRS).  The significance of newer risk markers, including measures of subclinical CVD, is typically evaluated by whether they provide incremental risk information beyond the FRS.  Metrics employed for such assessment include the area under the receiver operating curve (ROC) and reclassification measures.  The Multi-Ethnic Study of Atherosclerosis (MESA) assessed standard risk factors, newer risk factors, and multiple measures of subclinical CVD.  To date, newer risk factors have shown little association with incident CVD events.  In contrast, several subclinical CVD measures, including coronary artery calcium (CAC), carotid-intimal medical thickness (CIMT), endothelial function, and the ankle-brachial index (ABI) has each been shown to add incremental value to standard risk factors.  The strongest association has been reported for CAC, with a 7-fold risk of incident events for elevated levels.  CIMT is less predictive, though it shows a stronger association with stroke than CAC.   To date only the ABI has been evaluated while controlling for several other subclinical CVD measures (CAC, CIMT, ECG abnormalities), and a low ABI remains predictive after such adjustment.  Interestingly, a given measure may produce little change in the area under the ROC but may nonetheless significantly improve classification of those who will and won’t go on to have incident CVD events.    Other promising measures to be evaluated in MESA include NT-proBNP, troponin T, cardiac MRI, and aortic calcification.    

