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TESTOSTERONE AND CARDIOVASCULAR DISEASE: A SEX-SPECIFIC CONNECTION? 
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The worldwide 2-4 fold higher coronary heart disease (CHD) mortality rate in men than women is traditionally attributed to sex hormones: either estrogen is protective for women, or testosterone is harmful for men. The estrogen hypothesis has been challenged by results of the WHI and other clinical trials, and the alternative hypothesis that testosterone harms the male heart may also be flawed, especially for older men. Investigations of testosterone and CHD in older adults are complicated by which fraction of circulating testosterone is measured (total, bioavailable, or free) and by limited assay sensitivity to detect low levels in postmenopausal women. Nonetheless, an increasing body of evidence supports the concept that low testosterone is associated with an adverse cardiovascular risk profile in men, and is itself, a risk factor for subclinical CHD, CHD events, and early mortality. The literature for testosterone and female CHD is less consistent, with protective, harmful and null associations reported; however, a clearer picture is beginning to emerge. A recent report from the Rancho Bernardo Study, showed that low levels of testosterone overall and high levels of the bioavailable fraction of testosterone were independently related to a higher risk of incident CHD events in older women. Other studies support the view that an optimal level of testosterone may exist for cardiovascular health in women, with increased risk at both extremes. Androgens may influence CHD through direct effects on vascular processes or via intermediate pathways involving obesity and obesity-related factors.  

