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ARE ACE INHIBITORS AND BETA-BLOCKERS BENEFICIAL IN WOMEN WITH HEART FAILURE (Invited Lecture)
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The differential impact of gender on the occurrence, prognosis and response to treatment in various cardiovascular diseases has received considerable attention in the past decade.  Differences in clinical and laboratory characteristics which could impact on survival in heart failure (HF) have been observed between men and women.  Underrepresentation of women in HF clinical trials, however, has limited conclusions regarding the effect of various management strategies on survival in women with HF and decreased left ventricular ejection fraction (LVEF).  Combining the 2 arms of the largest study that proved the efficacy of angiotensin converting enzyme (ACE) inhibitors in HF (Studies of Left Ventricular Dysfunction [SOLVD]) provided a total of 980 women, who did not appear to benefit from the ACE inhibitor.  An overview of 30 randomized controlled trials of ACE inhibition in patients with HF identified a total of 5399 men and 1991 women.  Significant reductions for mortality and for the combined endpoint of all-cause mortality and hospitalizations for HF were observed only in men.  There was, however, no evidence of a statistical heterogeneity, and the apparent lack of response most likely reflects the small number of women.    A post hoc analysis of the Metoprolol CR/XL Randomized Intervention Trial in Heart Failure (MERIT-HF) on outcome in women (n = 898), including the outcome in 183 women with severe HF (New York Heart Association class III/IV and LVEF < 0.25) demonstrataed that treatment with metoprolol CR/XL in women resulted in a 21% reduction in the primary combined end point of all-cause mortality/all-cause hospitalizations (164 versus 137 patients; p = 0.044).  The number of cardiovascular hospitalizations was reduced by 29% (164 versus 120; p = 0.013), and hospitalization for worsening HF was reduced by 42% (95 versus 56; p = 0.021).  Similar results were noted in the subgroup of women with severe HF, with a 57% reduction in cardiovascular hospitalizations (63 versus 30;  p = 0.005) and a 72% reduction in hospitalization due to worsening HF (46 versus 14; p = 0.0004).  A pooling of mortality results from MERIT-HF, the Cardiac Insufficiency Bisoprolol Study (CIBIS II), and the Carvedilol Prospective Randomized Cumulative Survival Study (COPERNICUS) shower very similar survival benefits in women and men.  Thus, there is strong evidence that beneficial effects of beta-blockers extend to women with HF including women with clinically stable severe heart failure.
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