Cardiovascular Sex Differences Journal Club, April 2007


Associations of Gender and Etiology with Outcomes in Heart Failure with Systolic Dysfunction
Frazier et al. J Am Coll Cardiol 2007;49:1450-8 
Background:  Women currently account for the majority of deaths from heart failure (HF) in the U.S, but they have a better 5-year mortality than men.  This sex difference has been attributed to the fact that women with HF tend to have preserved systolic function.  The aim of this study was to investigate sex differences in the clinical profile, etiology (ischemic vs. nonischemic), and outcomes of patients with chronic systolic HF.
Methods: Performed a pooled analysis of 5 randomized clinical trials in chronic HF with LV systolic dysfunction (MERIT-HF, PRAISE, PRAISE-2, PROMISE, and VEST).  The study population included 11,642 patients (24% women).  The median duration of follow-up was 352 days.  The primary outcome was time to all-cause mortality.  Secondary outcomes included time to first event of all-cause mortality or all-cause hospitalization as a composite end point, and time to all-cause hospitalization alone.
Results: Compared with men, women with systolic HF were older, more ethnically diverse, had higher systolic blood pressure, more diabetes, and more advanced HF symptoms.  The mean LVEF was similar among women and men (23.6% and 23.2%, respectively).  The etiology of HF in women was more often nonischemic (60.2%) vs. ischemic (39.8%), whereas in men it was more often ischemic (57.1% vs. 42.9%).  One year survival varied by sex and etiology.  Nonischemic patients had better survival than ischemics, and compared with men, women had better survival, whether ischemic or nonischemic etiology.  The sex difference in survival was most pronounced for the nonischemic patients.  Better overall survival was associated with female sex, nonischemic etiology, non-Caucasian ethnicity, higher systolic blood pressure, and higher LVEF.  The secondary outcomes of composite time to death or hospitalization and time to hospitalization did not differ by sex, but did differ by etiology, with nonischemic patients doing better than ischemic.  When examined by etiology, female sex was a significant predictor of hospitalization for ischemic patients only.
Conclusions:  Sex differences exist in the clinical profile, etiology, and event-free survival rates of patients with chronic systolic HF.  Improved systolic function has been used to explain the improved survival of women with HF, but this study shows that even when they have systolic dysfunction, women have improved outcomes compared with men.  This sex-related survival benefit was most pronounced in nonischemic patients, but is also evident among ischemic patients.
