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Heart failure with preserved ejection fraction (HFpEF) refers to a broad clinical syndrome categorized by signs and symptoms of heart failure and with normal or near normal ejection fraction. HFpEF is associated with high morbidity and enormous economic burden to society. Despite considerable progress in treatment of heart failure with reduced ejection fraction (HFrEF), treatment of patients with HFpEF remains symptom based, and to date no therapy has been proven effective in this disorder. Several clinical outcomes trials in HFpEF have been unsuccessful in proving the benefit of a therapy, including trials that have tested several inhibitors of the renin-angiotensin-aldosterone system. A number of factors have influenced the likelihood of success of these studies, including limited understanding of the pathophysiologic basis of the disorder, difficulty with diagnosis, use of endpoints that don’t reflect the burden of disease, and various issues of trial execution. Diastolic dysfunction has been thought to be the primary pathophysiologic abnormality in HFpEF. However, diastolic dysfunction is highly prevalent in the elderly population without heart failure. Moreover, abnormalities of systolic function appear to be prevalent in patients with HFpEF and also appear to be prognostically important. Patients enrolled in trials need to have objective evidence of heart failure and biomarkers such as BNP or evidence of structural heart disease appear to identify patients at highest risk of events, the enrollment of whom is essential to a successful outcomes trial. Traditional time to first event analyses may be insensitive in a syndrome like HFpEF where multiple hospitalizations are commonplace. Recurrent event analyses may provide more power in a HFpEF trial. Finally, problems with trial execution, including drop-ins, drop-outs, can reduce the likelihood of a clinical trials success. HFpEF remains a heterogeneous syndrome, and better phenotyping of HFpEF patients may allow us to more effectively target specific therapies to specific etiologies.  

