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Heart rate (HR) is well known as a risk marker for cardiovascular events, especially in pts with coronary artery disease (CAD). During the past 3 years, information from large randomized clinical trials has provided critical evidence that, in various CAD-based (and other) conditions, HR also is a “risk factor” which, if altered, can modulate disease outcomes. Results of the recent SHIFT study of HR modulation with the If blocker, ivabradine, in pts with moderate to severe heart failure (HF) provides the strongest evidence to date of the event-preventing utility of therapeutic HR modulation. SHIFT involved 6558 pts (LVEF less than 35%, sinus rhythm, pre-therapy HR at least 70 bpm) randomly assigned to placebo or ivabradine on background guidelines-based maximized therapy including beta-blockade; ivabradine-mediated HR reduction (8 to 11 bpm during 32 months follow-up) resulted in 18% reduction of death or HF hospitalization (primary trial end-point, p.0001), 26% reduction in HF hospitalization (p.0001) and 26% reduction in HF mortality (p.014). Symptom status also improved on ivabradine (p.01). The greatest impact of ivabradine on outcome was among pts with highest HR at study entry; best outcomes were observed among pts who achieved HR<60bpm. Conversely, the benefit of ivabradine-mediated HR slowing was not importantly affected by age, gender, hypertension, diabetes, beta-blocker use, etiology of HF, or baseline NYHA HF Class. Echocardiography demonstrated beneficial LV remodelling as a function of HR slowing. HR is central to HF pathophysiology and is a risk factor for clinical outcome; reduction of HR with ivabradine markedly improves outcomes.

