Management of Diastolic Heart Failure Patients with Irbesartan

Henry Krum, Monash University, Melbourne, Australia

Diastolic dysfunction is extremely common, especially among elderly patients with heart failure.  It is estimated that 40-50% of all heart failure is predominantly diastolic.  Diastolic heart failure often coexists with systolic dysfunction, but differences in management mean that it is important to distinguish between the two conditions.  

The most common causes of diastolic dysfunction are hypertension and coronary heart disease, which occur against a background of age-related changes to myocardial compliance.

Diagnosis relies on demonstrating impaired ventricular relaxation with elevated end-diastolic pressure, either by invasive hemodynamic studies or, more conveniently, by Doppler echocardiography.  

Control of aetiological factors, particularly hypertension, coronary heart disease and arrhythmias, constitutes the mainstay of management of diastolic heart failure.  Restriction of intravascular volume by limiting fluid intake and administering diuretics provides symptomatic relief but must be undertaken carefully given the risk of ventricular under-filling.  Digoxin and other inotropic agents should be avoided or used cautiously because these agents may also lead to reduced ventricular filling.

Drugs that are commonly used to improve ventricular filling and/or retard ventricular remodelling, although not mandated by randomised controlled trials, include beta-blockers, rate-limiting calcium-channel antagonists, ACE inhibitors and angiotensin II receptor blockers (ARBs).  Choice of these agents should be determined by co-morbid conditions.  In the presence of coexisting systolic dysfunction, rate-limiting calcium-channel antagonists are contraindicated.

To address the current deficit of definitive data in this area, there are a number of ongoing trials of different drug classes in diastolic heart failure patients.  Each of these trials compares agents to placebo, additional to standard best practice therapy.

PEP-CHF is studying perindopril and SENIORS is studying nebivolol (a vasodilating beta-blocker) vs placebo in elderly preserved ventricular function patients.  Both CHARM and I-PRESERVE are comparing ARBs to placebo in such patients. 

The CHARM-Preserved Study evaluated high-dose candesartan vs placebo in patients with diastolic heart failure.  No significant effect on the primary endpoint of CV death or CHF hospitalization was observed.

I-PRESERVE is studying >4000 patients for 2 years, comparing irbesartan to placebo in patients aged 60 years with symptoms of heart failure, ejection fraction greater than 45% and hospitalisation for heart failure within the last six-months (or other corroborative evidence of diastolic heart failure).   The primary endpoint is all-cause mortality or cardiovascular hospitalisation.  Importantly, patients with prior ejection fraction less than 40% cannot be included in the I-PRESERVE study, so this should help ensure a “pure” diastolic heart failure population.  This contrasts to CHARM-Preserved where such patients were allowed to enter the trial.

In addition to the primary endpoint analysis, a number of other secondary endpoints are being analysed based on the known pharmacodynamic actions of irbesartan eg on unstable angina, ventricular and atrial arrhythmias and other cardiovascular events.  There are also two important sub-studies in I-PRESERVE.  An echo sub-study will examine remodelling and a collagen marker sub-study will assess the impact of irbesartan on cardiac fibrosis.
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