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Figure 2
Treatment algorithm for systolic heart failure, as recommended by the European Society
of Cardiology (2012)2
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(see figure 2, left). GPs will be familiar
with the use of ACE inhibitors, or
angiotensin receptor blockers if the
patient is truly ACE-inhibitor intolerant,
and beta-blockers licensed for heart
failure (carvedilol, bisoprolol, nebivolol).
These remain the mainstay of treatment
in addition to as small a dose of diuretic
as possible to control any fluid retention.
However, two recent large randomised
trials have changed best practice,
adding two more drug options to best
treatment. 

Eplerenone
EMPHASIS-HF was a study of the
addition of the aldosterone antagonist
eplerenone to optimal heart failure
treatment (typically with a diuretic,
ACE inhibitor and beta-blocker) in
patients with systolic impairment of
the left ventricle but only mild
symptoms.3 The trial was stopped
early because of overwhelming
benefit; a 24% reduction in mortality
(P=0.008) as well as a 37% reduction
in the primary combined endpoint of
cardiovascular death and hospitalisation
for heart failure (P < 0.001). 

Aldosterone antagonism is therefore
recommended by the 2012 ESC
guidance for all patients who remain
symptomatic despite an ACE inhibitor
and beta-blocker. Previously such
aldosterone antagonism (usually with
spironolactone) was reserved for those
with more severe symptoms or in those
who had developed heart failure in the
context of an acute MI. It is important to
remember that the presence of mild
symptoms in heart failure does not
necessarily mean mild underlying
cardiac disease and low risk.

Ivabradine
SHIFT was a study of the heart rate
lowering agent ivabradine. It is the only
drug in its class, acting on the I

f
channels

in the sinus node to slow the heart down
in sinus rhythm by typically 10-15 beats
per minute. Although already licensed
for use in angina, the licence has
recently been extended to patients with
systolic heart failure, sinus rhythm, and 
a heart rate of 75 beats per minute or
more despite optimal treatment,
typically with an ACE inhibitor, 
beta-blocker to maximal tolerated dose,
and diuretic. 

The trial reported an 18% reduction in
the combined endpoint of cardiovascular
mortality and hospitalisation for heart
failure (P < 0.0001), largely driven by a
26% reduction in hospitalisation for
heart failure (P < 0.0001) and a 26%
reduction in the risk of dying from 

Key: ARB: angiotensin receptor blocker; NYHA class II-IV: New York Heart Association classes associated with symptoms at
rest or on any degree of exertion; MR: mineralocorticoid; LVEF: left ventricular ejection fraction; HR: heart rate; CRT-P: cardiac
resynchronisation pacemaker; CRT-D: combined cardiac resynchronisation pacemaker and implantable cardioverter
defibrillator (ICD); H-ISDN: hydralazine-isosorbide dinitrate combination; LVAD: left ventricular assist device.
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