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Heart failure represents an important cause of morbidity and
mortality worldwide. Despite recent advances in the treatment of this
condition, majority of patients have a bad prognosis, low functional
class and poor quality of life. Recent guidelines have approved new
drugs for the management of these patients and many others are under
investigation. ENTRESTO, a combination of sacubritil/valsartan and
ivabradine reduce the risk of cardiovascular mortality in patients with
heart failure with reduced ejection fraction and are recommended
in patients who maintain symptomatic despite concomitant use
of angiotensin-converting enzyme inhibitors, beta-blockers and
aldosterone antagonists [1,2].

Digitalis was discovered and first implemented several centuries
ago and has been widely used in clinical practice since the beginning
of last century [3]. It has physiological properties that include
improvement in cardiac output and peak oxygen consumption, and
a decrease in pulmonary capillary wedge pressure and sympathetic
overactivity [4].

Current guidelines approve the use of digoxin in patients with
heart failure with reduced ejection fraction who remain symptomatic
despite the use of angiotensin-converting enzyme inhibitors, beta-
blockers and aldosterone antagonists, as first line therapy, and
ENTRESTO, ivabradine and cardiac resynchronization therapy as
second line therapy [1,2].

So far, no studies have demonstrated that digoxin reduces
mortality in patients with heart failure. DIG trial was the first
randomized doubled-blind controlled study that evaluated the
efficacy of digoxin in patients with heart failure with reduced ejection
fraction. Main findings revealed that there was no difference in
mortality between digoxin and placebo groups, but a reduction in
hospitalization for heart failure worsening was found [5]. Several no
randomized controlled trials and post hoc analysis of DIG trial have
been published since that, and outcomes associated to digoxin use are
essentially the same [4].

A recent observational trial evaluated digoxin use after hospital
discharge in a cohort of 3062 matched patients with heart failure with
reduced ejection fraction. They found that digoxin use was associated
with a significant reduction in the risk of heart failure readmission at 30
days, 1 year and 6 years (HR: 0.74; 95% CI: 0.59-0.93), (HR: 0.81; 95%
CI: 0.72-0.92) and (HR: 0.90; 95% CI: 0.81-0.99) respectively. However,
digoxin administration was not associated with mortality rates after
hospital discharge [6]. Another previous study conducted by Lam et al.
[7] showed similar results. In this trial, patients had a mean age of 74
years, a mean left ventricular ejection fraction of 29% and all received
beta-blockers at hospital discharge. After a long term follow-up, 30-day
and 4-year all cause hospital readmission were less frequent in patients
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receiving digoxin compared with patients who did not receive digoxin
at hospital discharge (HR: 0.51; 95% CI: 0.31-0.83; p=0.007) and (HR;
0.72; 95% CI: 0.57-0.92; p=0.008) respectively.

These  contemporary  investigations  support  current
recommendations and no additional evidence is advised to change
actual medical practice. Both studies demonstrated the clinical
effectiveness of digoxin in reducing the risk for readmission in
hospitalized patients who are taking current guideline-based medical
therapies. Past and present studies evaluating digoxin efficacy in
clinical practice have not included current drugs and interventions
which have demonstrated to reduce mortality. Thus, findings
observed in present studies should stimulate further randomized
trials that combine these therapies, especially in patients with low
functional class, severely abnormal left ventricular ejection fraction
and high comorbidity burden who are at higher risk for adverse
clinical outcomes.

Although the level of evidence for digoxin use in patients with
heart failure with reduced ejection fraction has declined over time, no
randomized controlled trials have demonstrated that its administration
is associated with an increased in mortality or severe side effects that
motivate its definitive or progressive withdrawal in clinical practice. At
the same time, a subgroup of high-risk patients such as older patients,
diabetics and those with lower left ventricular ejection fraction have
a higher prescription of digoxin, without differences in mortality
compared with no digoxin treated patients [8].

Sex and ages differences, values of left ventricular ejection fraction,
functional class, comorbidities and concomitant drug interactions
associated to digoxin use are some controversial points which should
be answered in further studies for improving clinical outcomes.

Based on its unique and well-demonstrated physiological
properties and positive outcomes showed in contemporary studies,
digoxin administration in patients with heart failure with reduced
ejection fraction should be preserved, especially in combination with
current guideline-based therapies in order to reduce hospitalizations
and improve patients” quality of life.
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