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Introduction

Heart failure is the leading cause of hospital admission [1]. Digoxin
is approved for the treatment of heart failure with reduced
ejection fraction (HFrEF). The American College of Cardiology
Foundation guidelines recommends the use of digoxin, unless
contraindicated, to reduce hospitalization due to worsening heart
failure in patients with heart failure with HFrEF [2]. Digoxin had
been a mainstay of therapy for HFrEF patients and, according to
some epidemiologic studies, was the most commonly prescribed
drug in heart failure until the late 20th century. According to drug
usage statistics in the United States (2007-2017) digoxin was the
fourth most commonly prescribed drug in 2007. However, there
has been a consistent decline in prescribing digoxin over time,
ranking 23rd in 2017 as shown in the graph [3] (Figure 1).

In the DIG (Digitalis Investigation Group) trial, digoxin reduces
hospitalisation but it does not impact mortality in patients
with HFrEF. This lack of mortality benefit of digoxin along with
the emergence of other evidence-based guideline type medical
therapies that are proven to lower the risk of hospitalisation
and all-cause mortality has led to a decline in the prescribing of
digoxin in patients with HFrEF [4].

There have been numerous publications reporting conflicting
results regarding the benefits of digoxin in patients with HFrEF.
Analysis of the registries, observational studies and secondary
analysis of randomised trials done for other purposes have
reported increased, decreased or neutral effects on mortality.
In the Vale-HeFT trial enrolling patients with HFrEF, there was
28% increase in risk of all-cause mortality and a 35% increase
in risk of hospitalisation in patients with digoxin use after
adjustment for several confounders [5]. Erath and his colleagues
performed a retrospective analysis of 1028 patients receiving
either an implantable cardioverter defibrillator (ICD) or cardiac
resynchronisation therapy between 1996 and 2010 for primary
or secondary prevention of sudden cardiac death. In this study,
43% of patients were receiving digoxin either for the treatment of
atrial fibrillation, HFrEF or both, and there was a 65% increase in
all-cause mortality in patients receiving digoxin after adjustment
for potential confounders [6].

In the African-American Heart Failure trial (A-HeFT trial 2004),
60% of patients were on digoxin [7]. In the ASCEND-HF (Effect of
Neseritide in Patients with Acute Decompensated Heart Failure
2011) trial, 27% of patients were on digoxin [8] and 26% of the
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patients were on digoxin in EMPHASIS-HF (Eplerenone reduced
the risk of death and hospitalisation in patient with Moderate
systolic dysfunction and NYHA class two symptoms, 2011) trial
[9]. In the DAPA-HF trial, 18.8% of the patients were on digoxin.

There has been a decline of digoxin prescribing over the years
and at the same time the management of heart failure (HF) has
improved with the advent of novel medical therapies. Recent
advancements in the management of HF has been as a result of
researching the various pathways that lead to the development of
heart failure. These pathways have been identified and have been
the target of novel HF therapies. Clinicians now have more options
to manage HF. Current guidelines recommends beta-blockers,
renin angiotensin aldosterone inhibitors and mineralocorticoid
receptor antagonists as primary pharmacotherapy in the
management of HFrEF, and SGLT2 inhibitors are to be added as
secondary pharmacotherapy [10].
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A recent study by Malik and his colleagues showed that among
hospitalized older patients with HFrEF who are receiving more
contemporary guideline-directed medical therapies including
ACEi /ARBs, beta-blockers and mineralocorticoid receptor
antagonists, the discontinuation of pre-admission digoxin therapy
was associated with poor outcomes [11]. This study suggests that
digoxin still has a role to play in the management of HF and more
prospective studies need to be conducted to study its clinical
benefit in HFrEF patients.
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