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During the past 2 decades, significant advances in drug treatment
have improved the prognosis of patients with heart failure with
reduced ejection fraction.

More recently, the SGLT2i has demonstrated an un-expected sig-
nificant and consistent effect in patients with HFrEF. The serendipity
of these drugs started with the evidence of the effect of canagliflozin,
dapagliflozin, and empagliflozin in reducing hospitalizations for heart
failure in patients with diabetes mellitus (DM) where these drugs
were tested to prove their safety. Meta-analyses of the cardiovascular
outcome studies in diabetic patients consistently demonstrated that
SGLT2 inhibitors, as a class, reduced the risk of hHF by 31–32% in
patients with DM, and that event reductions were similar in compar-
able patient populations.1 Post hoc analyses of the studies in DM pro-
vided more insights on the effect of SGLT2 inhibitors in HFrEF. An
analysis of the CANVAS programme found that canagliflozin reduced
the overall risk of HFrEF hospitalization or death (hazard ratio: 0.69;
95% confidence interval: 0.48–1.00]. A post hoc analysis of DECLARE-
TIMI 58 suggested a 45% risk reduction for CV death and a 51% risk
reduction in all-cause death in patients with a history of HFrEF receiv-
ing dapagliflozin.

Boosted by these results trials with SGLT2i were rolled out in
patients with HFrEF. The DAPA-HF was the first of these studies to
investigate the treatment of HF in patients with HFrEF with and with-
out T2DM.2 The study demonstrated a 26% reduction in the primary
endpoint of cardiovascular death and hospitalizations for HFrEF, a
30% reduction in hospitalizations for HFrEF, and an 18% reduction in
death from CV causes. This effect was similar in patients with and
without DM. The EMPEROR-Reduced study with empagliflozin dem-
onstrated a 25% reduction in the composite endpoint of hospitaliza-
tions for HFrEF and cardiovascular mortality.3 This effect was
primarily driven by a 30% reduced rates of hospitalizations for HFrEF.

More recently, the results of the SOLOIST-WHF trial with the
dual SGLT1/SGLT2 inhibitor sotagliflozin in diabetic patients with
heart failure have been reported.4 The study was stopped early be-
cause of lack of funding and its primary endpoint had been revised by
the steering committee to increase the power of the trial before the
analysis of the results. Nevertheless, a robust 33% reduction in the
revised primary endpoint and a 32% reduction in the original primary

endpoint of cardiovascular mortality and hospitalizations for HF
were reported.

All the above studies also demonstrated a significant reduction in
the rate of renal disease progression even in patients with severely
reduced eGFR. Thereby suggesting that these drugs can be safely
used even in patients with severely impaired renal function.

The results from the available studies with SGLT2i in HFrEF sug-
gest a completely new approach to HF management. They strongly
support the rationale for the use of SGLT2 inhibitors in patients with
HFrEF, which must impact future clinical practice. These results es-
tablish a new standard of care in HFrEF consisting of SGLT2i be used
from the beginning, together with neuro-hormonal inhibition to re-
duce mortality and morbidity and to slow the progression of the
disease.
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