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Dapagliflozin and empagliflozin are sodium-glucose co-
transporter type 2 inhibitors (SGLT2i), which were first
developed as antidiabetic medications. They then evolved
into a new class of heart failure (HF) drugs. Both the
European Society of Cardiology and the American Heart
Association/American College of Cardiology/Heart Failure
Society of America guidelines recommend the use of SGLT2i
to treat patients with HF, irrespective of left ventricular
ejection fraction, due to their beneficial role in decreasing
HF events and mortality.'™*

Everything began in 2019 with the publication of the
Dapagliflozin and Prevention of Adverse Outcomes in Heart
Failure (DAPA-HF) trial. This study reported that in patients
with HF and reduced left ventricular ejection fraction
(HFrEF), dapagliflozin reduced the risk of HF events (hos-
pitalizations or urgent visits) or death from cardiovascular
causes.” Compared to the other three key drug treatments
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for HFrEF - beta-blockers, aldosterone receptor antago-
nists (MRAs), and angiotensin receptor-neprilysin inhibitors
(ARNI)/angiotensin-converting enzyme inhibitors (ACEis) -
SGLT2i are user-friendly medications that do not require
titration or regular blood monitoring. Nevertheless, they are
powerful HF drugs, improving functional capacity and qual-
ity of life, in addition to reducing the risk of hospitalization
and mortality among patients with HF, as reported by Gao
et al. in their systematic review and meta-analysis.®

Recently, Brito et al. reported real-world data (RWD) on
4813 HF hospitalizations at six Portuguese hospitals between
2019 and 2021. They projected a significant reduction in
costs if dapagliflozin was started during HF hospitalization in
all eligible patients, considering the impact of dapagliflozin
on HF hospitalizations reported in HF trials.”

In this issue of the Portuguese Journal of Cardiology, in
the article ‘‘Real-world Dapagliflozin Treatment Patterns
in Portuguese Patients with Heart Failure with Reduced
Ejection Fraction’’, Andrade et al. report the EVOLUTION-
HF study, a multicentric retrospective cohort study with
228 HFrEF patients who initiated dapagliflozin in 2021 at
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eight Portuguese cardiology departments. The authors pro-
filed the patient sample, the adherence to and safety of
dapagliflozin six and 12 months after initiation. The study
sample was predominantly male (72.8%), with an average
age of 64.7 years, mainly with non-ischemic HF etiology
(54.4%), NYHA functional class Il (84.2%), and in sinus
rhythm (75.9%). Baseline treatment for HFrEF was particu-
larly effective; most patients received beta-blockers, MRAs
and ARNI/ACEis. After six and 12 months of dapagliflozin
treatment, there was an increased level of prescription
and/or up-titration of beta-blockers, MRAs, and ARNI, con-
comitantly with a decrease in the use of loop diuretics
and ACEis. Dapagliflozin was well tolerated, with 95% of
patients continuing to take it 12 months after their initial
prescription.®

Insights from observational studies are valuable to the
cardiovascular community, especially when RWD come from
multicentric studies, providing a national perspective on
clinical practice. RWD studies have enormous potential,
particularly in measuring adherence to evidence-based
guideline recommendations and evaluating drug safety
surveillance.’ Generating real-world evidence that reflects
diverse patient populations and clinical settings, RWD stud-
ies lead to better healthcare and more informed decisions,
thereby enhancing the external validity of evidence and its
applicability to routine settings. Leveraging the extensive
applications of RWD, these studies transform research find-
ings into actionable insights that shape clinical practice,
healthcare management, and policymaking. '

In recent years, we have witnessed an increasing num-
ber of RWD Portuguese studies on HF resulting from HF
experts and drug industry efforts, filling the gap created
by the lack of regulatory national guidance on HF diagno-
sis, management, and performance quality indicators. The
EVOLUTION-HF study presents high-value RWD showing the
effectiveness and safety of dapagliflozin.

This boosts the confidence of Portuguese physicians in
using dapagliflozin and highlights the indispensable role of
RWD studies in complementing randomized controlled tri-
als. | am optimistic that this growing movement of national
RWD studies on HF can be strengthened in the coming years
through the implementation of the Portuguese registry on
HF (Registo Portugués de Insuficiéncia Cardiaca - REPICA).

For now, authors of multicentric RWD studies that shed light
on the HF scenario in Portugal, such as those from the
EVOLUTION-HF study, deserve our congratulations.
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