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Reply to SGLT-2 inhibitors: Post-infarction interventional effects mipdate ey
Dear Sir, cardiovascular events, including HF, myocardial infarction, stroke, and

I would like to thank you and your team for being interested in our
article. As highlighted, our study is the first registry investigating the in-
hospital and long-term outcomes in patients with type 2 diabetes mel-
litus (T2DM) admitted with acute myocardial infarction (AMI),
comparing those under chronic SGLT2-inhibitor (SGLT2-I) treatment
versus non-SGLT2-I users. The use of SGLT2-I was associated with a
lower rate of the composite endpoint of major adverse cardiovascular
events (MACEs), cardiovascular mortality, and heart failure (HF) hos-
pitalization compared to non-SGLT2-I users. Moreover, after adjusting
for all confounding factors, the use of SGLT2-I was identified as an in-
dependent predictor of lower occurrence of MACEs and HF hospitali-
zation [1]. First, we would like to highlight that SGLT2 protein was
shown to be present at cardiac level, mainly when cardiac damage oc-
curs [2]. Specifically, several mechanisms have been described to sup-
port the beneficial effects of SGLT2-I: i) the improvement of glucose
control; ii) the increase in diuresis/natriuresis with decrease in blood
pressure; iii) the trigger for the cardiomyocyte “metabolic flexibility”,
promoting a shift from intracellular glucose to ketone bodies as meta-
bolic substrate, with greater ATP production available for cardiac
contraction; vi) anti-inflammatory effect since we demonstrated that the
inflammatory indices on admission and after 24 h in T2DM patients with
AMI were significantly higher in non-SGLT2-I users compared to the
SGLT2-I group; v) reduction of the arrhythmic burden; vi) improvement
of sympathetic/parasympathetic nerve activity [3-5]. Thangaraju et al.,
in their comment, highlighted that the protective effect of SGLT2-I on
T2DM patients with AMI might be sustained by additional factors, not
necessarily  heart-related [6]. They wunderline that an
SGLT2-inhibitor-mediated increase in erythropoietin levels might be a
possible further explanation for their pleiotropic beneficial effects [6].
Indeed, Mazer et al. showed that empagliflozin administration was
associated with increased erythropoiesis via enhanced erythropoietin
secretion by the kidney [7]. This SGLT2-I-mediated increase in eryth-
ropoietin production might result in systemic organ protection as a
circulating cytokine, potentiating cardiomyocyte mitochondrial func-
tion, triggering angiogenesis and cell proliferation, and lowering the
inflammatory burden. In addition, an increase in erythropoietin-induced
hematocrit may improve myocardial metabolism by enhancing
myocardial oxygen delivery. Taking all these points together, we agree
that a further potential benefit of SGLT2-I might be the enhanced
erythropoietin levels, acting in combination with the other mechanisms
listed above. We also agree with Thangaraju et al. that whether SGLT2-Is
exhibit a class- or a drug effect remain an unsolved question. In our
study, we included 111 patients treated by SGLT2 inhibitors (most of
them by empagliflozin), but the sample size was powered to evaluate
only a “class effect” and not the “doses effect” [1]. However, a recent
analysis of a nationwide real-world dataset suggested that the risk of
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atrial fibrillation, would be comparable between individual SGLT2-I,
supporting our hypothesis of “class effects”.
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