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Certain sodium-glucose cotransporter-2 inhibitors (SGLT-2is) and glucagon-like peptide-1 receptor agonists (GLP-1RAs)
compounds have shown not only safety, but superiority in their effects on preventing major adverse cardiovascular endpoints.
Despite these advances, a comprehensive understanding of the distinct cardiovascular benefits of GLP-1RA and SGLT-2i has
yet to be established. In contrast to most previous reports, we analysed and report the absolute risk reduction (ARR), which
allows us to draw conclusions with more clinical consequences (e.g., numbers needed to treat). Our study aims to bridge this
knowledge gap by indirectly comparing the ARR for 3P-MACE, the primary endpoint in large cardiovascular outcome trials, and
for its components, between these two classes of therapeutic agents.

In the meta-analysis, which included all 12 available RCTs, both GLP-1RA and SGLT-2i therapies demonstrated a significant
ARR for the risk of 3P-MACE compared with placebo. Of note, GLP-1RAs tended to exhibit a greater reduction in MACE risk
than SGLT-2is. In the analysis of individual components of MACE, there were some differences between effects of GLP-1RA
and SGLT-2i therapies. For CV death and nonfatal M, significant ARR was observed with GLP-1RA therapy, but not with SGLT-2i
therapy, though the between-group differences were not significant. Intriguingly, GLP-1RA treatment significantly reduced the
stoke risk but SGLT-2i did not. Taken together, the trial’s findings encourage further exploration into the complex mechanisms
through which these agents confer cardiovascular protection, potentially leading to more targeted and effective treatments in
the future.
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