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To the Editor:

Following our recent meta-analysis demonstrating
that ezetimibe combined with moderate-intensity statin
therapy is associated with a significantly lower risk of
new-onset type 2 diabetes (NO-T2DM) compared with
high-intensity statin monotherapy [1], we aim to high-
light the potential clinical implications of these findings
for individualized cholesterol management. Specifically,
combination therapy was associated with an 18% lower
risk of NO-T2DM (RR=0.82, 95% CI: 0.77—0.87) com-
pared with high-intensity statin monotherapy, while no
significant difference was observed compared with mod-
erate-intensity statin alone (RR = 1.04, 95% CI: 0.94—1.14).

High-intensity statin therapy remains the standard
for patients at high and very high cardiovascular risk
[2]. Although this strategy is highly effective for lower-
ing low-density lipoprotein cholesterol (LDL-C), robust
evidence indicates a dose-dependent increase in NO-
T2DM, particularly among individuals with prediabetes,
obesity, or metabolic syndrome [3]. This raises a critical
clinical question: can comparable cardiovascular protec-
tion be achieved while minimizing metabolic harm?

Accumulating evidence from randomized trials and
meta-analyses indicates that moderate-intensity statin
therapy combined with ezetimibe provides cardio-
vascular efficacy comparable to high-intensity statin
monotherapy in patients with established atheroscle-
rotic cardiovascular disease (ASCVD). Across pooled
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randomized data, including post—acute coronary syn-
drome and post—percutaneous coronary intervention
populations, no significant differences in major adverse
cardiovascular events have been observed over follow-
up periods of up to three years [4—6]. In parallel, multi-
ple analyses demonstrate that this combination strategy
achieves LDL-C reductions comparable to high-inten-
sity statins and enables attainment of guideline-recom-
mended LDL-C targets in both stable coronary disease
and post-acute coronary syndrome settings [7, 8].
Importantly, metabolic safety distinguishes these two
approaches. High-intensity statin therapy has been con-
sistently associated with a higher risk of NO-T2DM,
confirming a dose-related dysglycemic effect [3]. Recent
individual participant data meta-analyses from the
Cholesterol Treatment Trialists’ Collaboration further
demonstrate that statin therapy is associated with a dose-
dependent increase in incident diabetes, with higher risk
observed with intensive-dose statin regimens, particu-
larly among individuals with predisposing metabolic risk
factors [9]. In contrast, pooled evidence from random-
ized trials and observational studies shows that mod-
erate-intensity statin plus ezetimibe is associated with
lower incidence of NO-T2DM, fewer treatment-limiting
adverse effects, and improved treatment adherence, par-
ticularly among patients with underlying metabolic risk
[5, 10, 11]. These findings are concordant with land-
mark trials such as IMPROVE-IT and RACING, which
demonstrated non-inferior cardiovascular outcomes,
effective LDL-C lowering, and superior tolerability with
combination therapy compared with high-intensity statin
regimens in high-risk ASCVD populations [12, 13]. The
observed balance between effective LDL-C lowering and
reduced diabetes risk underscores the potential value
of combination therapy in patients with overlapping
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cardiovascular and metabolic risk profiles. This approach
may be particularly relevant in individuals with predia-
betes, obesity, or metabolic syndrome, where treatment
decisions must simultaneously address both atheroscle-
rotic and glycemic outcomes.

While the available evidence is generally consistent,
several limitations should be considered. First, most stud-
ies have follow-up durations of up to three years, which
may not fully capture long-term cardiovascular and
metabolic outcomes. Second, variability in study popula-
tions, including differences in baseline cardiometabolic
risk profiles, may limit the generalizability of the findings.
In addition, residual confounding cannot be excluded in
observational analyses. Therefore, these findings should
be interpreted with appropriate caution.

Taken together, current evidence suggests that moder-
ate-intensity statin plus ezetimibe represents a clinically
effective and metabolically safer alternative to high-
intensity statin monotherapy for appropriately selected
patients, particularly those at elevated risk of diabetes.
These findings may help inform future guideline discus-
sions and support a more individualized, cardiometabolic
approach to lipid-lowering therapy. Nevertheless, further
long-term studies are needed to better define optimal
patient selection and to confirm these observations.
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