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Stain is commonly used in subjects with diabetes for both pri-
mary and secondary prevention of cardiovascular diseases
(CVDs) [1,2]. It is even recommended by the American Dia-
betes Association to be added to lifestyle therapy regardless of
the baseline lipid levels for diabetic patients aged >40 years,
even if they have no overt CVD [3], and recent guidelines from
the American College of Cardiology and the American Heart
Association states that statin therapy should be initiated and
maintained for the primary prevention for CVD in adults 40
to 75 years of age with diabetes mellitus, regardless of their CVD
risk if their low density lipoprotein cholesterol (LDL-C) level
is 270 mg/dL [4].

The possibility of primary prevention of CVD with statin
therapy for diabetic subjects with a high CVD risk has been
well elucidated [1,5,6]. Collaborative Atorvastatin Diabetes
Study (CARDS) [1] was a large randomized controlled trial
aimed to show the efficacy of statin for the primary prevention
of CVD in subjects with type 2 diabetes who had at least one
or more of CVD risk factors, but the study terminated 2 years
earlier than expected. This was because the statin group showed
a superior risk reduction than expected: CVD event reduction
of 37% (95% confidence interval [CI], -52 to -17) in statin group
[1]. However, there are still insufficient evidence to show the
effect of statin for the primary prevention of CVD in diabetic
patients with a low risk.

There have been claims that statins should be used with
caution for the primary prevention in subjects with low CVD

risk [7,8]. Furthermore, statin therapy has been reported to be
associated with myopathy, elevated liver enzyme concentration,
and incident diabetes mellitus [9,10]. However, recent meta-
analysis of Cholesterol Treatment Trialists’ (CTT) collabora-
tors showed an overall relative risk reduction of major vascular
events of 21% (relative risk, 0.79; 95% CI, 0.77 to 0.81) per 1
mmol/L reduction of LDL-C with statin; these benefits were
similar in people with a lower CVD risk [11]. Subjects with
less than 5% of CVD risk also showed a significant risk reduc-
tion of about 40% per 1 mmol/L reduction of LDL-C with
statin [11]. In addition, Justification for Use of statins in Pre-
vention: an Intervention Trial Evaluating Rosuvastatin (JUPI-
TER) [12] showed that statin decreased the rate of CVD in
healthy men and women with LDL-C level <130 mg/dL.

Although CTT and JUPITER was not performed exclusive-
ly in diabetic patients, their results might be implicated with
diabetic subjects with a low CVD risk. Moreover, diabetes is
an important risk factor for CVD and is considered as an equiv-
alent to coronary artery disease [13]. Reductions in CVD out-
comes were greatest in people with high baseline CVD risk
[10]. Nonetheless, subgroup analysis from the meta-analysis
of CTT reported that statin could reduce CVD events in sub-
jects with diabetes regardless of their baseline CVD risk or
baseline LDL-C [6].

Lee et al. [14] reported that statin discontinuation could be
considered based on the pretreatment lipid profiles, especially
for subjects with baseline LDL-C less than 123 mg/dL. How-
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ever, considering that statin therapy is not for reducing LDL-C
itself but for reducing CVD risk, their results should be inter-
preted carefully to make the decision whether statin should be
continued or not. As the authors mentioned, the effect of stop-
ping statin on future CVD risk in diabetic patients with a low
CVD risk remains to be elucidated.

There have been obvious concerns on the cost-effectiveness
of primary prevention of CVD with statin in diabetic subjects
with a low CVD risk. CARDS applied the United Kingdom
Prospective Diabetes Study risk engine for their study popula-
tion to predict the probability of a CVD event for each CARDS
patient and showed that the incremental cost-effectiveness ra-
tio was £5,983 per event-free year for subjects with a low CVD
risk and £2,077 per event-free year for subjects with a high CVD
risk [15]. In addition, other issues such as feasibility and desir-
ability should be considered to treat the majority of diabetic
patients aged >40 years and the role of alternative public health
strategies to lower blood cholesterol.

In conclusion, the use of statins for the primary prevention
in diabetic subjects with a low CVD risk remains suspensive in
its cost-effectiveness. Considering the high risk of CVD in dia-
betic patients compared to non-diabetic individuals, further
studies to elucidate whether statin therapy should be started
and maintained for diabetic subjects with a low CVD risk should
be performed.
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