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Statins and all-cause mortality in high-risk primary
prevention: a meta-analysis of 11 randomized controlled
trials involving 65,229 participants.
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BACKGROUND: Statins have been shown to reduce the risk of all-cause mortality among
individuals with clinical history of coronary heart disease. However, it remains uncertain whether
statins have similar mortality benefit in a high-risk primary prevention setting. Notably, all
systematic reviews to date included trials that in part incorporated participants with prior
cardiovascular disease (CVD) at baseline. Our objective was to reliably determine if statin therapy
reduces all-cause mortality among intermediate to high-risk individuals without a history of CVD.

DATA SOURCES: Trials were identified through computerized literature searches of MEDLINE
and Cochrane databases (January 1970-May 2009) using terms related to statins, clinical trials,
and cardiovascular end points and through bibliographies of retrieved studies.

STUDY SELECTION: Prospective, randomized controlled trials of statin therapy performed in
individuals free from CVD at baseline and that reported details, or could supply data, on all-cause
mortality.

DATA EXTRACTION: Relevant data including the number of patients randomized, mean duration
of follow-up, and the number of incident deaths were obtained from the principal publication or by
correspondence with the investigators.

DATA SYNTHESIS: Data were combined from 11 studies and effect estimates were pooled using
a random-effects model meta-analysis, with heterogeneity assessed with the 1(2) statistic. Data
were available on 65,229 participants followed for approximately 244,000 person-years, during
which 2793 deaths occurred. The use of statins in this high-risk primary prevention setting was
not associated with a statistically significant reduction (risk ratio, 0.91; 95% confidence interval,
0.83-1.01) in the risk of all-cause mortality. There was no statistical evidence of heterogeneity
among studies (1(2) = 23%; 95% confidence interval, 0%-61% [P = .23]).

CONCLUSION: This literature-based meta-analysis did not find evidence for the benefit of statin
therapy on all-cause mortality in a high-risk primary prevention set-up.
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