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Evidence has accumulated over the past 2 years to suggest that bigger statins are better than little statins.  This superiority exists in comparisons of studies in hypertension, in the elderly, in acute coronary syndromes, and in studies with surrogate endpoints directly comparing one statin to another.  The mechanism accounting for the superiority of big statins may be their superior LDL-cholesterol lowering, but may also involve larger reductions in CRP, or other mechanisms.

Clinical Trials in Hypertension

Both ASCOT and ALLHAT-LLT randomized approximately 10,300 high-risk hypertensive patients to either a statin or to a control group.  ASCOT, with atorvastatin 10 mg/day versus placebo, was stopped by the DSMB after 3.3 years because of a statistically significant reduction in the primary endpoint, CHD death and nonfatal MI; stroke was also reduced.  ALLHAT-LLT, with pravastatin 40 mg/day versus usual care, continued for a mean of 4.8 years without a reduction in the primary endpoint, all-cause mortality, and without significant reductions in other endpoints either.

Clinical Trials in the Elderly

In the Heart Protection Study, simvastatin 40 mg/day reduced coronary vascular events, stroke and revascularization procedures, all by approximately 25%.  Due to the size of the trial and the large number of events, these point estimates are quite accurate.  Patients who were older than age 75 when the trial began got as much risk reduction as did younger patients.  In PROSPER, a trial of 5,804 elderly patients randomized to pravastatin or placebo for a mean follow-up of 3.2 years, the primary endpoint of coronary death + nonfatal MI + stroke was significantly reduced, but only by 15%, and there was no reduction in stroke.

Clinical Trials in Acute Coronary Syndromes

In MIRACL, 16 weeks of treatment with atorvastatin 80 mg/day significantly reduced coronary events, by 16% compared to placebo, in a population of 3,086 patients with unstable angina or non-Q wave MI.  The FLORIDA and PACT trials, with fluvastatin and pravastatin respectively, showed no significant reductions in events in patients with recent acute coronary syndromes.  In the recently published A to Z Trial, aggressive treatment with simvastatin after an acute coronary syndrome showed only a favorable trend compared to more conservative simvastatin treatment.

Clinical Trials with Surrogate Endpoints

In ASAP, atorvastatin 80 mg/day improved carotid intima medial thickness over 2 years compared to simvastatin 40 mg/day in 325 subjects with heterozygous FH.  In ARBITER, atorvastatin 80 mg/day improved carotid IMT over 1 year compared to pravastatin 40 mg/day in 161 patients.  In REVERSAL, atorvastatin 80 mg/day halted progression of coronary plaque volume as measured by intracoronary ultrasound, whereas pravastatin 40 mg/day was associated with significant coronary progression.

The Toward New Targets (TNT) Trial, to be published next year, compares the effects of 80 versus 10 mg/day of atorvastatin in 10,003 patients with documented coronary disease followed for approximately 5 years.  The mean LDL-cholesterol level in the high-dose group will be 75-80 mg/dL, compared to approximately 100 mg/dL in the low-dose group.

