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KEY POINTS

e Adverse cognitive effects such as amnesia, concentration difficulties, confusion, and
other complaints have been reported and attributed to statins in the lay press, the scien-
tific literature, and by the US Food and Drug Administration (FDA) by way of spontaneous
reports.

e Spontaneous reports from the FDA’s Adverse Event Reporting System do not allow
appropriate causality assessment.

e The weight of the evidence to date does not support the position that statins have a pro-
pensity to meaningfully or commonly contribute to adverse cognitive effects.

¢ Clinicians should not dismiss patient-reported cognitive effects. A thorough assessment
should be conducted to rule out other potential causes.

e Baseline assessment of cognition before initiating a statin drug is not recommended at
this time.
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INTRODUCTION

Since the approval of the first statin, lovastatin, on September 1, 1987 by the United
States Food Drug Administration (FDA)," statins have revolutionized the primary and
secondary prevention of atherosclerotic cardiovascular disease. A series of meta-
analyses by the Cholesterol Treatment Trialists (CTT) summarizes the clinical trials
evidence and documents significant reductions in nonfatal myocardial infarction and
coronary death; fatal and nonfatal stroke; coronary revascularizations; coronary mor-
tality; and, importantly, in total mortality with statin therapy.? Statin benefits in these
trials were proportional to the degree of reduction in low-density lipoprotein choles-
terol levels in post-hoc analyses, were seen in patients across the spectrum of cardio-
vascular risk, and were largely independent of the baseline lipid profile.>~* Absolute
risk reductions were greater in high-risk versus low-risk subjects.? In high-risk sub-
jects with coronary disease, high-intensity statin therapy provides incremental bene-
fits compared with moderate-intensity statin therapy.®

Despite these well-documented benefits, statins in general and high-intensity
statins in particular remain underused. The most recent report based on the National
Health and Nutrition Survey reveals that in 2011 to 2012, 29% of individuals with diag-
nosed cardiovascular disease and 37 % of those with diabetes did not report using any
lipid level-lowering medications.® This underuse is in part driven by concerns among
clinicians and patients about statin safety. In the CTT meta-analyses, there was no in-
crease in cancer incidence. Subsequent analyses of the clinical trials database
showed an increase in the incidence of diabetes mellitus with statin use.” Statin myop-
athy is also well described, although the true incidence is a matter of controversy.®°
Both statin-induced diabetes and statin myopathy seem to be related to the intensity
of statin therapy.®°

Statin benefits and risks were carefully considered in the 2013 American College of
Cardiology/American Heart Association Cholesterol Treatment Guidelines, which
concluded that benefits outweigh risks for the 4 statin benefit groups and individuals
with a risk of future cardiovascular events of more than 7.5% over the next 10 years,
but the guidelines also emphasize the importance of individual benefit/risk discussions
during the clinician-patient encounter.'®

More recently, data from 2 randomized trials, 1 challenge-dechallenge study, and
multiple case reports have suggested a potential association between statins and
cognitive impairment.’™ 2 In 2012, the FDA extended the warning section of statin
labels to include a statement that statin use may contribute to “...notable, but ill
defined memory loss or impairment that was reversible upon discontinuation of statin
therapy.”'® The FDA stated that the data on which this statement was predicated did
not suggest these cognitive changes to be common, or that they lead to clinically sig-
nificant cognitive decline or impairment. Because statin drugs are widely used, these
potential side effects need to be carefully considered and put in the context of avail-
able scientific evidence as well as the established benefits of statins.

COGNITIVE IMPAIRMENT DEFINED AND IMPLICATIONS FOR IATROGENESIS

Cognition can be generally described under 4 domains: executive function, memory,
language, and visuospatial ability. The risk-benefit profile of statins in relation to cogni-
tive impairment is best considered with knowledge of the spectrum of cognitive disor-
ders. Cognitive impairment can be defined as impairment in any of the aforementioned
domains. Mild cognitive impairment (MCI) is a state between normal cognition and de-
mentia, the latter being defined as cognitive impairment involving 2 domains and being
sufficiently severe to interfere with daily activities and leading to a progressive loss of
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