Editorials
For Hyperlipidemia, Go Where the Evidence
Takes You: Give a Statin and Nothing Else

When prescribing treatment for patients with hyperlipidemia, physicians have an important choice to make.
Although statins and nonstatins have been shown to
reduce low-density lipoprotein cholesterol levels, only
statins are known to effectively reduce all-cause mortality in men with coronary heart disease.1-4 The clear and
convincing evidence for this secondary prevention is com
pelling. Additionally, there is evidence for the use of statins
for primary prevention in patients with coronary risk factors and without established coronary heart disease.5
Conversely, nonstatins, such as bile acid sequestrants,
niacin, omega-3 fatty acids, and fibrates (including
fenofibrate [Tricor] and gemfibrozil [Lopid]), have
been shown to reduce cardiovascular mortality without
improving all-cause mortality.1,3
Fibrates are particularly worrisome because they have
been shown to increase mortality from noncardiovascular causes, based on results from a systematic review
of 15 trials (risk ratio = 1.13; 95% confidence interval,
1.01 to 1.27).3 This translates into one noncardiovascular death for every 132 patients treated for 4.4 years
(number needed to harm = 132). This was supported by
another systematic review of 12 trials involving 21,269
patients.1 Additionally, fibrates have not been shown
to be effective in secondary prevention of stroke, as
demonstrated in a systematic review of eight trials that
included approximately 10,000 patients.6
Studies evaluating the use of omega-3 fatty acids to
reduce cardiac and all-cause mortality have yielded
conflicting results. In a systematic review of 14 trials (of
primary and secondary prevention) involving 20,260
patients, omega-3 fatty acid use reduced cardiac and
all-cause mortality (risk ratio = 0.77; 95% confidence
interval, 0.63 to 0.94).3 The number needed to treat
was 86, which translates into one less death for every
86 patients treated for 1.9 years. Another systematic
review found that omega-3 fatty acids had no effect on
all-cause or cardiovascular mortality.7 However, this
review included a trial that followed 3,114 men with
angina who were advised to consume more fish or take
fish oil supplements; eat more fruits, vegetable, and oats;
both types of advice; or no advice.8 Compared with the
other three groups, the group advised to increase fish or
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fish oil consumption had a higher risk of cardiac mortality without a change in all-cause mortality over three to
nine years of follow-up.
Ezetimibe (Zetia), which inhibits cholesterol absorption, has yet to be studied for patient-oriented outcomes.
Although it has been shown to reduce cholesterol levels,
it is unknown whether it reduces mortality. One study
that examined carotid and femoral arterial intimamedia thickness found no difference between the combination of ezetimibe and simvastatin (Zocor), and
simvastatin alone.9
There is also a lack of evidence supporting the combination of statins and other agents compared with a higher
dosage of statins. A 2009 systematic review revealed
no difference in outcome or adverse events with either
strategy in patients with low-density lipoprotein cholesterol levels requiring more than introductory dosages
of statins to achieve the goals set by the National Cholesterol Education Program, Adult Treatment Panel III
(NCEP–ATP III).10 This review included a meta-analysis
of 14 trials including 6,275 patients. No statistically
significant difference in mortality was found (although
there were wide confidence interval boundaries) between
patients using various dosages and types of statins in
combination with ezetimibe, compared with patients at
high risk of coronary heart disease taking high-dosage
statin monotherapy (odds ratio = 0.61; 95% confidence
interval, 0.22 to 1.71). The authors concluded that there
was no firm evidence to show that combining a statin
with another agent (i.e., bile acid sequestrants, fibrates,
ezetimibe, niacin, or omega-3 fatty acids) improved
clinical outcomes (i.e., myocardial infarction, stroke, or
all-cause mortality) more often than high-dosage statin
monotherapy. These results demonstrate that maximal
statin dosages can provide the same benefit as combination therapy for primary prevention in high-risk patients,
avoiding the need for multidrug regimens.
Based on the current evidence, nonstatin therapy
has no role in the treatment of patients with coronary
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disease for secondary prevention of all-cause mortality, or in primary prevention for patients at high risk of
coronary heart disease. However, patients who develop
nonvascular complications from elevated triglyceride
levels or other serum lipids may benefit from nonstatin
therapy (e.g., fibrates to treat hypertriglyceride-induced
pancreatitis 11).
Only statins have patient-oriented evidence supporting their role in reducing all-cause mortality. The
NCEP–ATP III guidelines offer a nine-step approach
for reaching target lipid levels,12 but the application to
everyday practice is far simpler: If a patient with hyperlipidemia has coronary disease, prescribing a statin is the
obvious choice.
Address correspondence to Daniel L. Sontheimer, MD, MBA, at daniel.
sontheimer@coxhealth.com. Reprints are not available from the author.
Author disclosure: Nothing to disclose.
REFERENCES
1. Bucher HC, Griffith LE, Guyatt GH. Systematic review on the risk and
benefit of different cholesterol-lowering interventions. Arterioscler
Thromb Vasc Biol. 1999;19(2):187-195.
2. Ross SD, Allen IE, Connelly JE, et al. Clinical outcomes in statin treatment trials: a meta-analysis. Arch Intern Med. 1999;159(15):1793-1802.
3. Studer M, Briel M, Leimenstoll B, Glass TR, Bucher HC. Effect of

different antilipidemic agents and diets on mortality: a systematic
review. Arch Intern Med. 2005;165(7):725-730.
4. Walsh JM, Pignone M. Drug treatment of hyperlipidemia in women.
JAMA. 2004;291(18):2243-2252.
5. Brugts JJ, Yetgin T, Hoeks SE, et al. The benefits of statins in people without established cardiovascular disease but with cardiovascular risk factors:
meta-analysis of randomised controlled trials. BMJ. 2009;338:b2376.
6. Manktelow BN, Potter JF. Interventions in the management of serum
lipids for preventing stroke recurrence. Stroke. 2009;40:e622-623.
7. Hooper L, Thompson RL, Harrison RA, et al. Risks and benefits of
omega 3 fats for mortality, cardiovascular disease, and cancer: systematic review. BMJ. 2006;332(7544):752-760.
8. Burr ML, Ashfield-Watt PA, Dunstan FD, et al. Lack of benefit of dietary
advice to men with angina: results of a controlled trial. Eur J Clin Nutr.
2003;57(2):193-200.
9. Kastelein JJ, Akdim F, Stroes ES, et al; ENHANCE Investigators. Simvastatin with or without ezetimibe in familial hypercholesterolemia
[published correction appears in N Engl J Med. 2008;358(18):1977].
N Engl J Med. 2008;358(14):1431-1443.
10. Sharma M, Ansari MT, Abou-Setta AM, et al. Systematic review: comparative effectiveness and harms of combination therapy and monotherapy for dyslipidemia. Ann Intern Med. 2009;151(9):622-630.
11. Athyros VG, Giouleme OI, Nikolaidis NL, et al. Long-term follow-up of
patients with acute hypertriglyceridemia-induced pancreatitis. J Clin
Gastroenterol. 2002;34(4):472-475.
12. Grundy SM, Cleeman JI, Merz CN, et al.; National Heart, Lung, and
Blood Institute; American College of Cardiology Foundation; American
Heart Association. Implications of recent clinical trials for the National
Cholesterol Education Program Adult Treatment Panel III guidelines
[published correction appears in Circulation. 2004;110(6):763]. Circulation. 2004;110(2):227-239. ■

Connecting family physicians and employers.

AAFP CareerLink
Accessible 24/7, CareerLink connects family
physicians with employers from around the
nation. Search by geographic and professional
criteria in minutes.

www.AAFPCareerLink.org

