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Formulation of Treatment Recommendations
for Statins
To the Editor Drs Ridker and Wilson1 proposed that statin guide-
lines formulate treatment recommendations through consid-
eration of “… patient populations for whom clinical trials have
demonstrated benefit.” They failed to provide a clear defini-
tion of benefit. The authors cited approximately 20 random-
ized clinical trials; however, the measures of benefit varied
widely between some of these trials.

In addition, the vascular events terminology is insuffi-
ciently specific. Efficacy measures in randomized clinical
trials of statins often include outcomes that differ in their
clinical importance, ranging from death to clinician-driven
end points such as revascularization procedures and hospi-
talizations.

For example, in the Scandinavian Simvastatin Survival
Study (4S),2 in which participants with a history of coronary
heart disease were enrolled, the primary efficacy measure
was total mortality. In the Subcutaneous Heparin and Angi-
oplasty Restenosis Prevention (SHARP) trial,3 in which par-
ticipants with chronic kidney disease were enrolled, the
modified efficacy outcome was a broad composite of events
(ie, nonfatal myocardial infarction, coronary death, non-
hemorrhagic stroke, or any arterial revascularization proce-
dure). In fact, a reduction in revascularization procedures
contributed most to the statistically significant result in
SHARP.4 Even though total mortality was reduced in the 4S
trial (relative risk, 0.70 [95% CI, 0.58-0.85]; P < .001), this
was not the case in SHARP (rate ratio, 1.02 [95% CI, 0.94-
1.11]; P = .63).

Despite the qualitative differences in the benefit demon-
strated in these 2 clinical settings, Ridker and Wilson1 en-
dorsed statin therapy equally for patients with chronic kid-
ney disease as for patients with a history of coronary heart
disease. The authors suggested incorporation of the number
needed to treat metric into clinical decision making, but the
number needed to treat for which outcome?

Guidelines that use oversimplified and ambiguous refer-
ences to benefit or lack of benefit (without specification of the
efficacy measures tested in the relevant trials) are unlikely to
be usable by clinicians and patients. In our view, before guide-
line panels engage in interpretation and application of evi-
dence, they should first specify for guideline users a hierar-
chy of outcomes that is specific and transparent.5
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To the Editor The Viewpoint on formulation of statin guide-
lines by Drs Ridker and Wilson1 may have unintentionally im-
plied to the clinical community that it is acceptable to focus
on selected evidence over the totality of the evidence. Ridker
and Wilson’s example of trial-based recommendations for pri-
mary cardiovascular disease prevention includes subgroups
identified through only 6 trials; however, a recent Cochrane
Collaboration systematic review2 on the effect of statins for pri-
mary cardiovascular disease prevention identified 18 trials.

In concert with recommendations from the Institute of
Medicine, we favor using systematic reviews of the evidence
over evidence from individual trials to draw conclusions about
the effectiveness of an intervention.3 Systematic reviews have
a transparent, reproducible method that assesses the totality
of evidence on a topic, including the risk of bias in the iden-
tified studies, and synthesizes that information quantita-
tively, when appropriate, through meta-analyses. When clini-
cal practice guidelines use systematic reviews to support
recommendations, opportunities for bias are minimized.

We are encouraged that the US cholesterol guidelines will
incorporate systematic reviews,4 even though earlier guide-
lines did not. Similar to the authors, we believe that guide-
lines should be updated frequently to account for accrual of
new data, but we also argue that systematic review updates
provide the appropriate framework to do so.

Mark D. Huffman, MD, MPH
Shah Ebrahim, BM, BS, MSc, DM
Kay Dickersin, PhD

Author Affiliations: Northwestern University Feinberg School of Medicine,
Chicago, Illinois (Huffman); London School of Hygiene and Tropical Medicine,
London, England (Ebrahim); Johns Hopkins Bloomberg School of Public Health,
Baltimore, Maryland (Dickersin).

Corresponding Author: Mark D. Huffman, MD, MPH, Northwestern University
Feinberg School of Medicine, 680 N Lake Shore Dr, Ste 1400, Chicago, IL 60611
(m-huffman@northwestern.edu).

Letters

jama.com JAMA January 15, 2014 Volume 311, Number 3 305

Copyright 2014 American Medical Association. All rights reserved.

Downloaded From:  by a London Sch of Hygiene & Tropical Medicine User  on 01/19/2018



Copyright 2014 American Medical Association. All rights reserved.

Conflict of Interest Disclosures: The authors have completed and submitted
the ICMJE Form for Disclosure of Potential Conflicts of Interest. Dr Huffman
reported being a member of the Cochrane Heart Group US Satellite; receiving
grants from the National Heart, Lung, and Blood Institute and the World Heart
Federation’s Emerging Leaders program (through an unrestricted educational
grant from AstraZeneca, Eisenberg Foundation, and Initiative for Cardiovascular
Health in Developing Countries); receiving travel expenses from the Fogarty
International Center, the Fogarty International Clinical Research Fellowship
Support Center, and the American Heart Association International Science
Committee; and receiving the Scientific Therapeutic Initiative, Young
Investigators’ Award (via AstraZeneca). Dr Ebrahim reported being a member of
the Cochrane Heart Group and receiving support from the UK National Institute
for Health Research. Dr Dickersin reported being the director of the US
Cochrane Center; receiving grant funds from the National Eye Institute to
support the Cochrane Eyes and Vision Group; serving on the American College
of Cardiology writing committee to develop a health policy statement on data
transparency; serving on the American College of Cardiology/American Heart
Association Task Force on Practice Guidelines; and receiving travel expenses to
attend a workshop at which she contributed to a report (sponsored by the
National Heart, Lung, and Blood Institute) on cardiovascular disease
comparative effectiveness research.

1. Ridker PM, Wilson PW. A trial-based approach to statin guidelines. JAMA.
2013;310(11):1123-1124.

2. Taylor F, Huffman MD, Macedo AF, et al. Statins for the primary prevention of
cardiovascular disease. Cochrane Database Syst Rev. 2013;1:CD004816.

3. Institute of Medicine. Clinical Practice Guidelines We Can Trust. Washington,
DC: National Academies Press; 2011.

4. Gibbons GH, Shurin SB, Mensah GA, Lauer MS. Refocusing the agenda on
cardiovascular guidelines: an announcement from the National Heart, Lung, and
Blood Institute. Circulation. 2013;128(15):1713-1715.

In Reply We concur with Dr O’Sullivan and Ms Brown that only
those trials that use actual clinical outcomes should inform
practice. For the great majority of trials that we cited, the com-
mon end point was inclusive of myocardial infarction, stroke,
revascularization for unstable angina, or vascular death. How
one chooses to weight those outcomes is a matter of opinion,
and thus we differ somewhat from O’Sullivan and Brown in that
we believe a reduction in the need for angioplasty or bypass
surgery is a relevant benefit for patients.

By contrast, we firmly believe that studies based on sur-
rogate end points should have little if any role in guideline dis-
cussions. We respectfully disagree with Drs Huffman, Ebra-
him, and Dickersin that comprehensive is better than relevant
or that meta-analysis automatically trumps individual trial
data. The 6 studies evaluated in our analysis of primary pre-
vention include all trials ever conducted that address the fun-
damental hypotheses of whether or not statin therapy re-
duces hard clinical events in populations known at the baseline
evaluation to be free of cardiovascular disease.

We are surprised to learn that the Cochrane meta-
analysis of statins in primary prevention1 included not only
these core relevant studies but also analyzed studies in which
the trial’s primary aim was to address changes in surrogate end

points such as carotid thickness, low-density lipoprotein cho-
lesterol level, blood pressure, and bone density. Our omis-
sion of such trials was intentional, and we believe well within
the fundamental spirit of the Institute of Medicine recommen-
dation to rely on hard evidence and on the simple concept of
“what works and in whom?”2 We note that other high-quality
meta-analyses such as those routinely performed by the Cho-
lesterol Treatment Trialist Collaboration also elect to exclude
surrogate end point studies.

Surrogate end point trials tend to be of small sample size
and add virtually no power to the overall analysis. Thus, the
Cochrane approach comes to a similar conclusion as our ap-
proach, although we believe it puts an unfortunate distance
between the actual trial data and the clinician responsible for
patient care.
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CORRECTION

Incorrect Language: In the Original Investigation entitled “Association of Testos-
terone Therapy With Mortality, Myocardial Infarction, and Stroke in Men With Low
Testosterone Levels” published in the November 6, 2013, issue of JAMA (2012;
310[17]1829-1836. doi:10.1001/jama.2013.280386), incorrect language was used.
The fourth sentence of the Results section of the Abstract should read “At 3 years
after coronary angiography, the Kaplan-Meier estimated cumulative percentages
with events were 19.9% in the no testosterone therapy group vs 25.7% in the tes-
tosterone therapy group, with an absolute risk difference of 5.8% (95% CI, −1.4%
to 13.1%).” The fifth sentence in the third paragraph of the Results section, the sen-
tence should read “The Kaplan-Meier estimated cumulative percentages with events
among the no testosterone therapy group vs testosterone therapy group at 1 year
after coronary angiography were 10.1% vs 11.3%; at 2 years, 15.4% vs 18.5%; and
at 3 years, 19.9% vs 25.7.” This article has been corrected online.
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