
1

PETITION TO THE NATIONAL INSTITUTES OF HEALTH

SEEKING AN INDEPENDENT REVIEW PANEL TO RE-EVALUATE

THE NATIONAL CHOLESTEROL EDUCATION PROGRAM GUIDELINES

September 23, 2004

Dr. Elias Zerhouni

Director, National Institutes of Health

Dr. Barbara Alving

Acting Director, National Heart, Lung and Blood Institute

Dr. James I. Cleeman

Director, National Cholesterol Education Program

Dear Sirs and Madam,

On July 12, 2004, the National Cholesterol Education Program of the National

Heart, Lung and Blood Institute issued updated recommendations for “cholesterol

management” 1 based on five studies released since the 2001 update of treatment

guidelines.

The new NCEP report lowers the threshold for considering statin therapy.

According to this report, people at moderately high risk of developing, but no previous

history of heart disease (“primary prevention”) and LDL-cholesterol levels between 100

and 129 mg/dL should now be offered the “therapeutic option” of cholesterol-lowering

therapy with a statin.  Similarly, statin therapy should now be offered to very high risk

patients, those who already have heart disease (“secondary prevention”), when their LDL

levels are between 70 and 100 mg/dL.  The new recommendations apply to both men and

women regardless of age.  Based on these new thresholds, millions more Americans now

fall within the eligibility criteria for statin therapy.

These recommendations have been criticized by some observers because the

initial report published in Circulation failed to disclose that eight of its nine authors have
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financial relationships with drug companies.2 These conflicts of interest were, therefore,

not included in most of the initial widespread media reports about the report and became

the primary focus of concern. Such conflicts certainly could affect authors’ judgment and

undermine public confidence in the report.  We urge NHLBI to avoid such conflicts in

the future. But like surrogate endpoints in clinical studies, the conflicts are a diversion

from the most important question:  Are these lower LDL targets justified by the scientific

evidence?

Even accepting the manufacturers’ interpretation of the data from their own

studies at face value (without access to the raw data), our analysis shows that several of

the NCEP’s recommendations are not supported by the latest evidence.  We recognize

that the studies we discuss below were underpowered to demonstrate statistically

significant effects in certain population sub-groups. Moreover, we do not argue that

controlled studies are needed to evaluate the effects of treatment regimens on every

imaginable sub-group, especially if it appears that the underlying biology is similar for all

sub-groups. But when the results for a sub-group run counter to the study as a whole, it is

not appropriate to conclude that the study has shown the proposed therapy has benefits

for that sub-group.

Therefore, we, the undersigned, are petitioning the NHLBI’s NCEP to create an

independent review panel free of conflicts of interest to review all the data in the five

studies that led to this recent update. It should also review the studies that led to the

original guidelines. If warranted, it should issue revised conclusions.

We believe the evidence does not support extending these guidelines to

women who are at moderately high risk of CVD (so-called “primary prevention”).

The 2001 guidelines cited six references3 as evidence that statins reduce the risk

of heart disease in moderately high risk women under the age of 65.4   Not one of the six

studies, however, provides significant evidence to support this claim.  In a later section,

the guidelines admitted that studies supporting this recommendation “generally are

lacking” (meaning they don’t exist), and that the recommendation “is based on

extrapolation of benefit from men of similar risk.”5
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Among the five new studies, only ASCOT specifically addresses the benefit of

statin therapy in women with multiple risk factors and no history of heart disease.6   In

this study, the women treated with atorvastatin developed 10 percent more heart disease

(not significant) than the women in the control group.   Therefore, there is still no

significant evidence from the “gold standard” of medical research, large randomized

clinical trials, showing that women who do not already have heart disease benefit from

taking a statin drug.

We believe the evidence does not support extending these guidelines to older

persons who are at risk of CVD (primary prevention).

For people above the age of 65 without heart disease, the 2001 guidelines cited

nine references to support the claim that stain therapy effectively reduces their risk of

developing heart disease.7   Again, not one of the nine studies provided significant

evidence that statins protect senior citizens without heart disease.

Among the latest five studies, only PROSPER looked specifically at this issue.8  It

included more than 3,000 people between the ages of 70 and 82 at elevated risk of, but

without, heart disease.  The latest NCEP report states that the results of the PROSPER

study “support the efficacy of statin therapy in older, high-risk persons without

established CVD.”   In fact, the evidence shows just the opposite.  Those treated with a

statin did not experience significantly fewer heart attacks and strokes. But they did

develop 25 percent more new cancers than the people in the control group (statistically

significant).  Although the published study does not divide the new cancer diagnoses into

primary- or secondary-prevention patients, it is worrisome that the risk grew each year a

statin was taken, so that by the fourth year of the study there was more than one

additional case of cancer for each 100 patients taking a statin for a year.

To downplay this increased cancer risk, the NCEP report relied upon the same

logic as the original PROSPER study: when its data are merged with data from previous

statin clinical trials in a meta-analysis, the increased cancer risk is reduced to

insignificance. However, this argument was flawed because it merges studies that

included younger populations (mean age < 60)9 with the PROSPER patients, who were

all 70 and above.
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We believe the evidence in the five latest clinical trials for extending these

guidelines to primary prevention of coronary heart disease in patients with diabetes

is mixed.

For diabetic patients, the new recommendations cite the Heart Protection Study’s

finding that statins significantly reduce the risk of heart disease, even among those

without heart disease.10  However, this ignores the three other studies under review that

found that statins did not provide significant benefit to people with diabetes.11 12 13

(Risk of fatal and non-fatal heart attack)

(Risk of heart attack or stroke)

Furthermore, taking the HPS findings at face value, one death was prevented each year

that 250 diabetic patients were treated with a statin.  For comparison, an observational

study reported that if 250 sedentary diabetic patients become physically active, four times

as many lives will be saved14—though the relative importance of statin therapy and

routine exercise was not mentioned in the NCEP recommendations.
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We believe that the results of the ALLHAT study did not show a benefit from

more than tripling the number of people taking statins (as recommended by the

2001 and 2004 NCEP updates)

In ALLHAT, patients at increased risk of heart disease were randomized to

receive statin therapy or to be treated by their regular doctor according to the community

standards of the mid-1990s.  Serendipitously, about 3 times as many people in the

treatment group as in the “regular care” group ended up on statin therapy — almost a

perfect test of the recommendation to triple the number of Americans taking statins that

was later made in the 2001 NCEP guidelines.

The results show that tripling the number of people taking statins (virtually in

accord with the recommendations of the 2001 NCEP recommendations) provides no

additional benefit—not to those older or younger, male or female, with or without

diabetes, with or without heart disease, and among those without heart disease, not to

those with LDL-cholesterol higher or lower than 130 mg/dL.  The only group that

derived any significant benefit from more statins was African-Americans, who had fewer

episodes of heart disease, but not fewer deaths.  In other words, the people in the

ALLHAT study treated in accord with the 2001 guidelines did no better than the people

who were treated more in accord with the 1993 guidelines. The ALLHAT study suggests

that treating an additional 25-30 million Americans with statins as suggested by the 2001

and latest NCEP recommendations will provide little, if any, benefit.  This evidence

certainly does not justify adding tens of billions of dollars to our annual health care

expenditures.

In petitioning for an independent review, we are not arguing that statins are not

helpful for many people with elevated risk of heart disease. However, there is strong

evidence to suggest that an objective, independent re-evaluation of the scientific evidence

from the five new studies of statin therapy would lead to different conclusions than those

presented by the current NCEP.

In this letter we have focused on the recommendations for primary prevention

because the discrepancies between the studies cited and the recommendations made are

so clear.  We also believe that the recommendations for secondary prevention should  be
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re-evaluated with particular attention to comparisons between the effectiveness of statins

compared to lifestyle changes and the number of patients that must be treated to help one

(so-called “number needed to treat” or NNT).

While the latest NCEP report, like the 2001 guidelines before it, notes that

lifestyle modification should be a first line of therapy to prevent heart disease, the sad

fact is that these recommendations are being largely ignored, partly because the

“experts,” many of whom have conflicts of interest through their relationships with statin

manufacturers, focus ever more attention on lowering cholesterol with expensive drugs.

The vast majority of heart disease can be prevented by adopting healthy habits.

The American people are poorly served when government-sanctioned clinical

recommendations, uncritically amplified by the media, misdirect attention and resources

to expensive medical therapies that may not be scientifically justified. Only an

independent review, totally free from conflicts of interest, can restore public confidence

by determining if that has happened in this case. We therefore request that you move

expeditiously to appoint such a panel and provide it with the resources needed to conduct

the review.

Sincerely,

John Abramson, MD
Clinical Instructor
Primary Care
Harvard Medical School

R. James Barnard, PhD
Professor
Dept of Physiological Science
UCLA

Henry C. Barry, MD, MS
Department of Family Practice
Michigan State University

Stephen Bezruchka MD, MPH
Senior Lecturer
International Health Program
Department of Health Services

Christopher Gardner, PhD
Assistant Professor of Medicine
Stanford University

Lee Green, MD, MPH
Department of Family Medicine
University of Michigan

Barry Groves, PhD
Independent researcher
Oxford, UK

Jerome R Hoffman, MA, MD
Prof. of Medicine / Emergency Med.
UCLA School of Medicine

Michael Jacobson, PhD
Executive Director

Marion Nestle, PhD
Paulette Goddard Prof. of
    Nutrition, Food Studies, &
    Public Health
New York University

Beverly Rockhill, PhD
Department of Epidemiology
University of North Carolina

Paul J. Rosch, MD, FACP
President
American Institute of Stress
Clinical Prof. of Medicine &
    Psychiatry
New York Medical College
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School of Public Health & Comm. Med.
University of Washington

Howard Brody, MD, PhD
University Distinguished Prof.
Michigan State University

David L. Brown, MD
Prof. of Medicine & Epidemiology
Albert Einstein College of Medicine
Director
Interventional Cardiology
Beth Israel Medical Center

T. Colin Campbell, PhD
Jacob Gould Schurman Prof. Emeritus
Nutritional Biochemistry
Cornell University

Joshua Chodosh, MD, MSHS
VA Greater L.A. Health System
Dept. of Research  & Development

Mark H. Ebell MD, MS
Deputy Editor
American Family Physician
Associate Professor
Michigan State University
Athens Primary Care, Athens, GA

Edward L. Fieg, DO
Chief
Emergency Services
74th Medical  Group
SGOPE Wright-Patterson USAF
    Medical Center

Linda French, MD
Associate Professor
Associate Chair for Clinical
    Services
Department of Family Practice
College of Human Medicine
Michigan State University

Ctr. for Science in the Public Interest

Joel M. Kauffman, PhD
Professor of Chemistry Emeritus
Dept. of Chemistry & Biochemistry
Univ. of the Sciences in
Philadelphia
Malcolm Kendrick, MbChB,
    MRCGP
Primary Care Physician
Bollington Health Centre
Cheshire, UK

Mitzi Krockover, MD
Senior Partner
Sokolov, Sokolov, Burgess
(former director, Iris-Cantor UCLA
    Women's Health Center)

Philip R Lee, MD
Consulting Professor
Program in Human Biology
Stanford University
Prof. of Social Medicine (Emeritus)
School of Medicine, UCSF

Joel Lexchin MD
Associate Professor
School of Health Policy and Mgmt.
York University

Susan Love, MD, MBA
Dr Susan Love Research Foundation

Jeffrey Mann, MD
Emergency Physician

Kilmer McCully, MD
Chief
Pathology & Laboratory Medicine
VA Medical Center Boston

Tanja Rundek, MD, PhD
Assistant Prof. of Neurology
Department of Neurology
Columbia University
Div. of Stroke and Critical Care

Kendra Schwartz, MD, MSPH
Director of Practice-based
    Research
Dept. of Family Medicine
Wayne State University

Morley C. Sutter, MD, PhD
Emeritus Professor
Univ. of British Columbia

Susan Troyan, MD
Beth Israel Deaconess Med. Ctr.
Harvard Medical School

Barbara Starfield, MD, MPH
Univ. Distinguished Professor
Johns Hopkins University &
    Medical Institutions

Michael Wilkes, MD, PhD
Vice Dean for Education
Professor of Medicine
School of Medicine
Univ. of California, Davis

James M. Wright, MD, PhD
Professor
Dept. of Pharmacology &
    Therapeutics and Medicine
Univ. of British Columbia

Margo N. Woods, DSc
Associate Prof. of Medicine
Dept. of Family Medicine and
    Community Health
Tufts University
School of Medicine

CC: Rose Marie Robertson, M.D.
Chief Science Officer
American Heart Association

Sheila C. Strand
Director of Communications
American College of Cardiology
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To correspond, please contact:
Merrill Goozner
Director, Integrity in Science Project
Center for Science in the Public Interest
1875 Connecticut Ave. NW #300
Washington, DC 20009
(202) 777-8374
mgoozner@cspinet.org
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Sen. Susan M. Collins (ME)
Chairwoman, Committee on Government
Affairs

Sen. Joseph I. Lieberman (CT)
Ranking Member, Committee on
Government Affairs

Sen. Judd Gregg (NH)
Chairman, Committee on Health,
Education, Labor and Pensions

Sen. Edward M. Kennedy (MA)
Ranking Member, Committee on Health,
Education, Labor and Pensions

Rep. Joe Barton (TX)
Chairman, Committee on Energy and Commerce

Rep. John D. Dingell (MI)
Ranking Member, Committee on Energy and
Commerce

Rep. Tom Davis (VA)
Chairman, Committee on Government Reform

Rep. Henry A. Waxman (CA)
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Reform
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