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Editorial

Health Policy on Blood Cholesterol

Time to Change Directions

Stephen B. Hulley, MD, MPH; Judith M.B. Walsh, MD, MPH;
and Thomas B. Newman, MD, MPH

cholesterol and subsequent mortality has been
reported in many studies over the past two
decades.-3 The right-hand limb of the U is the well
known higher risk of death from coronary heart disease
(CHD) at higher levels of blood cholesterol; this posi-
tive association, shown in clinical trials to be causal and
reversible, is the cornerstone of U.S. policies directed at
lowering high blood cholesterol.# The left-hand limb of
the U is the higher risk of deaths from non-CHD causes
at lower levels of blood cholesterol; the basis for this
negative association remains poorly understood, and its
implications for health policy have received inadequate
attention.>¢
This issue of Circulation contains a report on the 1990
National Heart, Lung, and Blood Institute Conference
on Low Blood Cholesterol: Mortality Associations that
presents a statistical overview of available cohort stud-
ies. The unprecedented size of the study (68,406 deaths)
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provides a unique opportunity to examine cause-specific
mortality at the low end of the cholesterol distribution
in both sexes. In the women, moreover, there are
unexpected findings pertaining to the right-hand, high
cholesterol limb.

Low Blood Cholesterol and
Noncardiovascular Deaths

Beginning with the left-hand limb, the study finds a
significantly increased risk of noncardiovascular death
in both men and women with total cholesterol levels
below 160 mg/dl for a surprisingly large and diverse set
of causes. In round numbers, such men had a 20%
higher age-adjusted rate of cancer deaths than those
with cholesterol levels between 160 and 199 as well as a
40% higher rate of noncardiovascular noncancer
deaths; the latter included increased rates of injury
deaths (by 35%), respiratory system deaths (by 15%),
digestive system deaths (by 50%), and “other” causes of

g U-shaped association between the level of blood
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death (by 70%). The respiratory and digestive system
death rates showed a graded response throughout the
cholesterol distribution, which continued to decline
with increasing cholesterol levels above 200 mg/dl.
Among women, the patterns of the association between
low blood cholesterol and increased rates of various
causes of noncardiovascular deaths were similar to
those in men, except that the excess in cancer mortality
was smaller (about 5%).

What is the explanation for the association between
low cholesterol and higher risk of death? Among the
five possibilities,? chance is extremely unlikely at the
probability values reported. Bias, or experimental error,
is also an unlikely explanation with such hard end points
and high-quality studies. Two statistical sources of bias
that are undoubtedly present but do not explain the
findings are competing mortality and regression dilution
bias. Competing mortality —the fact that if low choles-
terol is associated with a low rate of cardiovascular
deaths, then more people with low cholesterol will be
available to die from other causes—can only have a
trivial effect when the large majority (in this case 90%)
of the cohort is still alive. Regression dilution bias — the
underestimate in the strength of an association caused
by random error8—means that the true associations
between low blood cholesterol and mortality in the
population are actually even larger than the effect sizes
noted in the pooled sample.

The third possibility, effect-cause, has been the favor-
ite until now. Many experts have held, for example, that
preclinical cancer already present in some individuals at
the time of the blood cholesterol measurement may
have lowered the cholesterol level.23 Effect-cause, how-
ever, is not likely to explain many of the low-cholesterol
associations, because the conference report analyses
excluded deaths occurring during the first 5 years after
the cholesterol measurement, and a recent report on
the largest single cohort has shown the excess in many
categories of noncardiovascular deaths—cancer of the
lung and liver, pulmonary disease, cirrhosis, and sui-
cide —to continue undiminished for 12 years after the
cholesterol measurement.® Moreover, effect-cause
makes little biological sense for the observed excess of
acute causes of death such as stroke or trauma.

The two remaining explanations, as noted in the
conference report, are confounding and cause-effect.
Obviously, it is vitally important to know which of these
is operating, but at present our ability to make this
distinction is limited.
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Confounding would be present if the association
between the predictor variable of interest (blood cho-
lesterol) and the outcome (mortality) were a result of
both factors being related to a third, confounding factor.
Alcohol intake, for example, might both lower blood
cholesterol level and be a cause (either directly or
through lifestyle companions like cigarette smoking and
depression) of cancer, pulmonary disease, cirrhosis, and
suicide. The conference report examined this possibility
by stratification—looking separately at nondrinkers,
light drinkers, and moderate-to-heavy drinkers—and
found that low blood cholesterol had similar associa-
tions with noncardiovascular mortality in all three
strata. Similarly, the associations were present after
adjusting for age, blood pressure, body mass indext, and
cigarette smoking. It remains possible that improved
measurements of these potential confounders would
produce different results (e.g., through a better ability
to separate out the heavy drinkers); that these potential
confounders do explain some of the individual cause-
specific associations within the overall noncardiovascu-
lar mortality outcome that was examined by stratifica-
tion; or that other confounders, which were not studied,
might have been operating (e.g., socioeconomic status).
A recent report from the Whitehall Study'® indicates
that lower socioeconomic status and health state at
baseline may partly explain the association between low
blood cholesterol and respiratory deaths and suggests
that better measures of these phenomena might have
more completely explained the association. The White-
hall Study was too small to examine most of the
cause-specific associations between low blood choles-
terol and mortality noted in the conference report.

A second strategy for distinguishing between con-
founding and cause-effect is to consider other lines of
evidence that contribute to causal inference. Random-
ized blinded trials are the best such evidence because
the role of confounders, whether measured or not, is
limited to chance maldistributions that are taken into
account in the tests of statistical significance. The
randomized trials of cholesterol interventions are sum-
marized briefly in the conference report and examined
in detail elsewhere.-17 Alarmingly, meta-analysis of
primary prevention trials reveals higher rates of noncar-
diovascular deaths in men receiving active treatment to
lower their blood cholesterol level; these increases are
statistically significant for both injury and cancer mor-
tality. Although this finding is not present in the sec-
ondary prevention trials,!318 statistically significant re-
sults in randomized trials strongly suggest causality.

Interventions that change blood cholesterol from
high to moderate levels might well influence disease
rates through biological mechanisms that differ from
those responsible for the effects of native low blood
cholesterol levels in people who have not received an
intervention. Therefore, despite the superficial similar-
ities (increased rates of dying from cancer and injuries)
between the clinical trial findings and the epidemiolog-
ical findings, the two sets of results may be unrelated.
The clinical trial findings may represent adverse effects
of drugs, especially the fibric acid derivatives clofibrate
and gemfibrozil, more than effects of dietary interven-
tion.’4 The epidemiological findings of higher death
rates from various causes in those with cholesterol levels
below 160 mg/dl are probably a mixed bag, due to
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confounding, partly to effect-cause, and partly to cause-
effect through mechanisms to be clarified.19-22

High Blood Cholesterol and Cardiovascular
Deaths in Women

Before considering policy implications, we will turn to
a second major finding in the conference report. The
right-hand limb of the cholesterol-total mortality curve
is almost flat in women; Figure 1 and Table 3 of the
report show that among women high blood cholesterol
is not associated with all-cause mortality nor even with
cardiovascular mortality.

This surprising observation is explained partly by the
fact that cardiovascular deaths are comprised not only
of deaths caused by CHD but also of those caused by
other vascular diseases, including stroke. Looking just at
CHD mortality (in Table 6 of the Jacobs et al confer-
ence report and in a meta-analysis by Manolio et al?
from another recent National Institutes of Health con-
ference) reveals the expected positive association; the
risk ratio is almost as large for middle-aged women as it
is for middle-aged men. Neither of these reports exam-
ines the relation between blood cholesterol and stroke,
but other studies have established the existence of a
significant negative association between the blood cho-
lesterol level and risk of death from hemorrhagic stroke
in men2+25 and in women.2* Hemorrhagic stroke, al-
though much less common than CHD in both sexes,
makes up a higher proportion of the total cardiovascular
deaths in women because of their lower CHD rates.26

Therefore, in middle-aged men the negative associa-
tion between blood cholesterol and hemorrhagic stroke
death is numerically less important than the positive
association with CHD death.2s However, in middle-aged
women it may be that this negative association (perhaps
combined with negative associations for other compo-
nents of cardiovascular death) has a substantial impact
on the association between high blood cholesterol and
overall cardiovascular death rates. This has implications
for policy decisions on preventing cardiovascular dis-
ease in women.

We are coming to realize that the results of cardio-
vascular research in men, which represents the great
majority of the effort thus far, may not apply to women.
Although the proportion eventually dying of CHD is
similar in the two sexes, the disease occurs 7-10 years
later in women than in men. Low high density lipopro-
tein cholesterol may be a stronger risk factor and high
low density lipoprotein (LDL) cholesterol a weaker risk
factor in women than in men.?’” The attenuation of the
strength of the cholesterol-CHD association in the
elderly may be more pronounced in women than in
men.2 Blood cholesterol appears to be a risk factor for
CHD recurrence or death among women who already
have CHD, as it is in men.28 However, almost all of the
cholesterol-lowering intervention trials have been car-
ried out in men. In women, we are limited to studies of
intermediate outcomes, angiographic studies that have
shown regression in atherosclerotic lesions after lower-
ing LDL cholesterol levels among women with familial
hypercholesterolemia.?®

Conclusions

In summary, the field of cardiovascular disease epi-
demiology has recently been enriched by two new
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bodies of evidence that have non-CHD deaths as out-
comes of interest: one in the arena of observational
cohort studies and the other in the arena of randomized
clinical trials. Both bodies of evidence are based on
meta-analyses that combine eligible studies to produce
enough power for examining cause-specific mortality
patterns. The findings call into question policies built
over the past several decades on evidence that focussed
only on CHD as the outcome. We are led to three
conclusions: two related to the cohort study findings and
one to the clinical trial findings.

First Cohort Study Finding

There is an association between low blood cholesterol
and noncardiovascular deaths in men and women. There
is no longer any doubt that the 6% of middle-aged
adults with cholesterol values below 160 mg/dl are at
increased risk of dying from a variety of causes, which
includes lung cancer, other noncolon cancers, respira-
tory disease, digestive disease, trauma, hemorrhagic
stroke, and other residual causes. While we await
evidence on the causal basis for each of these associa-
tions (which probably differs for the different out-
comes), it may be time to review national policies aimed
at shifting the entire population distribution of blood
cholesterol to the left.> A cholesterol-lowering diet may
not be prudent® for those adults whose cholesterol
levels place them on the left-hand limb of the total
mortality U.

Second Cohort Study Finding

There is no association between high blood cholesterol
and cardiovascular deaths in women. In contrast with the
evidence for men, there is a surprising absence of
association between high blood cholesterol and cardio-
vascular deaths in women. It appears that this is partly
caused by a negative association between blood choles-
terol and hemorrhagic stroke deaths, which counterbal-
ances the positive association between blood cholesterol
and CHD deaths (which are less numerous in women
than in men among the middle-aged). While the causal
basis for these phenomena. The sex difference calls into
question the general practice of extrapolating to women
the findings from epidemiological studies and clinical
trials in men. With the exception of those who already
have coronary disease or other reasons for being at a
comparable very high risk of CHD death, it no longer
seems wise to screen for and treat high blood choles-
terol in women.

Randomized Trial Finding

Primary prevention trials of cholesterol intervention
reveal an increase in non-CHD death rates that is similar
in magnitude to the decrease in CHD death rates. 1t is only
in secondary prevention trials of patients at high risk
because they already have coronary disease that bene-
ficial effects of cholesterol intervention on mortality
have been observed. For primary prevention in patients
who do not yet have manifestations of coronary disease
(or other reasons for being at a comparable very high
risk of CHD death), it now seems unwise to treat high
blood cholesterol with drugs.

This last conclusion fits with the Canadian policy of
not screening or treating high blood cholesterol in
young adults, which is based on the very poor cost-

effectiveness of doing so in this low-risk segment of our
population.31:32 It also fits with a growing set of recom-
mendations by other experts.14.16:33-35

These three conclusions indicate the need for a
change in direction for cholesterol policy. Efforts to
identify and treat people with high blood cholesterol
have been gaining momentum for several decades and
have now reached the point that some experts recom-
mend screening and treatment for blood cholesterol in
children. The new evidence on non-CHD causes of
death makes it clear that this pediatric policy is un-
wise!%¢ and indicates that we should draw back from
universal screening and treatment of blood cholesterol
for primary prevention in adults as well.

This change in direction —limiting cholesterol screen-
ing and intervention to the minority in our population
for which the benefits clearly predominate over the
harms (those with coronary disease or other reasons for
being at a comparable very high risk of CHD death) —
will not be easy. However, a willingness to be patient
while we sort out the causal basis for the increases in
non-CHD deaths rests on firm ethical grounds. The
overriding ethical obligation is to do no harm. Particu-
larly when considering the long-term use of drugs for
people who are in good health, the burden of proof falls
on the proponents of the intervention.'43738 We need
now to pull back our national policies directed at
identifying and treating high blood cholesterol in the
primary prevention setting and put on hold well-meant
desires to intervene while we await convincing evidence
that the net effects will be beneficial.

References

1. International Collaborative Group: Circulating cholesterol level
and risk of death from cancer in men aged 40-69 years: Experience
of an international collaborative group. JAMA 1982;248:2853-2859

2. Rose G, Shipley MJ: Plasma lipids and mortality: A source of
error. Lancet 1980;1:523-526

3. Sherwin R, Wentworth D, Cutler J, Hulley S, Kuller L, Stamler J:
Serum cholesterol levels and cancer mortality in 361,662 men
screened for the MRFIT. JAMA 1987;257:943-948

4. NCEP Expert Panel: Report of the National Cholesterol Educa-
tion Program Expert Panel on Detection, Evaluation, and Treat-
ment of High Blood Cholesterol in Adults. Arch Intern Med 1988;
148:36-69

5. Frank JW, Reed DM, Grove JS, Benfante R: Will lowering pop-
ulation levels of serum cholesterol affect total mortality? J Clin
Epidemiol 1992;45:333-346

6. Hlatky MA, Hulley SB: Plasma cholesterol: Can it be too low?
Arch Intern Med 1981;141:1132

7. Hulley SB, Cummings SR: Designing Clinical Research. Baltimore,
Md, Williams & Wilkins Co, 1988, pp 98-109

8. Davis C, Rifkind B, Brenner H, Gordon D: A single cholesterol
measurement underestimates the risk of CHD. JAMA 1990;264:
3044-3046

9. Neaton J, Blackburn H, Jacobs D et al: Serum cholesterol level
and mortality: Findings for men screened in the MRFIT. Arch Int
Med 1992;152:1490-1500

10. Smith GD, Shipley MJ, Marmot MG, Rose G: Plasma cholesterol
concentration and mortality: The Whitehall Study. JAMA 1992;
267:70-76

11. Newman TB, Browner WS, Hulley SB: Childhood cholesterol
screening: Contraindicated. JAMA 1992;267:100-101

12. Muldoon M, Manuck S, Matthews K: Lowering cholesterol con-
centrations and mortality: A quantitative review of primary pre-
vention trials. Br Med J 1990;301:309-314

13. Holme I: An analysis of randomized trials evaluating the effect of
cholesterol reduction on total mortality and CHD incidence. Cir-
culation 1990;82:1916-1924

14. Smith GD, Pekkanen J: Should there be a moratorium on the use
of cholesterol lowering drugs? Br Med J 1992;304:431-434


http://circ.ahajournals.org/

8T0Z ‘Tz aunr uo 159nb Aq /61o°sfeulno feye-a419//:dny wiol) papeoumoq

15.

16.

17.

18.

19.

21.

22.

23.

24.

25.

26.

Yusuf S, Furberg C: Single factor trials: Control through life-style
changes, in Olsson AG (ed): Atherosclerosis. New York, Churchill
Livingstone, Inc, 1987, pp 389-391

Silberberg JS, Henry DA: The benefits of reducing cholesterol
levels: The need to distinguish primary from secondary prevention.
Med J Aust 1991;155:665-674

Rossouw J, Lewis B, Rifkind B: The value of lowering cholesterol
after myocardial infarction. N Engl J Med 1990;323:1112-1119
Rossouw JE, Canner PL, Hulley SB: Deaths from injury, violence,
and suicide in secondary prevention trials of cholesterol lowering.
(letter) N Engl J Med 1991;325:1813

Engelberg H: Low serum cholesterol and suicide. Lancet 1992;339:
727-728

. Jacobs DR: Why is low blood cholesterol associated with risk of

nonatherosclerotic disease death? Annu Rev Public Health (in
press)

Katz AM: Cholesterol and violent death. J Mol Cell Cardiol 1991,
23:1343-1344

Mason RP, Herbette LG, Silverman DI: Can altering serum cho-
lesterol affect neurologic function? J Mol Cell Cardiol 1991;23:
1339-1342

Manolio TA, Pearson TA, Wenger NK, Barrett-Connor E, Payne
GH, Harlan WR: Cholesterol and heart disease in older persons
and women: Review of an NHLBI workshop. Ann Epidemiol 1992;
2:161-176

Ueshima H, Lida M, Shimamoto T, Konishi M, Tsujioka K, Tani-
gaki M: Eight-year follow-up study of framing villages in Akita,
Japan. Prev Med 1980;9:722-740

Iso H, Jacobs DR, Wentworth D, Neaton JD, Cohen J: Serum
cholesterol levels and six-year mortality from stroke in 350,977
men screened for the MRFIT. N Engl J Med 1989;320:904-910
U.S. Bureau of Census: Statistical Abstract of the US, ed 110.
Washington, DC, US Government Printing Office, 1990

Hulley et al

27.

29.

30.
31.

32.
33.
34
35.
36.
37.
38.

Health Policy on Blood Cholesterol 1029

Bush TL, Barrett-Connor B, Cowan LD et al: Cardiovascular
mortality and noncontraceptive use of estrogen in women: Results
from the Lipid Research Clinics Program Follow-up Study. Circu-
lation 1987;75:1102-1109

. Wong ND, Wilson PWF, Kannel WB: Serum cholesterol as a

prognostic factor after myocardial infarction: The Framingham
Study. Ann Int Med 1991;115:687-693

Kane JP, Malloy MJ, Ports T, Phillips NR, Kiehl JC, Havel RJ:
Regression of coronary atherosclerosis during treatment of famil-
ial hypercholesterolemia with combined drug regimens. JAMA
1990;264:3007-3012

Froom J, Froom P: “Prudence” in di
44:1127-1130

Goldman L, Weinstein M, Goldman P, Williams L: Cost-effectiveness
of HMG-CoA reductase inhibition for primary and secondary pre-
vention of CHD. JAMA 1991;265:1145-1151

Toronto Working Group: Asymptomatic hypercholesterolemia: A
clinical policy review. J Clin Epidemiol 1990;43:1029-1121

Criqui MH: Cholesterol, primary and secondary prevention, and
all-cause mortality. Ann Intern Med 1991;115:973-976

Garber A: Where to draw the line against cholesterol. Ann Int Med
1989;111:625-627

Oliver MF: Doubts about preventing CHD. Br Med J 1992;304:
393-395

Newman T, Browner W, Hulley S: The case against childhood
cholesterol screening. JAMA 1990;264:3039-3043

Brett AS: Psychologic effects of the diagnosis and treatment of
hypercholesterolemia. Am J Med 1991;91:642—-647

Sackett DL, Haynes RB, Guyatt GH, Tugwell P: in Clinical Epi-
demiology: A Basic Science for Clinical Medicine. Boston, Little,
Brown & Co, 1991, pp 163-167

iol 1991;

J Clin Epid,

KEy WoOrRDs ¢ cholesterol ¢ coronary heart disease ¢ Editorial
Comments ¢ mortality


http://circ.ahajournals.org/

8T0Z ‘TZ aunr uo 1s9nb Ag /Bio'sfeulnofeye-a.io//:dny wouy pepeojumoq

Associatione

' I ez American
QL@J.BIJQD “ Heart

Health policy on blood cholesterol. Time to change directions.
SB Hulley, JM Washand T B Newman

Circulation. 1992;86:1026-1029

doi: 10.1161/01.CIR.86.3.1026
Circulation is published by the American Heart Association, 7272 Greenville Avenue, Dallas, TX 75231
Copyright © 1992 American Heart Association, Inc. All rights reserved.
Print ISSN: 0009-7322. Online ISSN: 1524-4539

The online version of this article, along with updated information and services, is located on
the World Wide Web at:
http://circ.ahajournal s.org/content/86/3/1026.citation

Permissions. Requests for permissions to reproduce figures, tables, or portions of articles originally
published in Circulation can be obtained via RightsLink, a service of the Copyright Clearance Center, not the
Editorial Office. Once the online version of the published article for which permission is being requested is
located, click Request Permissionsin the middlie column of the Web page under Services. Further
information about this processis available in the Permissions and Rights Question and Answer document.

Reprints: Information about reprints can be found online at:
http://ww.Ilww.com/reprints

Subscriptions: Information about subscribing to Circulation is online at:
http://circ.ahajournal s.org//subscriptions/



http://circ.ahajournals.org/content/86/3/1026.citation
http://www.ahajournals.org/site/rights/
http://www.lww.com/reprints
http://circ.ahajournals.org//subscriptions/
http://circ.ahajournals.org/



