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American College of Physicians Guidelines on
Cholesterol Screening

To the Editor: Opinions on a controversial subject are always
appreciated, and 5o [ read with interest the articles and guide-
lines on cholesterol screening in the 1 March 1996 issue (1, 2).
However, one area that seems no clearer than before is choles-
terol screening and treatment in the elderly patient with estab-
lished heart disease. Many older patients who have had one or
more heart attacks and have high cholesterol levels are not
receiving treatment, and they may not even be aware that their
cholesterol levels are elevated. In my experience, this is not a
rare or hypothetical situation.

The guidelines (1) are not clear on this point. Although it is
advised that “all paticnts with known coronary heart disease . .,
should have lipid analysis,” I also noted that “screening is not
recommended for men and women 75 years of age and older.”
Perhaps the latter admonition refers to screening for primary
prevention. Indeed, the accompanying article by Garber and
colleagues (2) states, “Among persons in their late 70s and older

. mortality from coronary heart disease is not associated with
elevated cholesterol levels ..." Presumably, then, cholesterol
levels in a 75-year-old person who has recently had a heart attack
need not be addressed. Or should they? Perhaps it depends on
the age at which the first heant attack occurred.

In any case, it seems that the role of cholesterol screening and
treatment in the elderly for the purpose of secondary prevention
of heart discase requires further clarification.

Ronald A. Frondut, MD
Drexel Hill, PA 19026
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To the Editor: The 1 March 1996 issue included three papers
on cholesterol screening that totaled 21 pages (1-3). It is obvious

that the topic is controversial and will continue to stimulate
debate. However, cholesterol screening is not the real issue.

In these days of managed care and automated laboratory test-
ing, we rarely have a choice about whether to screen patients for
cholesterol levels. Some automated biochemical profiles may con-
tain values for 25 items, including not only total cholesterol levels
but levels of high-density lipoprotein cholesterol, triglycerides,
and low-density lipoprotein cholesterol. We get these values
whether we want them or not, in the young and old, in women
and men. Given the way in which automated profiles are struc-
tured, it costs more not to get these already-included items.

Therefore, the real issue in 1996 is not whether to screen for
cholesterol levels but what to do with the values that we inevi-
tably receive. This is not a new concept. Just think of all the
superfluous data physicians review. How valuable is the routine
lactate dehydrogenase level? What about chloride levels? Do we
need iron levels for everybody? How useful is knowledge of the
globulin level of a healthy, middle-aged person?

Perhaps the 1974 000 pages disscminated by Annals on cho-
lesterol screening (21 pages * 94 000 subscribers) would have
been better used if they had contained information on what we
should do with the cholesterol levels we receive,

Mark R Goldstein, MDD
Crozer-Chester Medical Center
Upland, PA 19013
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To the Editor: The pguidelines on cholesterol screening pub-
lished by the Amernican College of Physicians (1) are disturbing.
They represent one step forward and two steps backward in
achieving the goal of preventing cardiovascular disease. Further-
more, the College’s approach is discordant with its mission: to
establish the highest clinical standards, to be foremost in com-
prehensive education, to advocate responsible positions, and 1o
serve the professional needs of its members,

Cardiovascular disease is still the most common cause of both
illness and death in the United States. Although there are many
risk factors for this disease, lipid abnormalities are clearly both
important and modifisble. Suggesting that patients not be
screened for high cholesterol levels until the age of 35 years is
sticking one's head in the sand and avoiding the problem. Fur-
thermore, it is insulting to suggest that physicians would not
know what to do with information on cholesterol levels if they
had it. The implication is that patients would receive medications
inappropriately. The Mational Cholesterol Education Program
has published clear and conservative guidelines on when to pre-
scribe medicine for low-risk patients,

The idea that one can wait until coronary artery disease man-
ifests itself shows little understanding of the pathophysiclogy and
natural history of this disease. The real problem is not the
individual person who has a family history of coronary disease.
These cases are often dramatic, but they represent few of our
patients. The problem lies with those persons who have “modest™
hyperlipidemia and could be treated with diet and exercise, We
need to realize that an “average” cholesterol level is not neces-
sarily a desirable cholesterol level.

The suggestion that we do not need to measure high-density
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lipoprotein cholesterol levels is another return to the Dark Ages.
Data from the West of Scotland Study (2) and the Scandinavian
Simvastatin Survival Study (3) clearly show that if the appropri-
ate persons are treated, the benefits are substantial. The notion
that diet and exercise don't work is based on only a few studies.
In many of my patients, they do work!

Education, the College’s forte, is the key. 1 want to know
which of my patients are at increased risk. If their lipid levels are
normal, | won't repeat the tests annually, but 1 do repeat them
every 5 to 7 vears. I they have modest elevations of low-density
lipoprotein levels and otherwise have low risk, | preseribe diet
and exercise. If their high-density lipoprotein levels are very high
or very low, I take that into account. Advoeating ignorance is a
disservice to the College’s members.

FPhilip Alves, MD
University of South Florida College of Medicine
Tampa, FL 33606
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To the Editor: In the | March 1996 issue, the American Col-
lege of Physicians (1) recommends 1) limiting screening for lipid
abnormalities to men aged 35 to 65 years and women aged 45 to
65 years and 2) using only the measurement of total serum
cholesterol levels. The Task Force on Risk Reduction of the
American Heart Association has carefully examined these new
guidelines. In our view, the rationale for changing the guidelines
is not justified, as we explain more thoroughly in a recent article
in Circulation (2).

We suggest that physicians consider several issues before
adopting these new guidelines in practice. Particularly pertinent
are recent clinical trials (3, 4) showing that cholesterol-lowering
therapy reduces mortality from coronary heart disease and stroke
and total mortality. These trials included many persons older
than 65 years of age, showing the efficacy of cholesterol reduc-
tion in decreasing mortality and improving quality of life in
persons for whom the College now recommends no cholesterol
testing. We strongly oppose excluding older men and women
from treatment for high blood cholesterol levels. Another con-
cern is the recommendation to ignore cholesterol levels in young
adults. This approach will fail to identify persons with severely
high cholesterol levels who need intensive medical therapy; it will
fail to detect those who have moderately high cholesterol levels
and need to modify their habits to reduce risk for premature
coronary heart disease; and it overlooks the use of cholesterol
testing as part of a population-based strategy to lower cholesterol
levels. Well-designed research studies have shown that persons
who were informed of their elevated cholesterol levels after
screening increased their reading of health messages, their use of
nutrition labels, and their selection of lower-fat foods.

The College’s proposed guidelines put the practicing physician
in an awkward position, given that numerous other professional
and national bodies recommend cholesterol sereening for all
adults 20 years of age and older. The U.S. public and US.
physicians generally support widespread cholesteral screening.
Accarding to the recently reported results of a telephone survey
of US. adults done in 1995 (Schucker B, Unpublished data),
75% of persons in the United States have had their cholesterol
levels checked, 65% have been told what their cholesterol levels
are by physicians, and 69% know that a desirable cholesterol
level is one that is less than 200 mg/dL. A parallel survey showed
that 90% of U.S. physicians know their own cholesterol levels
and that 67% have made dictary changes to lower their choles-
terol levels, No evidence was seen of overtreatment of low-risk
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persons with cholesterol-lowering drugs. This survey was the last
in a series of four (previous surveys were done in 1983, 1986, and
19907, all of which showed that awareness about cholesterol is
increasing. This trend correlates with a population-wide decrease
in blood cholesterol levels.

Mew and convincing research data should provide the basis for
changes in guidelines as part of evidence-based medicine. Al-
though new evidence continues to accumulate, almost all of it
favors the MNational Cholesterol Education Program guidelines
for the detection and management of hypercholesterolemia. The
new recommendations by the College fail to consider all of the
available scientific evidence, the public's interest, and current
physician practices. We suggest that the College reconsider the
rationale for these guidelines.

Scott M. Grundy, MD, PhD

Thomas A. Pearson, MD, FPhi}

Task Force on Risk Reduction, American Heart Association
Dallas, TX 75231
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To the Editor: The paper on lipid screening by the American
College of Physicians (1) is thought-provoking yet disappointing.
The recommendations for limited screening for lipid disorders in
young adults eliminates an important impetus (similar to that
provided by plasma glucose levels and blood pressure) for posi-
tive lifestyle changes by young patients. Despite the lack of
definitive population studies done in persons 20 to 45 years of
age, an individual patient's knowledge of his or her own lipid
levels and the lipid changes that are seen as a result of lifestyle
changes can be used to strongly reinforce healthy lifestyle pat-
terns and possibly to slow atherogenesis in a population in which
cardiovascular discase will become the overriding cause of illness
and death with age. An emphasis on lipid screening and non-
pharmacologic intervention in this age group could decrease the
need for pharmacologic intervention in the future. The difficul-
ties of invoking lifestyle changes in the population as a whole
should not deter health professionals from stressing the impaor-
tance of these changes to individual patients. A realistic fear is
that managed care organizations will use this paper to further
justify limiting the use of diagnostic screening tests (such as those
for plasma lipid levels) and therapies (such as dietary counsel-
ing). As patient advocates, we must use the existing literature
and a measure of common sense to best manage our patients.
These guidelines should be used to generate discussion and prompt
further studies, but they should not be strictly adhered to,

Edward J. Kryshak, MD
Springficld Clinic
Springficld, MO 65807
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Ta the Editor; The recently published “Guidelines for Using
Serum Cholestercl, High-Density Lipoprotein Cholesterol, and
Triglyceride Levels as Screening Tests for Preventing Coronary
Heart Discase in Adults™ (1) should have been titled “Guidelines
for Using Serum Cholesterol, High-Density Lipoprotein Choles-
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terol, and Triglyceride Levels as Screcning Tests for Preventing
Coronary Heart Discase in Men.” Premature menopause without
the benefit of estrogen replacement therapy is an established risk
factor for atherosclerosis and should have been included in the
list of risk factors, Under the new American College of Physi-
cians guidelines, a 44-year-old diabetic woman with premature or
surgical menopause who is not receiving estrogen replacement
therapy would have only one risk factor for coronary heart dis-
ease and thus would not be eligible for cholesterol screening.

Risk factors for coronary heart disease are influenced by sex.
High-density lipoprotein cholesteral levels, triglyceride levels, and
diabetes mellitus are more significant risk factors for vascular
discase in women than in men. Hormone replacement therapy
has been proven to reduce risk for cardiovascular disease in
women in the prospective PEPI trial (2). Coronary artery disease
is the leading cause of death in US, women, Ignoring the sex-
based risks for coronary heart disease is inexcusable. The Col-
lege’s guidelines further the myth that coronary artery disease is
a disease primarily of men. Furthermore, these “evidence-based”
guidelines rely on studics that have primarily been conducted on
middle-aged white men, thus propagating the male paradigm in
internal medicine.

Holly L. Thacker, MD
Cleveland Clinic Foundation
Cleveland, OH 44195
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In response; As Dr, Fronduti surmises, the statement that
screening is not recommended for persons 75 years of age and
older applies only to primary prevention. The recommendation
to do lipid analysis in all persons with known coronary heart
disease or other vascular discase applies to men and women of
all ages.

In many practice settings, as Dr. Goldstein observes, the key
issue is what to do with knowledge of a cholesterol level that may
have been obtained incidentally as part of a blood chemistry
panel. Recognizing that incidental sbnormalities discovered in
this way may be falsely positive or otherwise unhelpful, many
institutions (including our own) no longer report the results of
dozens of tests when the physician had only intended to order
one or a few. Until this practice is more widespread, we suggest
interpreting the cholesterol level by using the information given
in the background paper (1), especially Tables 3 and 4, to quan-
tify the potential benefits (in terms of mortality from coronary
heart disease) of treatment for men and women of different ages
and underlying risks. Thiz information can be combined with the
general treatment strategy proposed by the National Cholesterol
Education Program (NCEP), which sets cut-points for further
diagnostic evaluation and therapy on the basis of risk for coro-
nary discase,

Drs, Altus, Grundy, and Pearson object o the American Col-
lege of Physicians guidelines because these guidelines differ from
the recommendations of NCEP. The background paper (1) ad-
dresses their objections, but several points deserve clarification.
First, Grundy and Pearson misleadingly state that “numerous
other professional and national bodies recommend cholesterol
screening for all adults 20 years of age and older.” Yet (see
Table 2 of the College's guidelines), only one other published set
of major Morth American guidelines concurs with NCEP in rec-
ommending universal cholesterol screening for adults. The US,
Preventive Services Task Force; the Canadian Task Force on the
Periodic Health Examination; the provinces of Ontario (2), Que-
bec (3), and Saskatchewan (4); and many provider groups (such
as Kaiser-Permanente) have issued screening recommendations
similar to those of the College.

In stating that the College recommends “limiting screening for
lipid abnormalities to men aged 35 10 65 years and women aged

45 1o 65 years,” Grundy and Pearson misrepresent the content of
the guidelines, overlook the rationale behind them, and exagger-
ate the differences between the College’s guidelines and those of
NCEP. Although the College’s guidelines recommend universal
screening only in this age group, they also recommend screening
in individual persons of other ages who are likely to benefit from
the reduction of an elevated cholesterol level. Altus and Pearson
and Grundy cite two major published trials of statins, the Scan-
dinavian Simvastatin Survival Study (45) and the West of Scot-
land Study, as evidence that cholesterol reduction has been
proven beneficial in persons who would be excluded from screen-
ing according to the College's guidelines. Yet all of the persons
included in these trials would be screened under these guidelines.
It is unlikely that the low-risk populations excluded from these
trials would enjoy benefits from treatment similar to those seen
in the included participants. For example, the 5-year coronary
heart disease mortality rate was about 100 times as great in the
control group of the West of Scotland study and more than 400
times as great in 45 as it s for young women with high blood
cholesteral levels. Adverse effects that were delayed or that oc-
curred too infrequently to be detected in these trials could easily
overshadow any benefits in young persons.

The College did not make a recommendation for or against
screening in asymptomatic adults between the ages of 65 and 75
years because, as was documented in the background paper,
there was too little clinical evidence on which to base a recom-
mendation. Grundy and Pearson claim that 45 and the West of
Scotland Study included “many persons older than 65 years of
age, showing the efficacy of cholesterol reduction in decreasing
mortality and improving quality of life in persons for whom the
College now recommends no cholesterol testing.” Because the
College recommends measurement of cholesterol levels in all
adults with symptomatic coronary disease, this would include all
of the participants of 45, which was a secondary prevention
study. The College's guidelines differ from those of NCEP only
with regard to primary prevention, but neither the West of
Scotland study, with a maximum age at enrollment of 64 years,
nor any other published primary prevention study has addressed
the question of whether cholesterol reduction s beneficial after
the age of 65 years. Furthermore, both the West of Scotland
study and 45 (which enrolled participants as old as 70 years of
age) reported that the relative reduction in the risk for death
resulling from treatment decreased with age. Thus, as the dis-
cussion of these trials in the background paper indicated, their
results support the College’s recommendations.

Dr. Kryshak suggests that a patient’s knowledge of his or her
own cholesterol level can help to promote healthy behaviors.
However, studies cited in the background paper (1) showed that
any such effects are small at best. A more recently published
randomized trial (3) confirmed the previous results, leading its
authors to conclude that “cholesterol measurement should not be
uged as a health promotion tool to motivate change in behavior,”

Brief guidelines cannot give detailed recommendations for ev-
ery clinical situation that might confront the physician. The Col-
lege's guidelines emphasize the principle that screening should be
targeted toward persons who, because they are at elevated short-
term risk for coronary heart disease, are likely to benefit from
treatment if they are found to have an elevated cholesterol level,
In listing some of the best-accepted characteristics that place
persons al elevated short-term risk, the language of the guide-
lines—that risk factors included age, high blood pressure, diabe-
tes mellitus, and s0 on—was meant to suggest that other risk
factors should also be considered. D, Thacker is correct in
noting that premature menopause is a risk factor for coronary
heart discase, and we believe that physicians should take this
information into account in deciding whom to screen for high
cholesteral levels. Yet Dr. Thacker's example also illustrates the
need to place cholesterol into the overall perspective of each
patient’s well-being. The first question most physicians would ask
about the young woman with premature menopause is not “What
is the cholesterol level?” but “Is there a contraindication to
hormone replacement therapy?” Although no randomized trials
have evaluated the effectiveness of either cholesterol reduction or
hormonal therapy in such a situation, observational studies sug-
gest that hormonal therapy not only improves symptoms but may
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also reduce all-cause mortality by as much as 50%. As the
guidelines state, screening and treatment recommendations are
likely to change as further data become available about treat-
ments specifically for women, such as postmenopausal estrogen
replacement therapy.

Any set of guidelines written for physicians should reflect trust
in physicians’ judgment and should be sufficiently specific and
evidence-based to be useful. That is why the College's guidelines
were written as an aid to physicians, not as a set of edicts. It is
also why, in contrast to the NCEP, the College did not recom-
mend mandatory cholesterol screening. Physicians should exer-
cise discretion in ordering cholesterol screening tests, modifying
their practices according to patient preferences and other indi-
vidual factors. At the same time, when they follow the College's
recommendations, physicians can feel confident that they will be
measuring blood cholesterol levels in all adults for whom existing
evidence indicates that the benefits of treatment exceed its risks.

Alan M. Garber, MD, PhD

Stanford University School of Medicine
Veterans Affairs Palo Alto Health Care System
Stanford, CA 94305

Warren 5. Browner, MD, MPH

Stephen B, Hulley MD, MPH

University of California, San Francisco

San Francisco Veterans Affairs Medical Center
San Francisco, CA 94143
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To the Editor: We welcome the new guidelines of the Ameri-
can College of Physicians (1), which selectively target for choles-
terol screening persons at relatively high risk for coronary dis-
ease. We have developed a refinement of this approach (2) that
counts and weighs recognized coronary risk factors, a method
that is more accurate than simply counting risk factors, A table
based on the Framingham risk function and simple enough for
ordinary practice can be readily constructed to target for screen-
ing those who may have a specific coronary risk and to signal the
cholesternl concentration that confers that level of risk in the
individual (2).

We believe that LaRosa (3) is unwise to reject this approach.
He argues that knowledge of their serum cholesterol levels mo-
tivates patients to alter their coronary risk status but ignores
evidence to the contrary (4). He clings to the belief that dietary
change is effective in substantially reducing cholesterol levels,
relying on anecdotal evidence and intensive short-term studies.
He chooses to ignore long-term controlled trials done in more
than 10 000 high-risk patients in several countries, which show
that acceptable dietary change lowers cholesterol levels by only
2% (5). The direct and linear relation that he cites between
cholesterol and coronary risk in young men is real, but it tells us
nothing about the absolute risk of these young men, which is
extremely small. The prevention of rare coronary catastrophes in
young persons is a laudable aim but would entail long-term drug
therapy for the many to benefit the few and an enormous finan-
cial outlay per coronary event prevented. LaRosa is cormect to
deplore the underuse of lipid-lowering drugs for secondary pre-
vention, given the strength of recent evidence.

We argue that the logical solution is to direct resources at
secondary prevention and not toward cholesterol screening in
patients who have a vanishingly small coronary risk regardless of
cholesterol level. Elevated blood cholesterol level is undoubtedly
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important and even fundamental to the atherogenic process, but
knowledge of the cholesterol level in isolation is an extremely
poor predictor of coronary risk (3) and of the likely benefit to be
gained from intervention. These evidence-based methods do no
more than direct effort toward those likely to benefit and away
from those who cannot possibly benefit and may even be harmed
by well-meaning intervention.

[frikhar UT Hag, MD

Peter R. Jackson, MD

Lawrence E. Ramsay, MD

Royal Hallamshire Hospital
Sheffield 510 2JF, United Kingdom
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To the Editer- The controversy about cholesterol does not stem
from ideological differences only. For many years, consensus
committees and other evangelists have ignored or misquoted
findings unsupportive of the idea that dictary therapy can reduce
risk for coronary discase (1). 1 wish to correct one of LaRosa's
arguments, one which “most dramatically” argues for this idea, to
use his own words (2). The increased coronary risk of Japancse
migrants was nof associated with dietary fat intake or blood
cholesterol level but with cultural factors. In fact, Japanese per-
sons who had become accommodated to a US. lifestyle but
preferred Japanese food had coronary disease twice as often as
did Japanese persons who adhered to Japanese traditions but
preferred U5, food (3).

This example is not an isolated error; many similar misgquota-
tions can be found in the reviews used as evidence by the
Mational Cholesterol Education Program (1), The influence on
medical thinking of such writing is best compared with the effect
of a computer virus, It is therefore laudable that the American
College of Physicians has presented its own guidelines for choles-
terol screening, based on evidence rather than wishful thinking.

But even these prudent recommendations can be questioned,
It is not self-evident that cholesterol reduction is effective. Bias
may have influenced previous trials because most were open,
either by design or because side effects or laboratory values
showed group affiliation, because only soft end points were af-
fected, and because the degree of cholesterol lowering was un-
related to outcome in and between trials. Absence of dose-
response defies the elementary laws of biology, and the success
of the recent statin trials must therefore be explained otherwise,
Statins inhibit the synthesis of several compounds, some of which
may be more injurious to vessels than cholesterol (4, 5). In
accordance, simvastatin prevented cardiovascular diseases in ex-
perimental animals independent of cholesterol levels (4, 5). Thus,
the results of the statin trials cannot be extrapolated to choles-
terol lowering in general but may hopefully initiate research in
more fruitful fields.

Uffe Ravnskov, MD, PhD
£-223 61 Lund, Sweden
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Int response: Dir. Goldstein's observation (stated in his letter in
the preceding group of letters) that cholesterol screening is not
the issue is exactly right. The American College of Physicians'
“evidence-based” guidelines (1) are based on the premise that
screening leads inexorably to excessive drug prescription. The
guidelines, however, present no evidence to support this premise.
That is because available evidence shows the opposite to be true.
In the United States, drugs are prescribed for only 3% of persons
who have high cholesterol levels but no clinical coronary heart
disease. Of all of the cholesterol-lowering drugs prescribed for
patients without coronary heart disease, moreover, only 0.5% are
for patients younger than 35 years of age (National Heart, Blood,
and Lung Institute. Unpublished data), In Canada, lipid-lowering
drugs are prescribed for only 8% of patients at high risk for
coronary heart disease (2). In the United Kingdom, only 16% of
persons with cholesterol level between 250 and 320 mg/dL re-
ceive drugs (3). Clearly, sereening does not automatically lead to
drug prescription.

The objective of measuring cholesterol levels in young persons
is not only to prevent the relatively rare catastrophic events that
can occur in young adults but to enhance the dietary, exercise,
and weight control habits that prevent more serious disease later
in life. If we were to follow the logic of Haq and associates, we
would recommend that blood pressure not be measured until
middle age because cerebrovascular as well as coronary catastro-
phes are rare in young adults.

It is probably true that modification of other risk factors,
including those related to poorly understood cultural differences,
may affect coronary disease. Dr. Ravnskov, however, missed the
point of my citation of the Japanese migratory studies. These
studies show the major effect that diet has independent of ge-
netics or culture, and they indicate the effect that dietary changes
can have if the dietary changes are large enough. In these stud-
ies, serum cholesterol was directly related to dietary saturated fat
and cholesterol intake (4). The authors of the paper cited by Dr.
Ravnskov, moreover, do not dismiss diet as a risk factor for
coronary disease in these populations. Rather, they conclude that
the observed coronary heart disease gradient is not “completely
explained by differences in dietary intake, serum cholesterol,
blood pressure or smoking” and offer acculturation as an addi-
tional hypothesis (5). Dr. Ravnskov's unwavering quest for the
“anything-but-cholesterol hypothesis™ is ultimately futile. The
molecular, pathologic, genetic, and clinical evidence showing that
diets high in animal fat and elevated levels of cholesterol-laden
atherogenic lipoproteins cause atherosclercsis is simply owver-
whelming. Lowering levels of these lipoproteins, moreover, pre-
vents, arrests, and reverses both atherosclerosis and its clinical
sequelae,

The College's guidelines (1) are based on the false and “evi-
dence-poor” premise that cholesterol screening has no benefits
and leads inexorably to drug intervention. In contrast, the Na-
tional Cholesterol Education Program guidelines are conserva-
tive, thorough, and based on a broad array of scientific evidence
showing that cholesterol causes atherosclerosis and that lowering
cholesterol levels prevents it. We need fell no more forests, Dr.
Goldstein, to show that.

John C. LaRosa, MD
Tulane University Medical Center
Mew Orleans, LA T0112
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Evangelists and Snails

To the Editor: It is no longer appropriate to describe the two
opposing papers on the cholesterol debate (1, 2) as “classic snail
and evangelist documents” (3). “Evangelist” is a metaphor for
one who demands public health action based on best judgment,
whereas a “snail” requires more rigorous proof (3). Two decades
ago, a recommendation to lower cholesterol levels might have
been justified on the basis of plausible interpretations of the
available data. In the face of imperfect knowledge and incom-
plete agreement, physicians have a duty to act for patients’
interests according to their best medical judgment. However,
evangelism for cholesterol screening is less justified now than it
was 20 years ago. Today's evangelism for the cholesteral idea
goes far beyond the metaphorical meaning used by Dr, Davidoff
(3): It is now based less on judgment and more on faith.

Numerous large, well-designed clinical trials, described in Gar-
ber and colleagues’ paper (1), have shown beyond a reasonable
doubt that lowering cholesterol for primary prevention has little
meaningful benefit. Before the clinical trials, the issue involved a
“glass half full, glass hall empty” debate. The trial results, ob-
tained with much cffort and great public expense, make it clear
that the glass is, at best, 95% empty. Repeated failure to improve
survival establishes a disappointingly feeble upper bound for the
potential benefits of cholesterol lowering. Indeed, we cannot
confidently tell the public that it is completely safe to lower
cholesterol with methods now widely in use.

With the data from the primary prevention trials in hand, the
old justifications for the cholesterol campaign lose their persua-
siveness. The association of cholesterol levels with heart disease
provided a solid rationale for undertaking the trials. In light of
the trial results, however, it is no longer a valid justification for
the cholesterol-lowering campaign (2).

Showing that cholesterol is present within coronary plague
raised important questions but does nothing in itsell to refute the
new findings or to establish the benefit of cholesterol lowering,
Optimistic extrapolations from the statin trials do not invalidate
the actual data (1) on primary prevention for a general popula-
tion. The fervor of cholesterol theorists has paradoxically in-
creased in response to the disappointing findings of the trials,
The screening campaign is increasingly based on an evangelism
divorced from reality.

Jerome L. Sullivan, MD, PhD
Veterans Affairs Medical Center
Charleston, SC 29401
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To the Editor: As staff to the U.S. Preventive Services Task
Foree (1), we second Dr. Davidofl's observations on “evangelists”
and “snails” (2). We also note a related factor in the cholesterol
debate: Proponents of screening point to the potential benefits to
an individual patient under ideal circumstances (that is, efficacy),
whereas evidence-based pancls such as the U.S. Preventive Ser-
vices Task Force, the American College of Physicians, and the
Canadian Task Force on the Periodic Health Examination re-
quire proof of important net benefits in the real world (that is,
effectiveness). Thus, the substantial cholesterol reductions ob-
tained with specialized interventions in selected patients must be
contrasted with the small average reductions (0% to 3%) ob-
tained with diet counseling in primary care populations (1). Al-
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though estimates of average or net benefits may not always be
optimal for individual decisions with specific patiems, they are
the most appropriate basis for recommendations for the general
population. The U.S. Preventive Services Task Force strongly
endorses the principle that a recommendation for routinely
screening  healthy, asymptomatic persons should be based on
convincing evidence that the clinical benefits justify the inconve-
nience, costs, and potential downstream consequences of screen-
ing and intervention. Although measuring a single cholesterol
level may be relatively simple and inexpensive, it is neither casy
nor inexpensive to fully implement the Mational Cholesterol Ed-
ucation Program’s guidelines in practice. Unfortunately, the fea-
sibility and cost-effectiveness of these guidelines are only now
being tested in the primary care setting (3).

One need not deny the central role of lipids in atherosclerosis
or the goal of lowering cholesterol levels in a population to
question the effectiveness of universal cholesterol screening for
young adults. Prevention efforts in young persons should empha-
size the importance of a diet with low saturated fat intake and
high intake of fruits and vegetables, regular exercise, and avoid-
ing smoking (1). Because all of these factors have important
benefits independent of their effects on serum lipids, they need
to be promoted regularly for all young persons, not simply those
identified by screening. Contrary to Dr. LaRosa's asscriion (4),
little evidence suggests that cholesterol screening improves the
effectiveness of routine dietary advice (5).

Dr. LaRosa's strong eriticism of the College’s guidelines strikes
us as counterproductive, given the substantial international con-
sensus on the most important steps for lowering cholesterol to
prevent heart disease: 1) Promote effective primary prevention
through clinician advice and public education; 2) screen for and
treat high cholesterol levels in asymptomatic adults who are
otherwise at increased risk because of age, family history, or
other risk factors; and 3) aggressively treat high cholesterol levels
in all patients who have clinical vascular disease. Because we
have a long way to go in meeting even these objectives, we
should emphasize them rather than the debate surrounding the
incremental benefit of universal screening in young adults and
others at low risk,

David Arkins, MD, MPH

Carolyn DiGuisepps, MD, MPH

Dowglas B, Kamerow, MD, MPH
Department of Health and Human Services
Rockville, MD 20852
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In response: Dostoevsky reminded us that faith makes miracles,
rather than the other way around. And while 1 agree with Dr.
Sullivan that both judgment and faith enter substantially into the
perspective of the cholesteral “evangelists,” it is only fair to point
oul that judgment and faith enter into the “snail” position as
well. More generally, it is true that data by themselves, even the
best data on a problem, are never enough to serve as the basis
for medical action, To start with, physicians must find the prob-
lem interesting (important to them); then they need to believe in
the data (it has to be credible); they need to be assured of their
own understanding and their ability to translate the information
into action (they must have confidence); and finally, the actions
need to “work”™ for them and their patients (the outcomes necd
to be satisfying) (1). My point in the editorial (2), therefore, was
that even in medicine, where the basis for action is assumed to
be principally scientific, feelings and beliefs are universal—and
essential—elements in the process. This reality is intrinsically

neither good nor bad; the problems arise when the emotional
and moral aspeets of a problem aren’t openly recognized and
dealt with.

Dr. Atkins and his colleagues submit that there is plenty of
preventive work to do even if we implement only the most basic
and generally accepted measures. This position seems right on
the mark. Curiously enough, both the American College of Phy-
sicians guidelines (3) and Dr. LaRosa (4) seem to agree on this
general point; where they disagree is on the specifics of those
basic interventions.

Frank Davidoff, MD
Editor
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Recurrence of Venous Thromboembolism after
Unfractionated Heparin Therapy

To the Editor: The letters by Sutton (1) and Banga and col-
leagues (2) highlight the controversy surrounding the initiation of
anticoagulant therapy in patients with thromboembolism. Al-
though some irials have compared early with late initiation of
warfarin therapy (3), we could not find any information on
whether cessation of heparin therapy causes a significant de-
crease in the international normalized ratio (INR).

During a 2-week period, all patients in a large teaching hos-
pital who were receiving both intravenous heparin and warfarin
were recruited for a prospective study. These patients were re-
viewed daily until 2 days after cessation of heparin therapy. We
collected the following information on the patients age, sex,
indication for anticoagulation therapy, activated partial thrombo-
plastin time, INR, warfarin dosage, and date of cessation of
heparin therapy. A decrease in the INR of 10% or more was
considered clinically significant.

We studied 42 patients, The indication for anticoagulant ther-
apy was pulmonary embolism in 18 patients; deep venous throm-
bosis in 12 patients; cerebrovascular thrombosis in 3 patients;
atrial fibrillation, left ventricular thrombus, and coronary artery
stent in 2 patients each; and mesenteric artery occlusion, myo-
cardial infarction, and aortic valve replacement in 1 patient each.
The INR significantly decreased in 6 of the 42 patients (14%); in
4 of these patients, the INR decreased to below the lower limit
of the designated therapeutic range.

This small study of 42 consccutive, unselected patients showed
a significant decrease in INR after the cessation of heparin
therapy in 6 patients. Of particular concern was that 4 patients
had an INR below the therapeutic range. Although no patients
developed any adverse clinical events as a result of the decrease
in INR, we believe that an adverse event is possible, especially in
patients with early initiation of warfarin therapy who are likely to
be discharged soon after the cessation of heparin therapy.

Nic Kormas, MDD
Arimugam Manoharan, MD
5t. George Hospital
Kogarah, Sydney, Australia
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In response: Drs. Kormas and Manoharan provide useful in-
formation that, as they indicate, is especially relevant for patients
discharged soon after completion of intravenous heparin therapy.
Recent actuarial guidelines imply that only 4 inpatient days are
required to treat deep venous thrombosis (although 5 days seems
to be the absolute minimum on the basis of the need for ade-
quate overlap of warfarin and heparin therapy). In such an
environment, clinicians must have an optimal understanding of
these subtleties of disease management.

The results of Kormas and Manoharan's study updates the
work of Thomas and colleagues (1), who showed the influence of
heparin on measures of warfarin activity. This study showed that
the effect of heparin on warfarin therapy (as measured by the
British corrected ratio) was related to both the heparin dose and
the initial British corrected ratio. More recently, Solomon and
colleagues (2) reported the marked variability of the effect of
heparin on the INR depending on which thromboplastin reagent
was used to determine the prothrombin time.

Kormas and Manoharan did not specify the duration of war-
farin therapy in their study. This information would be important
because INRs markedly vary during the first 4 days of warfarin
therapy (3). Consequently, if a similarly short course of concom-
itant heparin and warfarin therapy occurred in this study, then
the relative effect of heparin cessation on the change in INR
cannot be reliably determined.

Litin and Gastineau (4), recognizing the effiect of heparin on
the INR, recommend stopping the heparin infusion for 4 hours
before measuring the final INR on the day of hospital discharge.
Data on heparin pharmacokinetics support this suggestion (5).
However, Solomon and colleagues provide perhaps the best sug-
gestion: Certain thromboplastins are relatively insensitive to hep-
arin and should provide more reliable INRs if used in these
settings.

Stuwart K Sutton, MD
Health Services Association of Central New York
Syracuse, NY 13224
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Intravenous Immunoglobulin in Henoch-Schinlein
Purpura

To the Editer: Henoch-Schénlein purpura is a systemic hyper-
sensitivity vasculitis involving the skin, joints, renal system, and
gastrointestinal tract, Methods of treatment of this purpura have
not been agreed upon, but corticosteroids and dapsone have
been useful in uncontrolled studies (1) of patients with cutaneous
and digestive manifestations. Rostoker and colleagues (2) re-
cently reported their experience using intravenous immunoglob-
ulin therapy for severe IgA nephropathy and Henoch-Schiniein
purpura. We report the efficacy of intravenous immunoglobulin
in severe gastrointestinal manifestations of this condition.

A Steyear-old man was hospitalized for palpable purpura, ab-
dominal pain, and nausea that were associated with arthralgia
and swelling of the joints of the knee, ankle, and wrist. The
patient had no clinically significant medical history. Physical ex-

amination showed epigastric tenderness, and rectal examination
showed bloody stool. The patient also had necrotic purpura of
the lower extremities and buttocks. Urinalysis showed hematuria
without proteinuria.

Examination of skin biopsy specimens showed hypersensitivity
vasculitis; results of immunofluorescent staining were positive for
IgA in dermis. The patients’ hemoglobin level was 10 g/dL, his
leukocyte count was 14 700 eells/mm® (with 85% polymorphonu-
clear leukocytes and 8% lymphocytes), and his platelet count was
458 000 cells'mm®, Other laboratory measures included sodium
level, 128 mmol/L; serum creatinine level, 62 mmol/L; blood urea
nitrogen level, 6§ mol; and serum albumin level, 28 g. No
further information was obtained from tests for antineutrophil
cytoplasmic, antinuclear antibodies, human parvovirus B19, Ep-
stein-Barr virus, cytomegalovirus, or hepatitis B and C virus or
from serologic tests for the human immunodeficiency virus or
blood cultures. Cryoglobulin was not detected. Total comple-
ment, C3, and C4 levels were normal, The serum IgA level was
4.5 g, the total IgG level was 9.7 g (IgG1 level was 5.45 g, IgG2
level was 2.77 g, IgG3 level was 066 g and IgG4 level was
0,27 g), and the IgM level was 0.89 g. Esophagastroduodenoscopy
showed purpuric duodenitis. A few hours later, adynamic ileus
developed with gross abdominal distention and vomiting.

Ten days after admission, despite nasogastric suction and total
parenteral nutrition, the abdominal syndrome worsened and was
associated with a temperature of 38 °C, bloody diarrhea, a weight
loss of 3 kg, and persistent adynamic ileus. Results of a barium
study of the small bowel were normal and did not show obstruc-
tion or perforation. After administration of intravenous immuno-
globulin, 1 gkg of body weight per day for 2 days, the patient’s
purpura and abdominal syndrome improved dramatically. Serum
IgG subclasses were not significantly modified after treatment.
Four weeks after therapy, the purpura recurred without abdom-
inal symptoms and resolved spontaneously. The patient remains
well after a follow-up of 1 year without treatment.

Henoch-Schénlein purpura is a hypersensitivity vasculitis of
unknown origin and pathogenesis. Several theories about its
cause have been proposed, including the presence of deposits of
IgA-containing immune complexes, deficiency in an IgG subclass
(particularly 1gG1) (2), and the presence of antiendothelial cell
antibodies, Various mechanisms of action have been presumed
for intravenous immunoglobulin therapy, all of which have an
immunomodulatory effect (3). Intravenous immunoglobulin ther-
apy has been used in several autoimmune diseases, [gA nephrop-
athy, Kawasaki disease, and in antineutrophil cytoplasmic anti-
body-positive vasculitis (4). Severe gastroiniestinal complications
of Henoch-Schonlein purpura are rare in adults. Our patient had
persistent adynamic ileus, fever, and leukocytosis. In this context,
we avoided corticosteroids in favor of intravenous immunoglob-
ulin, which resulted in dramatic and rapid improvement without
adverse reaction. This treatment only suspended the condition;
the paticat had a relapse of purpura 4 weeks later. Serum [pG
subclasses were not modified before or after treatment (2). We
found only one case report (5) on the efficacy of intravenous
immunoglobulin for treating severe gastrointestinal complications
of Henoch-Schénlein purpura. Despite its cost, intravenous im-
munoglobulin eould be an alternative for steroids or dapsone in

such critical complications,

Mohamed A. Hamidow, MD
Manie-Amtoinette Pottier, MD

Benoit Dupas, MD

Hétel-Dieu, Nantes University Hospital
Mantes 44035, France
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In Defense of Farr and Nightingale

To the Editor: William Farr and Florence Nightingale can no
longer defend themselves against the misrepresentation of their
work on hospital statistics by Dr. lezzoni (1). They caleulated
mortality per person-time of observation, which is one of the two
correct ways to calculate incidences on hospital data (2),

Incidences on hospital data can be obtained by following cach
patient from admission until discharge (1o caleulate cumulative
risks) or by dividing the number of events by the total person-
time spent in the hospital, A third statistic divides the number of
events by the number of admissions (or discharges); this tech-
nigue was advocated by Farr's critics. That this third method
yields a meaningless ratio was already discerned by Farr in 1885
and by Greenwood in 1948 (3), The ratio depends on the turn-
over of patients and does not consider observation time. It is still
mistakenly used in the current literature because of its unfortu-
nate resemblance to cumulative risk (2). An example: An inten-
sive care unit with 100 admissions per month and a mean length
of stay of 4 days might record 20 nosocomial infections, vielding
a ratio of 20%; a long-stay hospital with 100 admissions per
month and a mean length of stay of 14 days might also register
20 nosocomial infections, again yielding a ratio of 20%. The
problem is clear: The volume of observation time is different in
both situations. The incidence rate—35 infections/100 patient-days
in the intensive care unit and 1.4 infections/100 patient-days in
the long-stay hospital—reflects the fact that nosocomial infec-
tions occur more frequently in intensive care units than in long-
stay hospitals.

Farr caleulated the amount of person-time spent in hospital in
different ways (3). As a shortcut approximation, he used the
number of persons present on a single day and took this as the
average number of persons present during the vear. This ap-
proach is similar to the caleulation of population death rates, in
which the number of persons present in the middle of the year is
taken to be the average number present during the whole year.
In later publications, Nightingale presents two calculations: the
right one, using person-time denominators, and the poor one,
using number of admissions. Mightingale and Farr compromised
to soothe political attacks, This compromise is not the hidden
“methodologic shift” that Dr. lezzoni makes of it.

It can be understood why this calculation upset Farr's contem-
poraries and still upsets Dr. lezzoni. A peculiar feature of the
incidence calculated with person-time denominators is that the
incidence can become larger than unity. In contrast (o propor-
tions or risks that range between 0 and unity, incidence rates
range between (0 and infinity (4). For example, for a given hos-
pital bed that has been constantly occupied (such as a bed in an
intensive care unit), three of the patients occupying that bed
might have died in a year; this yields a mortality rate of 3 deaths
per patient-year or “300 per cent of numbers constantly sick,” as
Farr called it. Farr and Nightingale could have improved the
understanding of the incidence rate by using patient-dayvs rather
than patient-years in the denominator: Three deaths per patient-
year is about the same as 1 death per 100 patient-days. The use
of person-years is not “intentionally skewing statistics to bolster
political arguments” as Dr. lezzoni calls it. It is simply good
epidemiology.

Jan P. Vandenbroucke, MD, PhD
Leiden University
Leiden, the Metherlands

Christing MLE. Vandenbroucke-Grauls, MD, PhD
Wrije Universiteit
Amsterdam, the Netherlands
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In response: 1 thank Drs. Vandenbroucke and Vandenbroucke-
Grauls for their provocative letter. It underscores why | wrote
the article, calling it “a cautionary tale.” Faced with varying
methodologic options, perhaps all legitimate within their own
contexts, it becomes critically important to open black boxes and
ook inside—to understand what was done and its implications.
Otherwise, misconceptions can arise.

Context is critical. Drs. Vandenbroucke and Vandenbroucke-
Grauls adopt a classic epidemiologic perspective, in which expo-
sure per unit of time is the fundamental quantity that informs
inferences. In that context, their assertions are reasonable. My
comments were framed within the current enthusiasm for pub-
lishing “report cards” on hospitals. In this setting, “mortality
rales” purportedly shed insight into hospital quality—the belief
of Mightingale and Farr. The cxposure of interest is an entire
“care package” (for example, coronary artery bypass graft sur-
gery) provided during a hospitalization. The public is more in-
terested in outcomes at the end of that care than in deaths per
unit of time in the hospital,

In 1864, Farr's critics furnished numerous examples of how his
calculation was misleading, given the common English meaning
of “death rate.” 1 offer one example from my own hospital. Last
year, there were 366 myocardial infarction admissions; 19 ended
in death. On an average day, roughly eight patients who had had
myocardial infarction were hospitalized. By using Farr's ap-
proach, our mortality rate is 362% [29/(8 = 100)], or 3.62 deaths
per patient-year. Not only is a 362% death rate confusing, but it
also does not address the public’s real concern—what is the
outcome at the end of care for a heart attack? By using the
approach of Farr's eritics, our mortality rate is 7.9% [29/(366 =
100)]. Suppose a competing teaching hospital had an identical
366 admissions for infarction and 29 deaths but kept its patients
twice as long, with an average daily census of 16 patients. With
Farr's method, the mortality rate of this hospital is 181% [29/
(16 = 1007), or 1.81 deaths per patient vear. Is that hospital’s
heart attack care twice as good as ours?

As | indicated in my paper, the approach of Farr's critics
certainly fails to hold constant the window of observation. A
current solution is examining mortality 30 days after admission
rather than in-hospital deaths, data permitting. In the heated
letter exchange between Farr and his critics, however, Bristowe
made a key point: “If Dr. Farr had made his calculations about
Hospitals in a tentative spirit, with the object of ascertaining
whether they were likely to lead to any useful results, he would
have acted in a way to which no exception could have been
taken™ (1). Even today, regardless of how hospital death rates
are calculated, their true meaning often remains elusive.

Lisa f. fezzoni, MD
Beth lsrael Deaconess Medical Center
Boston, MA (02215
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Prostate Cancer: Emerging Concepts

To the Editor: The Update by Garnick and Fair (1) selectively
emphasizes data from uncontrolled reports o suggest that
screcning and aggressive treatment of prostate cancer are bene-
ficial, but it ignores or dismisses the preponderance of evidence
showing that early detection and intervention are not of proven
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benefit. The American Urological Association Treatment Guide-
lines Panel (2) and the U.S. Preventive Services Task Foree (3)
have published evidence-based reviews on early prostate cancer
detection and treatment that do not support the strategies advo-
cated by Garnick and Fair.

The American Urological Association Panel found the data to
be inadequate for valid comparisons of treatments and recom-
mended that all men with early-stage prostate cancer be in-
formed of such treatment options as radical prostatectomy, radi-
ation therapy, and watchful waiting. The Panel stated that it
“considered these interventions to be options because data from
the literature do not provide clear-cut evidence for the superi-
ority of any one treatment™ (3). The U5 Preventive Services
Task Force and the Clinical Evaluation Task Force of the Amer-
ican College of Physicians have recommended against prostate
cancer screening primarily because neither early detection nor
intervention has been shown to increase duration of survival or
improve quality of life in any group of men. Strategies of pros-
tate-specific antigen testing and intervention similar to those
proposed by Garnick and Fair are not cost-effective under most
reasonable assumptions (4, 5). Such strategies would probably
result in prohibitive expense even if early detection and inter-
vention were eventually determined to be of clinical benefit.

The effectiveness of early detection and treatment of prostate
cancer can only be resolved by completion of ongoing random-
ized trials. Until these trials are completed, men with prostate
cancer, their families, and their physicians would be better served
by Updates that emphasize that the principal “emerging concept”™
in prostale cancer remains the unproven effectivencss of early
detection and treatment.

Timothy J. Wili, MD, MPH
Minneapolis Veterans Affairs Medical Center
Minneapolis, MN 55417
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In response: Dr. Wilt has misinterpreted the content of our
two-part article as endorsing early detection and screening for
prostate cancer, Our purpose in writing this Update was to
inform the nononcologist of the current state of important de-
velopments in prostate cancer. We specifically did not address
the issues of screening for the early detection of prostate cancer
and referred to the forthcoming report by the Clinical Evaluation
Task Force of the American College of Physicians.

Monetheless, the comments by Dr. 'Wilt deserve rebuttal. Al-
though we agree with the American Urological Association Panel
that data on screening are inadequate to make a positive recom-
mendation for widespread screening, the older man who presents
to the internist’s office for a complete physical examination pre-
sents a different issue. The recommendation of the American
Urological Association and the American Cancer Society that an
integral part of the physical examination in men 50 years of age
or older should include a digital rectal examination and a test for
serum prostate-specific antigen, as well as the tremendous up-
surge in public interest in the early diagnosis and treatment of
prostate cancer, have motivated many patients (o request and
undergo these tests. The internist who refuses to do a complete

prostate evaluation while at the same time ordering a complete
blood count, chemistry screening panel, and other tests not only
misses an opportunity for early cancer diagnosis but may also
find himself or herself in medicolegal peril should prostate can-
cer be discovered on a subsequent evaluation. These tests may be
of vital importance for the individual patient, even though some
may argue that the “cost-effective™ benefit has not been well
documented.

We agree with Dr. Wilt that the optimal treatment (if any) for
prostate cancer remains in considerable doubt; however, we
strongly disagree with the statement that including prostate-spe-
cific antigen testing and digital rectal examination as part of a
routine physical examination would “result in prohibitive expense
even if detection and intervention were eventually determined to
be of clinical benefit.” From our perspective as practicing physi-
cians (not as policy or decision analysts attempting to interpret a
confused medical literature), it is difficult, if not impossible, to
place a monetary value on a human life, The charge to the
physician in the day-to-day caring of patients is not to debate the
value of wide-scale screening for prostate cancer but to do the
evaluations that will best serve the needs of the individual patient
who entrusts himself to the care of that physician.

William R. Fair, MD
Memorial Sloan-Kettering Cancer Center
Mew York, NY 10021

Mare B. Garmick, MD
Beth Isracl Deaconess Medical Center
Boston, MA 02215

Correction: Errors in Letter

A recent letter to the editor (1) did not contain the list of cited
references. The following are the references for that letter:

1. Schlondorfl D. Renal complications of nonsteroidal an-
tiinflammatory drugs. Kidney Int. 1993;44:643-53.

2. Oster JR, Singer I, Fishman LM. Heparin-induced al-
dosterone suppression and hyperkalemia, Am J Med,
1995;98:575-86.

3. Perazella MA, Brown E. Electrolyte and acid-base dis-
orders associated with AIDS: an etiologic review. J Gen
Intern Med. 1994;9:232-6,

4. Velazquez H, Perazella MA, Wright F5, Ellison DH.
Renal mechanism of trimethoprim-induced hyperkale-
mia. Ann Intern Med. 1993;119:296-301.

In addition, the first sentence of the letter should have read,
“Dr. Watanakunakorn requests more information from our
study, a chart review based on the identification of hospitalized
patients treated with trimethoprim—sulfamethoxazole by the gen-
eration of a daily patient list through pharmacy records.”
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Correction: Title of Letter

A recent letter to the editor (1) was published with an incor-
rect title, The title of this letter should have been “Refractory
Gastrointestinal Disorders” rather than “Abuse History and Gas-
trointestinal Mliness.”
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