account may improve the utility of IMA
in predicting serious cardiac outcomes.
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We thank Giuseppe Lippi and col-
leagues for their comments. The average
serum level of IMA that they reported in
their study (94 p/mL, 97.5% confidence
interval 84-104 p/mL) is higher than the
2 cutoffs we employed: 85 y/mL (sug-
gested by the manufacturer) and 8o
p/mL. In our paper we indicated that we
explored multiple IMA thresholds (in-
cluding 100 p/mL) but this did not alter
our findings.* Therefore, in patients pre-
senting with chest pain who have not yet
experienced a serious cardiac outcome,
IMA appears to be a poor predictor of
serious cardiac outcomes.
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Questioning the benefits
of statins

The assessment by Douglas Manuel
and associates? of the 2003 Canadian
dyslipidemia guidelines? is welcome,
but they overlooked the all-cause
mortality issue, where statins have
essentially failed to deliver.® There
are no statin trials with even the
slightest hint of a mortality benefit in
women,3s and women should be told
so. Likewise, evidence in patients
over 70 years old shows no mortality
benefit of statin therapy: in the
PROSPER trial there were 28 fewer
deaths from coronary artery disease
in patients who received pravastatin
versus placebo, offset by 24 more
cancer deaths.©

The failure of statins to decrease all-
cause mortality is possibly best illus-
trated by atorvastatin: while both the
ASCOT7” and TNTs trials found that
atorvastatin therapy decreased the risk
of cardiovascular events, in the ASCOT
trial (placebo v. 10 mg atorvastatin
daily) the all-cause mortality curves ef-
fectively touched at mean study end
(3.3 years) and in the TNT trial (1o v. 8o
mg of atorvastatin daily) there were 26
fewer deaths from coronary artery dis-
ease in patients taking the higher dose
offset by 31 more noncardiovascular
deaths at median study end (4.9 years).
Incidentally, the ASCOT trial failed to
find a cardiac benefit of statin therapy
in women and patients with diabetes.

The Web site of the ALLHAT study
says it best:o “trials [primarily in
middle-aged men] demonstrating a
reduction in [coronary artery dis-
ease] from cholesterol lowering have
not demonstrated a net reduction in
all-cause mortality.” What is the
point of decreasing the number of
“events” without decreasing overall
mortality, when the harm caused by
the side effects of statin therapy is
factored in?

The failure of statins to reduce all-
cause mortality clearly supports the call
for more effective approaches. Guide-
lines should reflect this finding, cer-
tainly in their recommendations for
women and probably in those for most
men too.
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The recently published controversy on
the 2003 Canadian dyslipidemia guide-
lines*= should be cause for some reflec-
tion on the utility of guidelines. The
back-and-forth dialogue was reminis-



cent of what does, or should, occur
daily in the offices of Canada’s family
physicians.

Family doctors see patients with var-
ious values, resources, education levels,
motivations, fears, preferences, de-
grees of risk aversion and levels of un-
derstanding. Their task is to define
treatment goals consistent with all
these patient attributes and then base
management decisions on those goals.
Guidelines, where available, should
contribute to the discussion but should
rarely be the sole determinant of a pa-
tient’s treatment goals. Just as from a
population health perspective we must
weigh benefit with cost and lost oppor-
tunity, so must we do with each indi-
vidual. Guidelines must inform us but
should not necessarily compel us.

Unfortunately, as our primary care
system comes under more and more
stress, the family physician’s ability to
discuss individual treatment goals, as
opposed to simply applying guide-
lines, is diminished. It is easier to
titrate a drug to a guideline or labora-
tory end point. Furthermore, achieve-
ment of such end points is often easily
measured and therefore this goal is at-
tractive to administrators. This may
not, however, be best for patients
when evaluated in the context of treat-
ment goals, population outcomes and
system costs.
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Eddie Vos and Colin Rose are con-
cerned that we overestimated the bene-
fit of statins in women and older peo-
ple in our analysis? of the Canadian
recommendations for dyslipidemia
management.2 On the other hand,
Jacques Genest and colleagues accused
us of underestimating the benefit of
statins.? Others suggest that statins
have a small or no relative benefit in
people at low risk of developing cardio-
vascular disease.*

Debates about the relative benefit of
statins are welcomed but do not change
the main findings of our analysis, be-
cause a patient’s underlying risk of car-
diovascular disease is in many cases
more important than the precise rela-
tive risk reduction.s Statins have a very
small absolute benefit in people at low
risk and a very high absolute benefit in
people at high risk. The 2003 Canadian
dyslipidemia guidelines? inappropri-
ately fail to recommend treatment of
many Canadians at the highest risk of
developing cardiovascular disease
while recommending treatment of
markedly more individuals at low risk.

If we assumed a higher relative ben-
efit of statins in our analysis, as Genest
and colleagues suggested, it would be
even more apparent that the guidelines
should recommend treatment to peo-
ple at high risk who are not currently
offered statins. However, because the
baseline risk of death is very small in
groups at low risk of developing car-
diovascular disease, even with a higher
relative benefit of statins very few
deaths would be avoided in these peo-
ple. If we assumed a lower relative
benefit of statins, as Vos and Rose sug-
gest, the absolute benefit in popula-
tions at low risk would no longer be

extremely small (as we found in our
original analysis) but would be virtu-
ally undetectable, or statin therapy
would possibly even have to be consid-
ered harmful. In the end, the take-
home message remains the same:
statins are beneficial in people at high
risk of cardiovascular disease and not
clinically important in those at low
risk.
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Correction

In a recent Review article,* the amount for
saline, as indicated in the caption for Fig.
1, should have read 0.45% (not 45%).
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Interested in a career in medical publishing? CMAJ would like to expand its
editorial staff and is looking for a physician with broad interests and experi-
ence in clinical medicine, good writing skills and an aptitude for editing.
This is a full-time position based in Ottawa, with potential for continued
clinical work. Interested physicians should contact the editor at
john.hoey@cma.ca.
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