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LETTERS

Managing residual risk in 
patients receiving statin 
therapy
Brett D Montgomery

TO THE EDITOR: Evidence is beginning
to accumulate on the effectiveness of the
low-density lipoprotein (LDL) cholesterol-
lowering medicine ezetimibe. While there
are no completed trials investigating
ezetimibe’s effect on clinically important
end points, two recent trials investigating
its effect on carotid intima media thickness
(CIMT) have both reported disappointing
results.1,2 After each of these trials, the
Journal has published editorials by Hamil-
ton-Craig, who offers reassurance about
ezetimibe and encourages ongoing pre-
scription of this drug to patients who have
elevated LDL levels despite maximum-tol-
erated statin therapy.3,4 Such a sanguine
opinion seems at odds with the negative
trial evidence, and therefore worthy of
debate.

Briefly, the ENHANCE (Ezetimibe and
Simvastatin in Hypercholesterolemia
Enhances Atherosclerosis Regression) trial,
which compared ezetimibe plus simvasta-
tin with simvastatin treatment alone in 720
patients with familial hypercholesterolae-
mia, found no significant difference (and a
trend in the direction of harm) with
respect to the primary end point of CIMT.1

The ARBITER 6-HALTS (Arterial Biology
for the Investigation of the Treatment
Effects of Reducing Cholesterol 6 — HDL
and LDL Treatment Strategies in Athero-
sclerosis) trial compared ezetimibe with
extended-release niacin in statin-treated
patients with coronary heart disease.2

Among 315 patients with available results,
the group taking niacin showed a statisti-
cally significant reduction in CIMT, but the
group taking ezetimibe showed no such
reduction. Of concern, increased cumula-
tive exposure to ezetimibe was associated
with progression of CIMT (P = 0.05).
Although far from definitive, the results of
these two trials offer no reassurance of
benefit from ezetimibe and, in my view,
may portend harm.

It may seem counterintuitive that
ezetimibe, which significantly lowers LDL
cholesterol levels,1,2 could be ineffective or
harmful. However, the history of medicine
is replete with examples of interventions
that improve numerical disease measures
without benefit to patients. One recent
example was torcetrapib, which, despite

increasing high-density lipoprotein choles-
terol and reducing LDL cholesterol levels
in a promising manner, was found to cause
serious adverse events, including death.5

I agree with Hamilton-Craig that we
require trials measuring major cardiovas-
cular events to really understand the
effects of ezetimibe. Where we disagree is
how to manage our patients during the
period of uncertainty until publication of
the results of these trials. While he argues
for continued prescribing of ezetimibe, I
suggest we should explicitly share our
uncertainty about the safety and efficacy of
this drug with our patients by discussing
the existing research. Some patients will,
like Hamilton-Craig, place their faith in
the cholesterol hypothesis and be reas-
sured by an assumption of cardiovascular
protection as their LDL falls. Others will
choose to wait until we have more robust
evidence that ezetimibe is safe and effec-
tive. I would wait.
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Ian R Hamilton-Craig

IN REPLY: I agree with Montgomery that
cardiovascular disease (CVD) outcomes are
required to determine the role of
ezetimibe. The Simvastatin and Ezetimibe
in Aortic Stenosis (SEAS) trial (in which
patients with aortic stenosis were treated
for 52.2 months with statin plus ezetimibe
or statin plus placebo) showed a 4.7%
reduction in ischaemic CVD events in the
ezetimibe group (P = 0.02; number needed
to treat, 23), driven by a reduced need for

coronary artery bypass grafting.1 In con-
trast to previous trials showing regression
of atherosclerosis in response to statin
therapy, baseline carotid intima media
thickness (CIMT) levels in the ENHANCE
(Ezetimibe and Simvastatin in Hypercho-
lesterolemia Enhances Atherosclerosis
Regression) trial were normal, due to pre-
vious statin therapy. This is likely to
account for the lack of change in CIMT
wi th  eze t imibe  t r ea tment  in  the
ENHANCE trial.2 As no placebo group was
included, neither lack of benefit nor harm
from ezetimibe therapy can be inferred.2

Data from animal studies have shown
atherosclerosis regression after ezetimibe
treatment through multiple mechanisms.3-5

Prospective randomised controlled trials
with statins, resins or surgery have inde-
pendently shown an approximate 1%
reduction in CVD per 1% reduction in
low-density lipoprotein cholesterol (LDL-
C) level. Evidence for the benefits of low-
ering LDL-C is among the most robust in
medicine. Pending the outcomes of
IMPROVE-IT (the Improved Reduction of
Outcomes: Vytorin Efficacy International
Trial, a multicentre study of ezetimibe plus
simvastatin versus simvastatin treatment of
patients with acute coronary syndrome
[ht tp : / / c l in i ca l t r ia l s . gov /c t2 / show/
NCT00202878]), or clinical outcome data
confirming those of the ARBITER 6-HALTS
(Arterial Biology for the Investigation of
the Treatment Effects of Reducing Choles-
terol 6 — HDL and LDL Treatment Strate-
gies in Atherosclerosis) trial,6 it seems
reasonable to continue to use ezetimibe to
lower LDL-C levels in patients who are not
achieving LDL-C targets despite statin
therapy or who are intolerant to statins.
Extended-release nicotinic acid (Niaspan
[Abbott Laboratories, Chicago, Ill, USA])
may be an appropriate alternative to statins
as second-line therapy, and should be
made available under the Pharmaceutical
Benefits Scheme for treating patients with
dyslipidaemia. (Niaspan has approval from
the Therapeutic Goods Administration for
marketing in Australia, but is not being
imported into Australia at this stage.)
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