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Editorial
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 re is no doubting the fundamental role of statin

erapy in patients with established cardiovascular
ease. However, its role in primary prevention,

particularly among patients with lower absolute cardiovas-
cular risk, has been uncertain.1 In 2010, in a meta-analysis
of data from 170 000 individual patients with or without
cardiovascular disease, the Cholesterol Treatment Trialists’
Collaboration (CTTC) showed that each 1 mmol/L reduc-
tion in low-density lipoprotein (LDL)-cholesterol level was
associated with a reduction in the incidence of major
vascular events of about 20% over 5 years, even among
those with starting LDL-cholesterol levels less than
2.0 mmol/L.2 But is this benefit equally applicable to sub-
groups of patients who have no history of cardiovascular
disease and those who have a lower absolute cardiovascu-
lar risk? As at least half of all vascular events occur among
the latter patient group,3 resolving this uncertainty is
important.

Recently, the CTTC conducted a further meta-analysis
according to risk of vascular disease,3 using their protocol
for meta-analysis that prospectively describes study entry
criteria, analytical methods and common end points, and
thus has greater validity than a protocol formulated post-
hoc. The CTTC also has access to patient-level data, which
provides more reliable estimates of treatment effects than a
standard meta-analysis. Patients were stratified at baseline
into five arbitrary whole-number categories of 5-year risk
of a major vascular event: < 5%; 5% to < 10%; 10% to
< 20%; 20% to < 30%; or � 30%. The reduction in major
vascular events among each group was similar to the
overall reduction of 21% for each 1 mmol/L reduction in
LDL-cholesterol level.

Among patients with no history of vascular disease,
those in the two lowest-risk groups who received treat-
ment had significant proportional reductions in the risk of
a major vascular event, which were at least as large as

ts in higher-risk groups.
duced by 15% (and overall
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ncidence and cancer mor-
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treated over 5 years for each 1 mmol/L reduction in LDL-
cholesterol level (4.1% incidence in statin or higher-dose
therapy group versus 5.2% in the control or low-dose
statin therapy group).

Over 5 years of treatment, 1000 patients have about 1.2
adverse events, including higher incidences of myopathy
(about 0.5 per 1000) and rhabdomyolysis (about 0.1 per
1000);4 a small increased risk of developing diabetes,
resulting in up to 0.2 additional cardiovascular events per
1000,3  and the possibility of a higher incidence of haemor-
rhagic stroke (about 0.5 per 1000).2 One potential adverse
effect has been shown by postmarketing surveillance
reports — a possible rare association of statin treatment
with mild cognitive impairment that appears to be reversi-
ble over a median time of 3 weeks after treatment with-
drawal.5 No adverse link between statin treatment and
dementia has been found, and reassuringly, the Heart
Protection Study found no differences in cognitive func-
tion, dementia or other psychiatric disorders after 5 years
of statin therapy or placebo among 20 000 people.6

Australian guidelines published in 2012 by the National
Vascular Disease Prevention Alliance and endorsed by the
National Health and Medical Research Council encourage
use of a 5-year absolute cardiovascular risk calculation
(derived from the Framingham risk score) in determining
the role for lipid-lowering and other cardiovascular risk
therapy.7 In primary prevention, lifestyle modification is
the empirical recommendation for those with a 5-year
cardiovascular risk of less than 10%. Among those whose
risk is 10%–15%, lipid-lowering therapy should be consid-
ered when lifestyle modification has been unsuccessful or
risk factors are persistent (eg, hypertension) or unmodifia-
ble (eg, ethnicity or family history). Among those with a 5-
year risk greater than 15%, lipid-lowering therapy is rec-
ommended along with lifestyle modification. The National
Institute of Clinical Excellence guidelines do not recom-
mend statin therapy until 5-year risk exceeds 10%.8

The CTTC analysis has shown that lowering LDL levels
with statin therapy is effective in reducing cardiovascular
events even among patients with relatively low absolute
risk, and suggests a likely net benefit in favour of statin
therapy in this population. In light of this new evidence,
should the indications for lipid-lowering therapy be
broadened?
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First, the population with lower absolute risk will gener-
ally derive a lower net benefit from statin therapy. Second,
while some adverse events, such as new diabetes and
rhabdomyolysis, appear to be at least partly dose related,
other events may not be, and must be factored into clinical
decision making. Third, the strength of evidence of net
clinical benefit is not as great in the lower-risk groups as
among those at higher risk. This is because current confi-
dence intervals around evidence for absence of harm still
leave room (at least theoretically) for slight adverse effects
from cancer and non-cardiovascular mortality. This there-
fore could potentially offset the benefits among those at
lower risk. Fourth, for some patients, the inconvenience of
medication or the psychological impact of having long-
term treatment may be an issue; and fifth, the benefit-to-
risk ratio is not as reliably known beyond 5–6 years of
treatment or for older people. Taking all of this into
account, the safest first-line therapy to lower LDL choles-
terol is still lifestyle modification, including dietary
improvement, exercise and weight loss where applicable.
However, risk-to-benefit data indicate a role for statin
therapy as well, particularly if conservative measures are
insufficient.

The other major consideration is financial. At the end of
the 2010–11 financial year, atorvastatin and rosuvastatin
comprised two of the top three most dispensed Pharma-
ceutical Benefits Scheme (PBS) medications, and lipid-
modifying therapy was the most costly medication class to
the PBS.9 PBS guidelines still restrict statin prescribing
according to LDL-cholesterol levels stratified by other
cardiac risk factors, excluding some individuals whose
absolute risk may warrant statin therapy according to the
2012 Australian guidelines. Subsidising treatment for more
people on the basis of the new CTTC evidence has finan-
cial implications.

Australia has higher generic statin prices than England,
and a higher, and increasing, market share of patented
statins.10 These two factors are argued to have cost the
Australian Government up to a billion dollars more during
2005–2009, with cost discrepancies between Australia and
England projected to continue. The differences partly
relate to restrictions imposed on the choice of subsidised
medications in England. Recently in Australia, atorvastatin
has come off patent, and rosuvastatin has been
reclassified11 — steps that should reduce expenditure on
statin therapy, although this is likely to be by much less
than it could be, based on the experiences of other
nations.12 These domestic financial factors are important
considerations when reviewing the role and capacity for
broadened taxpayer-funded subsidy of statins. The Phar-
maceutical Benefits Advisory Committee reviewed statin
pricing in July 2012, and their decision will be available
late in August. Statin prescriptions also incur copayment
costs for the individual, but other techniques to lower
cholesterol, such as gymnasium use and dietary programs,

can also be expensive. In the United Kingdom, low-dose
simvastatin has been available over the counter without
prescription since 2004.13 This strategy may reduce the
expense of consultations, although there are potential risks
to patients in excluding doctors from the prescription
process.

In summary, we now have considerable evidence that
lipid-lowering statin therapy reduces cardiovascular events
across all examined categories of absolute cardiovascular
risk. The side-effect profile of statins is reassuring, even for
use in individuals with a 5-year risk of less than 10%,
although the benefit-to-harm ratio is greater among those
at higher absolute risk. What is still not certain is at what
level, clinically or financially, the absolute benefit-to-harm
ratio is too low to endorse statin therapy as a routine
subsidised treatment. While there is no substitute for
lifestyle modification, the capacity for statin pharmaco-
therapy to assist in the treatment of individuals at lower
risk has now been shown. This new evidence must be
urgently considered, with appropriate economic analyses,
for incorporation into clinical and PBS guidelines.
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