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Pravastatin reduced nonfataE Ml without increasing nonoerdiovascuSar
death In men with hyperoholesterolemia
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Objective
To evaluate the effectiveness of pra-
vastatin in preventing coronary events
in men with moderate hypercholes-
terolemia and no history of myocar-
dial infarction (MI).

Design
Randomized, double-blind, placebo-
controlled trial with a mean 4.9-year
follow-up.

Setting
Coronary screening clinics through-
out the West of Scotiand.

Patients
6595 men (mean age 55 y) with a fast-
ing low-density lipoprotein (LDL)
cholesterol level > 4.0 mmol/L during
the second and third baseline visits,
with at least 1 value > 4.5 mmol/L and
1 value < 6.0 mmol/L; no serious elec-
trocardiogram abnormalities; and no
history of MI or other serious illnesses.

Intervention
3302 patients were allocated to pravas-
tatin, 40 mg each evening, and 3293 to

Commentary ' , „
In this trial, a 20% reduction in blood choles-
terol levels was associated with a reduction in
the risk for coronary death and nonfatal Ml
and the need for revascularization procedures.
The results of this trial and the evidence iirorn
the 4S Group (1) confirm that intensive ef-
forts to reduce blood cholesterol levels reduce
the risk for CHD, particularly amongpatients
who are at high risk for CHD. Despite the
substantial proportionate benefits with these
potent cholesterol-lowering drugs, the abso-
lute S-year risk in die trial for any coronary
event among the nonsmokers in die placebo
group was still lower than that among the
smokers in the treated group. Aldiough die
rate of death from noncardiovascukr causes
did not increase among the treated patients,

placebo. Patients were seen at 3-month
intervals, and lipid-lowering dietary
advice was reinforced at each visit.

Main Outcome Measures
Nonfatal MI or death from coronary
heart disease (CHD), cardiovascular
and total mortality, revascularization
procedures, and changes in plasma
cholesterol and LDL cholesterol
levels.

Main Results
Analysis was by intention to treat.
Pravastatin decreased plasma choles-
terol levels by 20% and LDL choles-
terol levels by 26% in patients who
took their medication. No changes
occurred with placebo. Pravastatin
led to fewer definite nonfatal Mis
and deaths from CHD at a mean fol-
low-up of 4.9 years than did placebo
(6% vs 8%, P < 0.001). {This abso-
lute risk reduction of 2% means that
42 patients would need to be treated
(NNT) for a mean of 4.9 years to
prevent 1 nonfatal MI or 1 death
from CHD, 95% CI 28 to 94; the
relative risk reduction (RRR) was
31%, CI 17% to 43%.}* When this
combined outcome was separated,
pravastatin led to fewer definite Mis
than did placebo (5% vs 7%, P <
0.001) {ARR 2%; N N T 53, CI 33 to
130; RRR 31%, CI 15% to 45%}*
but not to fewer deaths definitely

the trial lacked the statistical power to assess
whether cholesterol reduction affects noncar-
diovascukr mortality. Instituting drug
therapy to reduce cholesterol is clearly worth-
while in patients with a high absolute risk
for CHD. Some uncertainty remains, how-
ever, about the balance between the benefits
and hazards of prolonged drug therapy in pa-
tients at lower risk. The question of whether
lowering cholesterol in patients at high and
intermediate risk for CHD produces an
improvement in survivai is being addressed
in several ongoing trials. Neither this trial
by Shepherd and colleagues nor the 4S trial
can assess the types of hazard that some
investigators have been claiming with cho-
lesterol-lowering treatments (e.g., 20%

from CHD (1.2% vs 1.7%, P* 0.13).
The rate of death from all cardiovas-
cular causes was lower in the prava-
statin group than in die placebo group
(1.6% vs 2.3%, P = 0.03). No differ-
ence in noncardiovascular deaths was
observed (P = 0,54). Total mortality
was 3.2% in the pravastatin group and
4.1% for placebo (P = 0.051). At year
5, cumulative rates of withdrawal
from treatment in the placebo and
pravastatin groups were 31 % and
30%, respectively.

Conclusion
In men with moderate hypercho-
lesterolemia and no history of myo-
cardial infarction, pravastatin when
compared with placebo reduced the
incidence of either nonfatal myocar-
dial infarction or death from coro-
nary heart disease and did not increase
the risk for death from noncardiovas-
cukr causes.
Source of funding: Bristol-Myers Squibb
Pharm.aceut.kal Research Institute, USA.

For article reprint: Dr. I. Ford, Robertson
Centre for Biostatistics, Boyd On- Building,
University of Glasgow, Glasgow G12 8QQ,
Scotland, UK. FAX'44-141-330-5094,

'Numbers calculated from data in article

Abstract and Commentary also published in
ACPJournal Club 1996;!24:40.

increase in non-CHD mortality or cancer).
Reliable evidence about the balance be-
tween benefits and risks will emerge from
furdier large trials (2) and in particular an
overview of such trials (3).
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