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Summary 

Background The lowering of cholesterol concentrations in
individuals at high risk of cardiovascular disease improves
outcome. No study, however, has assessed benefits of
cholesterol lowering in the primary prevention of coronary
heart disease (CHD) in hypertensive patients who are not
conventionally deemed dyslipidaemic.

Methods Of 19342 hypertensive patients (aged 40–79 years
with at least three other cardiovascular risk factors)
randomised to one of two antihypertensive regimens in the
Anglo-Scandinavian Cardiac Outcomes Trial, 10305 with non-
fasting total cholesterol concentrations 6·5 mmol/L or less
were randomly assigned additional atorvastatin 10 mg or
placebo. These patients formed the lipid-lowering arm of the
study. We planned follow-up for an average of 5 years, the
primary endpoint being non-fatal myocardial infarction and
fatal CHD. Data were analysed by intention to treat.

Findings Treatment was stopped after a median follow-up of
3·3 years. By that time, 100 primary events had occurred in
the atorvastatin group compared with 154 events in the
placebo group (hazard ratio 0·64 [95% CI 0·50–0·83],
p=0·0005). This benefit emerged in the first year of follow-up.
There was no significant heterogeneity among prespecified
subgroups. Fatal and non-fatal stroke (89 atorvastatin vs 121
placebo, 0·73 [0·56–0·96], p=0·024), total cardiovascular
events (389 vs 486, 0·79 [0·69–0·90], p=0·0005), and total
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coronary events (178 vs 247, 0·71 [0·59–0·86], p=0·0005)
were also significantly lowered. There were 185 deaths in the
atorvastatin group and 212 in the placebo group (0·87
[0·71–1·06], p=0·16). Atorvastatin lowered total serum
cholesterol by about 1·3 mmol/L compared with placebo at
12 months, and by 1·1 mmol/L after 3 years of follow-up.

Interpretation The reductions in major cardiovascular events
with atorvastatin are large, given the short follow-up time.
These findings may have implications for future lipid-lowering
guidelines.
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Introduction
A series of large randomised endpoint trials1–10 has
established the benefits of statins for the prevention of
major fatal and non-fatal cardiovascular events. These data
are consistent with experimental,11 observational12 and
other trial data13,14 in establishing dyslipidaemia as a major
independent risk factor for coronary heart disease (CHD).
On the basis of observational data, the causal association
between dyslipidaemia and increased rates of cerebro-
vascular disease is unclear,15 but trial evidence has shown
notable reductions in stroke rates associated with statin
use.16

Intervention studies have confirmed the cardiovascular
benefits of statins in primary prevention,6,7 secondary
prevention,1–5 and acute coronary syndromes,17 across a
wide age range2,8,9 and among patients with total
cholesterol concentrations much lower than average.8

The relation between CHD risk plotted on a doubling
scale and serum cholesterol in observational studies is
roughly linear, such that a long-term cholesterol concen-
tration lowered by about 1·0 mmol/L corresponds to about
50% less CHD, irrespective of cholesterol concentration.18

In intervention studies, however, the lowering of cholesterol
by 1·0 mmol/L maintained over a period of 5 years
corresponds to only about 25–35% fewer CHD events.19

Observational data indicate that coexistent risk factors,
such as raised blood pressure and dyslipidaemia, generally
exert a multiplicative effect on the risk of experiencing
cardiovascular events,20 and subgroup analyses of inter-
vention studies2–4,7,8 suggest that the relative cardiovascular
benefits of lipid lowering are similar among hypertensive
and normotensive participants.

Prevention of coronary and stroke events with atorvastatin 
in hypertensive patients who have average or lower-than-average
cholesterol concentrations, in the Anglo-Scandinavian Cardiac
Outcomes Trial—Lipid Lowering Arm (ASCOT-LLA): a multicentre
randomised controlled trial
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However in ALLHAT,10 the use of pravastatin versus
usual care in patients with mild to moderate hypertension
produced only non-significant reductions in cardiovascular
events.

Most cardiovascular events and deaths attributable to
raised blood pressure21 and dyslipidaemia18 occur among
patients with blood pressure and lipid concentrations
deemed normal. Assessment of the effects of lipid lowering
is, therefore, important in patients with reasonably
controlled blood pressures and normal or only mildly or
moderately raised serum cholesterol concentrations. 

The Anglo-Scandinavian Cardiac Outcomes Trial
(ASCOT) is an independent, investigator-initiated and
investigator-led, multicentre, randomised trial22 designed
to compare two antihypertensive treatment strategies for
the prevention of CHD events in more than 18 000
hypertensive patients who have no history of CHD. The
study uses the Prospective Randomised Open Blinded
Endpoints (PROBE) design.23 In addition, by way of 
a two-by-two factorial design, ASCOT has included a
double-blind randomised comparison of the cardiovascular
effects of atorvastatin, a statin, with placebo among
patients who have total cholesterol concentrations of 
6·5 mmol/L or less. This lipid-lowering arm of ASCOT
forms the subject of this report.

The detailed ASCOT protocol, including study design,
organisation, clinical measurements, endpoint definitions,
rationale for choice of treatment strategies, power
calculations, recruitment rates, and some baseline
characteristics has previously been published,22 and further
detailed information is available on the ASCOT website.24

In summary, the primary objective of the lipid-lowering
arm was to assess and compare the long-term effects on the
combined endpoint of non-fatal myocardial infarction,
including so-called silent myocardial infarction, and fatal
CHD of a statin (plus antihypertensive treatment)
compared with placebo (plus matched antihypertensive
treatment) among patients with total cholesterol
concentrations of 6·5 mmol/L or less. The secondary
endpoints of the lipid-lowering arm were the primary
outcome without silent events, all-cause mortality, total
cardiovascular mortality, fatal and non-fatal stroke, fatal
and non-fatal heart failure, total coronary endpoints, and
total cardiovascular events. Tertiary objectives were also
prespecified, including the assessment of the effects of
statin on the primary endpoint among several subgroups. 

Patients and methods
Patients
Patients eligible for inclusion in the lipid-lowering arm 
of ASCOT were men and women aged between 40 and 
79 years at randomisation, with either untreated hyper-
tension, defined as systolic blood pressure of 160 mm Hg
or more, diastolic blood pressure of 100 mm Hg or more,
or both, or treated hypertension with systolic blood pressure
of 140 mm Hg or more, diastolic blood pressure 90 mm Hg
or more, or both. Patients had to be eligible for the 
blood-pressure-lowering arm, have total cholesterol
concentrations of 6·5 mmol/L or lower, and not currently
be taking a statin or a fibrate.

In addition, the study population was required to have at
least three of the following risk factors for cardiovascular
disease: left-ventricular hypertrophy, other specified
abnormalities on electrocardiogram, type 2 diabetes,
peripheral arterial disease, previous stroke or transient
ischaemic attack, male sex, age 55 years or older,
microalbuminuria or proteinuria, smoking, ratio of plasma
total cholesterol to HDL-cholesterol of 6 or higher, or
premature family history of CHD.22

Exclusion criteria included previous myocardial
infarction, currently treated angina, a cerebrovascular
event within the previous 3 months, fasting triglycerides
higher than 4·5 mmol/L, heart failure, uncontrolled
arrhythmias or any clinically important haematological or
biochemical abnormality on routine screening.22

Most patients in ASCOT were recruited from family
practice. In the Nordic countries, 686 family practices
randomised patients, and in the UK and Ireland patients
were recruited by 32 regional centres, to which patients
were referred by their family physicians. The study
conformed to good clinical practice guidelines and was
done under the guidelines of the Declaration of Helsinki.
The protocol and all subsequent amendments to the
protocol were reviewed and ratified by central and regional
ethics review boards in the UK, and by national ethics and
statutory bodies in Ireland and the Nordic countries. 

In the UK and Ireland, all data were recorded
electronically and transferred to the UK coordinating
centre. In the Nordic countries data were entered on paper
case-report forms and transferred to the electronic system
by study monitors, who sent them to the Scandinavian
coordinating centre. Central data management and
analyses, including data cleaning, were coordinated by the
Scandinavian coordinating centre.

Trial procedure
Patients were recuited between February, 1998, and May,
2000. Around 4 weeks before randomisation, eligibility
criteria were established, and we obtained relevant
characteristics of patients and written informed consent.22

We measured blood pressure by standard procedures and
collected non-fasting blood samples.22 Two central
laboratories, one for the UK and Ireland, and one for the
Nordic countries, analysed blood samples throughout the
trial. Recordings from 12-lead electrocardiography were
faxed to the Scandinavian coordinating centre for central
assessment at the electrocardiography core centre at
Sahlgrenska University Hospital/Östra, Sweden.

After the 4-week run-in period, we confirmed eligibility
and consent for randomisation. Meanwhile each patient’s
family physician or investigator had had the opportunity to
consider the need for lipid-lowering treatment in light of
the results of the screening lipid values. At the
randomisation visit, physical examination was done and we
recorded blood pressure and heart rate. Fasting blood
samples were obtained for total cholesterol, HDL-
cholesterol, triglycerides, and glucose, and we recorded
another 12-lead electrocardiogram on each patient. 

Blood lipid concentrations before randomisation
determined whether patients were eligible for randomi-
sation into the lipid group. Patients with a non-fasting total
cholesterol of 6·5 mmol/L or less currently untreated with
a statin or fibrate, and whose physicians did not intend to
treat them with a statin or fibrate were randomly assigned
by computer, with use of minimisation procedures at the
appropriate coordinating centre, atorvastatin 10 mg daily
or matching placebo. More than 90% of eligible patients
were randomised. Any lipid-lowering treatment other
than a fibrate or a statin, in use before randomisation
could be continued during the study. For patients 
whose dyslipidaemia was subsequently judged by their
physician to require additional lipid-lowering therapy,
open-label treatment could be added to trial treatment.

Management of the blood-pressure-lowering arm is
detailed elsewhere.22 In summary, 19 342 patients were
randomly assigned one of two antihypertensive
regimens. At each follow-up visit antihypertensive drug
therapy was titrated to achieve target blood pressures
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(<140/90 mm Hg for non-diabetic patients and <130/80
mm Hg for diabetic patients), and information was
recorded about adverse events and any new
cardiovascular event or procedure, including the cause
for any hospital admission .

Investigators submitted all information relevant to any
potential endpoints to the Scandinavian coordinating
centre for central review of endpoints by the endpoint
committee, who were unaware of treatment assignment.
Criteria defined a priori for classifying diagnoses were
used by the endpoint committee.24 Certified causes of
death were sought and, when available, national
registries were used to find information on patients who
did not return for the final visit. Confirmed endpoints
were reported back to the Scandinavian coordinating
centre, which forwarded these data to the data safety
monitoring board. Events deemed serious adverse events
(but that were not endpoints) were reported immediately
to the Scandinavian coordinating centre and to the
principal funding source of the trial. 

Statistical methods
We estimated that a total sample size of at least 18 000
patients followed up for an average of 5 years was
required in the hypertension arm of the ASCOT trial. Of
these, we estimated about 9000 patients would be
assigned atorvastatin 10 mg or placebo. Assuming a
relative effect of 30% (equivalent to a hazard ratio of
0·7) on the primary endpoint (non-fatal myocardial
infarction and fatal CHD) of atorvastatin 10 mg
compared with placebo, under the intention-to-treat
principle for analysis, we calculated power to be more
than 90% (�=0·90) for the primary endpoint. This
calculation assumed a significance level of 1% (�=0·01)
and a yearly endpoint rate in the placebo group of 13 per
1000 for 5 years of treatment.

We compared the time to first primary endpoint event
in the atorvastatin and placebo groups on an intention-
to-treat basis. All analyses excluded endpoints deemed
invalid by the endpoint committee, with statistical
censoring enforced at the end of the study on Oct 1,
2002, or death before that date. The date used to
indicate a silent myocardial infarction
was taken as the mean time between
the dates of two electrocardiograms,
the first of which showed no
myocardial infarction, and the second
of which did.

For the main analyses we used the
log-rank procedure and the Cox’s
proportional hazards model to
calculate CI. Cumulative incidence
curves were generated by the Kaplan-
Meier method for all major endpoints
in the active and placebo groups. 

Early closure of the lipid-lowering arm
The data safety monitoring board
decided a priori to use the symmetric
Haybittle-Peto statistical boundary
(critical value Z=3) as a guideline 
for deciding to recommend early
termination of the trial, which has the
added advantage that no material
adjustment to the final p values is
required.22

On Sept 2, 2002, the data safety
monitoring board recommended that
the lipid-lowering arm of the trial be

stopped on the grounds that atorvastatin had resulted in
a highly significant reduction in the primary endpoint of
CHD events compared with placebo and a significant
reduction in the incidence of stroke. 

This recommendation was ratified by the steering
committee, whereupon all patients in the lipid-lowering
arm were recalled by their trial physicians between
October and December, 2002, for a final end-of-study
visit. All patients in the lipid-lowering arm were offered
atorvastatin 10 mg daily to be continued to the end of the
antihypertensive arm of the trial, which is anticipated to
be in early 2005. 

Role of the funding source
ASCOT was conceived, designed, and coordinated by 
an investigator-led independent steering committee,
members of which represented all the countries where
the trial was undertaken. The principal funding source
had two non-voting members on the steering committee.
Data analyses and the preparation of the report were
done independently of the principal funding source.

Results
Of the 19 342 patients randomised to one of the two
antihypertensive regimens 10 305 were further randomly
assigned atorvastatin 10 mg daily or placebo (figure 1).
Baseline characteristics of participants in these two
randomised groups were well matched (table 1).

Participants were mainly white (95%) and male (81%),
with a mean age of 63 years. The average number of the
additional cardiovascular risk factors required for
inclusion in the trial was 3·7. Baseline blood pressure and
lipid subfraction values were identical in the two groups. 

The study was stopped prematurely after 33041 patient-
years of follow-up (median 3·3 years). At the close of
follow-up for the lipid-lowering arm, complete information
was obtained on 10186 (98·8%) of the 10305 patients
originally randomised (figure 1). Of the remainder, vital
status was obtained on all but 17 patients. Compared with
placebo at 1 year of follow-up, in the atorvastatin group,
total cholesterol and calculated LDL-cholesterol were
around 1·3 mmol/L and 1·2 mmol/L lower, respectively
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With incomplete
information:
  4 alive before
     Oct 1, 2002
39 alive after
     Oct 1, 2002 
  5 withdrew consent
  7 lost to follow-up

With complete
information:
4928 alive
185 dead

5168 assigned
         atorvasatatin

10 305 eligible and 
randomised in lipid-

           lowering arm

19 342 randomised to
            antihypertensive
            treatment

5137 assigned
         placebo

With incomplete
information:
  3 alive before
     Oct 1, 2002
42 alive after
     Oct 1, 2002 
  9 withdrew consent
 10 lost to follow-up

With complete
information:
4861 alive
  212 dead

Figure 1: Trial profile
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(24% and 35% relative reduction, respectively, table 2). 
By the end of the study, these differences were 1·0 mmol/L
and 1·0 mmol/L (19% and 29%), respectively. 

Compared with placebo, atorvastatin reduced
triglycerides by about 0·3 mmol/L at 1 year—a relative
decrease of 17%, which fell to 14% at study completion.
Changes in HDL-cholesterol concentrations were minimal
in the two groups. After 3 years of follow-up, 87% of
patients originally assigned atorvastatin were still taking a
statin, and 9% of those in the placebo group had been
prescribed open-label statins. 

Blood-pressure control throughout the trial was similar in
the patients assigned atorvastatin and placebo, with mean
values of 138·3/80·4 mm Hg and 138·4/80·4 mm Hg,
respectively, at the end of follow-up.

The primary endpoint of non-fatal myocardial infarction,
including silent myocardial infarction, and fatal CHD was
significantly lower by 36% (hazard ratio 0·64 [95% CI
0·50–0·83], p=0·0005) in the atorvastatin group than in the
placebo group (figure 2, table 3). To assess the impact 
of baseline cholesterol on the effect of atorvastatin on 
the primary endpoint, data were stratified on the basis of 
the median total cholesterol value among patients who
experienced a primary endpoint (�5·6 mmol/L vs
>5·6 mmol/L). The hazard ratios were 0·65 (p=0·015) and
0·63 (p=0·012), respectively in these two groups. Similarly,
in a further post-hoc analysis, hazard ratios for patients with
baseline total cholesterol concentrations lower than 
5·0 mmol/L, 5·0–5·99 mmol/L, and 6·0 mmol/L or higher
were 0·63 (p=0·098), 0·62 (p=0·011), and 0·69 (p=0·084),
respectively.

There were also significant reductions in four of the seven
secondary endpoints, some of which incorporated the
primary endpoint: total cardiovascular events including
revascularisation procedures (21%); total coronary events
(29%); the primary endpoint excluding silent myocardial
infarction (38%); and fatal and non-fatal stroke (27%,
figures 3 and 4). All-cause mortality was non-significantly
reduced by 13%, with non-significantly fewer
cardiovascular deaths (figures 3 and 4) and no excess of
deaths from cancer (81 assigned statin vs 87 assigned
placebo) or from other non-cardiovascular causes (111 vs
130). Effects of statin on the secondary endpoints of heart
failure or cardiovascular mortality, or any tertiary endpoint
did not differ significantly from those of placebo, except for
chronic stable angina (table 3, figure 5). 
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Atorvastatin Placebo
(n=5168) (n=5137)

Patients’ characteristics
Woman 979 (18·9%) 963 (18·7%)
Age (years)
�60·0 1882 (36·4%) 1853 (36·1%)
>60·0 3286 (63·6%) 3284 (63·9%)
Mean (SD) 63·1 (8·5) 63·2 (8·6)

White 4889 (94·6%) 4863 (94·7%)
Current smoker 1718 (33·2%) 1656 (32·2%)
Alcohol consumption (units/week) 8·0 (11·3) 8·2 (12·0)
Systolic blood pressure (mm Hg) 164·2 (17·7) 164·2 (18·0)
Diastolic blood pressure (mm Hg) 95·0 (10·3) 95·0 (10·3)
Heart rate (beats/min) 71·3 (12·8) 71·8 (12·6)
BMI (kg/m2) 28·6 (4·7) 28·7 (4·6)
Total cholesterol (mmol/L) 5·5 (0·8) 5·5 (0·8)
LDL-cholesterol (mmol/L) 3·4 (0·7) 3·4 (0·7)
HDL-cholesterol (mmol/L) 1·3 (0·4) 1·3 (0·4)
Triglycerides (mmol/L) 1·7 (0·9) 1·6 (0·9)
Glucose (mmol/L) 6·2 (2·1) 6·2 (2·1)
Creatinine (mmol/L) 99·0 (16·9) 99·0 (16·4)

Medical history
Previous stroke or TIA 485 (9·4%) 516 (10·0%)
Diabetes 1258 (24·3%) 1274 (24·8%)
LVH (on ECG or ECHO) 744 (14·4%) 729 (14·2%)
ECG abnormalities other than LVH 741 (14·3%) 729 (14·2%)
Peripheral vascular disease 261 (5·1%) 253 (4·9%)
Other relevant cardiovascular disease 188 (3·6%) 207 (4·0%)
Mean (SD) number of risk factors 3·7 (0·9) 3·7 (0·9)

Drug treatment
Previous antihypertensive treatments
None 1021 (19·8%) 996 (19·4%)
1 2314 (44·8%) 2279 (44·4%)
�2 1833 (35·5%) 1862 (36·2%)

Lipid-lowering treatment 41 (0·8%) 51 (1·0%)
Aspirin use 882 (17·1%) 868 (16·9%)

Data not shown as n (%) are mean (SD). BMI=body-mass index. TIA=transient
ischaemic attack. LVH=left-ventricular hypertrophy. ECG=electrocardiograph.
ECHO=echocardiogram.

Table 1: Baseline characteristics

Total cholesterol (mmol/L) LDL-cholesterol (mmol/L) HDL-cholesterol (mmol/L) Triglycerides (mmol/L)

Atorvastatin Placebo Atorvastatin Placebo Atorvastatin Placebo Atorvastatin Placebo

n Conc n Conc n Conc n Conc n Conc n Conc n Conc n Conc

Baseline 5168 5·48 5137 5·48 4669 3·44 4627 3·44 5168 1·31 5137 1·31 4733 1·66 4687 1·65 
(0·78) (0·78) (0·72) (0·72) (0·37) (0·36)  (0·92) (0·87)

6 months 4802 4·13 4744 5·47 4491 2·21 4395 3·45 4799 1·31 4744 1·29 4527 1·37 4477 1·68 
(0·80) (0·84) (0·67) (0·75) (0·36) (0·35) (0·81) (0·96)

1 year 4736 4·16 4668 5·45  4458 2·25 4384 3·45 4736 1·30 4668 1·28 4496 1·37 4466 1·65   
(0·82) (0·85) (0·69) (0·76) (0·37) (0·35) (0·85) (0·99)

2 years 4659 4·14 4586 5·35 4486 2·24 4386 3·37  4659 1·30 4586 1·27 4522 1·36   4440 1·60 
(0·81) (0·90) (0·68) (0·78) (0·37) (0·36) (0·78) (0·88)

3 years 3880 4·18 3865 5·27 3748 2·28 3713 3·30 3880 1·30 3865 1·28 3775 1·32 3764 1·54
(0·85) (0·90) (0·71) (0·80) (0·37) (0·36) (0·76) (0·94)

End of 4415 4·2 1 4348 5·21 4256 2·32 4170 3·27 4415 1·31 4348 1·29 4277 1·29 4215 1·49
follow-up (0·85) (0·91) (0·72) (0·81) (0·37) (0·37) (0·73) (0·87)

Conc=concentration.

Table 2: Mean (SD) plasma concentrations by visit and treatment

0 0·5 1·0 1·5 2·0 2·5 3·0 3·5

0

1

2

3

4 Atorvastatin
Placebo

5137 5085 5042 5007 4964 4603 3259 1801
5168 5134 5103 5063 5035 4679 3263 1801

HR=0·64 (0·50–0·83),
p=0·0005
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Figure 2: Cumulative incidence for primary endpoint of non-fatal
myocardial infarction and fatal coronary heart disease
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The proportional effect of atorvastatin on the primary
endpoint did not differ significantly in any prespecified
subgroup from that noted overall, although the benefit was
not significant in six subgroups, including patients with
diabetes, and no benefit was apparent among women 
(table 4, figure 5). However, we noted no significant
interaction between sex and the impact of statin on the
primary endpoint, and total cardiovascular and total
coronary events were reduced by 20% (p=0·17) and 14%
(p=0·56), respectively, among women.

The number of serious adverse events and rates of 
liver-enzyme abnormalities did not differ between patients
assigned atorvastatin or placebo. One non-fatal case 
of rhabdomyolysis was reported in a man receiving
atorvastatin who had had a very high alcohol intake and a
recent febrile illness. 

Discussion
Our findings in the lipid-lowering arm of
ASCOT show that in hypertensive
patients, who on average were at
moderate risk of developing cardio-
vascular events, cholesterol lowering
with atorvastatin 10 mg conferred a 36%
reduction in fatal CHD and non-fatal
myocardial infarction compared with
placebo. This effect seemed to emerge
early, such that the data safety
monitoring board recommended early
termination of the trial. This decision
was also affected by the significant
reductions in other major cardiovascular
events.

Our results confirm and extend
observations from two previous 
primary prevention trials of the effects of
statin treatment on coronary and
cerebrovascular events.6,7 After 1 year of
follow-up in ASCOT, total cholesterol
and LDL-cholesterol among patients
taking atorvastatin were 24% and 35%
lower, respectively, than among those
taking placebo. By comparison, in an
on-treatment analysis of WOSCOPS,6

40 mg pravastatin lowered total
cholesterol and LDL-cholesterol by

20% and 26%, respectively, which was associated with a
reduction in non-fatal myocardial infarction and fatal CHD
of 31% after 4·9 years’ follow-up. In the AFCAPS/
TexCAPS trial,7 1-year placebo-corrected reductions in
total cholesterol and LDL-cholesterol of 18% and 25%
were associated with a 40% reduction in the same endpoint
after 5·2 years of follow-up.

The dose of atorvastatin was not titrated in ASCOT from
the starting dose of 10 mg daily, although higher doses
would have resulted in greater reductions in total
cholesterol and LDL-cholesterol concentrations.4 On the
basis of currently available evidence,10,19 it seems likely that
such greater reductions in cholesterol might have produced
even larger reductions in cardiovascular events. Had the
study continued for an average follow-up of 5 years, as
originally planned, the reduction in fatal and non-fatal 
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Atorvastatin Placebo Unadjusted hazard p

n (%) Rate* n (%) Rate* ratio (95% CI)

Primary endpoint†
Non-fatal MI‡ plus fatal CHD 100 (1·9) 6·0 154 (3·0) 9·4 0·64 (0·50–0·83) 0·0005

Secondary endpoints†
Total cardiovascular events and procedures 389 (7·5) 24·1 486 (9·5) 30·6 0·79 (0·69–0·90) 0·0005
Total coronary events 178 (3·4) 10·8 247 (4·8) 15·2 0·71 (0·59–0·86) 0·0005
Non-fatal MI§ plus fatal CHD 86 (1·7) 5·2 137 (2·7) 8·3 0·62 (0·47–0·81) 0·0005
All-cause mortality 185 (3·6) 11·1 212 (4·1) 12·8 0·87 (0·71–1·06) 0·1649
Cardiovascular mortality 74 (1·4) 4·4 82 (1·6) 4·9 0·90 (0·66–1·23) 0·5066
Fatal and non-fatal stroke 89 (1·7) 5·4 121 (2·4) 7·4 0·73 (0·56–0·96) 0·0236
Fatal and non-fatal heart failure 41 (0·8) 2·5 36 (0·7) 2·2 1·13 (0·73–1·78) 0·5794

Tertiary endpoints†
Silent MI 14 (0·3) 0·8 17 (0·3) 1·0 0·82 (0·40–1·66) 0·5813
Unstable angina 21 (0·4) 1·3 24 (0·5) 1·4 0·87 (0·49–1·57) 0·6447
Chronic stable angina 33 (0·6) 2·0 56 (1·1) 3·4 0·59 (0·38–0·90) 0·0135
Peripheral arterial disease 42 (0·8) 2·5 41 (0·8) 2·5 1·02 (0·66–1·57) 0·9254
Life-threatening arrhythmias 10 (0·2) 0·6 3 (0·1) 0·2 3·31 (0·91–12·01) 0·0540
Development of diabetes mellitus 154 (3·0) 9·4 134 (2·6) 8·2 1·15 (0·91–1·44) 0·2493
Development of renal impairment 31 (0·6) 1·9 24 (0·5) 1·4 1·29 (0·76–2·19) 0·3513

MI=myocardial infarction. *Per 1000 patient-years. †Full definition of endpoints provided in reference 24. ‡Includes silent MI. §Excludes silent MI.

Table 3: Hazard ratio of atorvastatin treatment on primary, secondary, and tertiary endpoints

0·51·0 1·0 1·5

Atorvastatin better Placebo better

Primary endpoint
Non-fatal MI* plus fatal CHD

Secondary endpoints
Total cardiovascular events and procedures
Total coronary events
Non-fatal MI† plus fatal CHD
All-cause mortality
Cardiovascular mortality
Fatal and non-fatal stroke
Fatal and non-fatal heart failure

Tertiary endpoints
Silent MI
Unstable angina
Chronic stable angina
Peripheral arterial disease
Development of diabetes mellitus
Development of renal impairment

Figure 3: Effects of atorvastatin and placebo on primary, secondary, and tertiary endpoints
Area of squares is proportional to amount of statistical information. Point estimates of hazard ratios
are given with 95% CI. MI=myocardial infarction. *Includes silent MI. †Excludes silent MI.
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CHD events may have approached 
50%, which, based on observational
studies, might be expected from a 
1·0 mmol/L reduction in serum
cholesterol.18

Despite the relatively weak association
between serum total cholesterol
concentrations and stroke risk derived
from observational data,15 previous
randomised trials of statin use have
shown, on average, significant reductions
in stroke events in both primary and
secondary prevention of about
15–30%.16 Hence the 27% reduction in
stroke incidence we noted is easily in
keeping with the benefits of statins
reported in previous studies. In the
PROSPER trial9 of pravastatin among
patients aged 70 years and older, no
reduction in strokes was noted. However
in a post-hoc analysis of the ASCOT
data, stroke prevention was similar
among 2416 patients who were older
than 70 years and the remainder aged 
70 years or younger (31 vs 24%
reduction).

We noted no significant adverse
effects on any of the prespecified
secondary or tertiary endpoints22

in association with the use of
atorvastatin. The rates of life-threatening

ARTICLES

1154 THE LANCET • Vol 361 • April 5, 2003 • www.thelancet.com

0 0

1

2

3

4

5

6

0

0 0·5 1·0 1·5 2·0 2·5 3·0 3·5 0 0·5 1·0 1·5 2·0 2·5 3·0 3·5

0

1

2

3

4

5

2

4

6

8

10

12

1

2

3
Atorvastatin

Placebo

5137 5085 5051 5014 4968 4609 3257 1808
5168 5128 5093 5054 5022 4669 3257 1797

Fatal and non-fatal stroke

HR=0·73 (0·56–0·96),
p=0·0236

5137 5064 5005 4961 4909 4540 3202 1764
5168 5115 5071 5020 4979 4618 3208 1772

Total coronary events

HR=0·71 (0·59–0·86),
p=0·0005

5137 5110 5083 5061 5030 4680 3320 1846
5168 5147 5123 5094 5070 4719 3299 1821

All cause mortality

HR=0·87 (0·71–1·06),
p=0·1649

5137 5022 4939 4862 4775 4390 3066 1687
5168 5075 5007 4928 4861 4487 3090 1702

Total cardiovascular events and procedures

HR=0·79 (0·69–0·90),
p=0·0005

Number at risk
Placebo
Atorvastatin

Number at risk
Placebo
Atorvastatin

Number at risk
Placebo
Atorvastatin

Number at risk
Placebo
Atorvastatin

Time (years)

Pr
op

or
tio

n 
of

 p
at

ie
nt

s 
(%

)
Pr

op
or

tio
n 

of
 p

at
ie

nt
s 

(%
)

Figure 4: Cumulative incidence for fatal and non-fatal stroke, total coronary events, total cardiovascular events, and all-cause
mortality

1·0 0·5 1·0 1·5

Atorvastatin better Placebo better

Subgroups

Diabetes
Non-diabetes
Current smoker
Non-current smoker
Obese
Non-obese
LVH
No LVH
Older (>60 years)
Younger (�60 years)
Female
Male
Previous vascular disease
No previous vascular disease
Renal dysfunction
No renal dysfunction
With metabolic syndrome*
Without metabolic syndrome

All patients

Figure 5: Effects of atorvastatin and placebo on the primary endpoint in prespecified
subgroups
Area of squares is proportional to amount of statistical information. Point estimates of hazard ratios
are given with 95% CI. LVH=left-ventricular hypertrophy. *Definition of metabolic syndrome provided
in reference 24.
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arrhythmias, heart failure, renal impairment, and new-
onset diabetes were, however, marginally increased among
patients receiving atorvastatin, but the differences were
based on small numbers of events and are probably the
result of chance variation. For example, of the 13 patients
who developed a life-threatening arrhythmia in ASCOT,
ten were assigned atorvastatin and three placebo, but only
six and two patients were taking their respective treatments
in the 6 months before these events occurred. In the
GREACE trial4 the use of atorvastatin at a mean dose of 
24 mg significantly reduced the heart-failure rate by 50%
among patients with established CHD. In the WOSCOPS
trial,25 the rate of new diabetes was reduced by 30%
compared with placebo over 4·9 years of follow-up.
Furthermore, the rate of development of serious
arrhythmias, heart failure, or new diabetes did not differ
among the 20000 high-risk patients assigned simvastatin or
placebo in the Heart Protection Study.8

The impact of atorvastatin on the primary endpoint of
ASCOT was assessed in 18 prespecified subgroups.22 Given
theoretical potential benefits of lipid lowering among
patients with diabetes, it was, at first sight, surprising that
the relative reduction was less for the primary endpoint
among patients with diabetes than among those without.
However, the absolute number of events among patients
with diabetes was only 84. This finding may well, therefore,
reflect inadequate power, especially given the shortened
follow-up period, possibly compounded to a small extent by
the fact that the drop-in rates of statin use among patients
with diabetes assigned placebo was 14% compared with 8%
in those without diabetes. 

The apparent lack of significant benefit of atorvastatin on
the primary endpoint among women may reflect the small
number of events they experienced (36 occurrences of the
primary endpoint) and these results highlight a potential
shortcoming of ASCOT which, in common with most
previous large statin studies, included mainly white male
participants.

The PROSPER trial reported a tendency to increased
cancer diagnoses among patients taking pravastatin.9

However in neither the Heart Protection Study8 nor a meta-
analysis of earlier statin trials was an adverse effect on non-
cardiovascular mortality noted,26 and in the ASCOT lipid-
lowering arm we saw similar numbers with fatal cancer in
the two randomised groups. The safety of atorvastatin was
further reaffirmed by the lack of differences in raised liver

enzymes compared with placebo. Although one case of
rhabdomyolysis was reported in the atorvastatin group, the
event was potentially confounded by other disorders. 

ALLHAT is the only trial other than ASCOT that has
been done specifically among hypertensive patients.10 In
that study, the effects of different antihypertensive drugs
were compared on fatal and non-fatal CHD events, and a
subgroup of 10 355 patients were also randomly assigned
pravastatin 40 mg or usual care. The baseline demographics
of patients included in the lipid-lowering arm of ALLHAT
differ substantially from those of patients in ASCOT, in 
that ALLHAT included a slightly older cohort, of whom
about 14% had a history of CHD, and a notably greater
proportion of women and non-white people.

No significant benefits in terms of all cause mortality 
or coronary and stroke events were apparent with statin
use in ALLHAT. However, the potential benefits of
pravastatin were compromised by substantial use of
statins in the usual-care group, leading to differences in
total cholesterol and LDL-cholesterol of only 9% and
17%, respectively, being achieved between the two groups
at the end of the trial. By contrast, in ASCOT, only 9% of
patients in the placebo group were using statins by 3 years
of follow-up, which can probably be explained by the lipid
concentrations and risk profiles of patients recruited into
the study, being lower than those for most patients for
whom statin prescription is currently recommended.27 In
addition, only 13% of patients assigned atorvastatin
dropped out of this treatment group at 3 years, thus
maintaining the integrity and power of the original study
design. Therefore, the apparently disappointing clinical
benefits noted in ALLHAT seem merely to be compatible
with the dose-response effect on cardiovascular events
associated with achieved LDL-cholesterol reduction, and
are in keeping with other trial data.10

Before publication of the ALLHAT results, analyses of
the hypertensive subgroups included in earlier statin
trials2–4,7,8 showed that the relative benefits of lipid lowering
among hypertensive patients could be expected to be at
least as large as those noted among normotensive patients.
These expected benefits have now been confirmed in the
ASCOT study. 

The relative magnitude of the benefits due to lipid-
lowering in the ASCOT study of hypertensive patients with
lipid concentrations that were average or lower than average
are notably larger for CHD prevention than are the effects
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Atorvastatin Placebo Unadjusted hazard p

n (%) Rate* n (%) Rate*
ratio (95% CI)

Diabetes (n=2532) 38 (3·0%) 9·6 46 (3·6%) 11·4 0·84 (0·55-1·29) 0·4253
Non-diabetes (n=7773) 62 (1·6%) 4·9 108 (2·8%) 8·7 0·56 (0·41-0·77) 0·0003
Current smoker (n=3374) 35 (2·0%) 6·2 60 (3·6%) 11·2 0·56 (0·37-0·85) 0·0053
Non-current smoker (n=6931) 65 (1·9%) 5·9 94 (2·7%) 8·5 0·70 (0·51-0·96) 0·0243
Obese (n=3425)† 35 (2·0%) 6·4 59 (3·4%) 10·8 0·59 (0·39-0·90) 0·0130
Non-obese (n=6880) 65 (1·9%) 5·8 95 (2·8%) 8·6 0·67 (0·49-0·92) 0·0137
LVH on ECG or ECHO (n=1473) 15 (2·0%) 6·2 22 (3·0%) 9·3 0·67 (0·35-1·29) 0·2236
No LVH on ECG or ECHO (n=8832) 85 (1·9%) 6·0 132 (3·0%) 9·4 0·64 (0·49-0·84) 0·0011
Older (>60 years, n=6570) 71 (2·2%) 6·8 111 (3·4%) 10·7 0·64 (0·47-0·86) 0·0027
Younger (�60 years, n=3735) 29 (1·5%) 4·7 43 (2·3%) 7·1 0·66 (0·41-1·06) 0·0869
Female (n=1942) 19 (1·9%) 5·9 17 (1·8%) 5·3 1·10 (0·57-2·12) 0·7692
Male (n=8363) 81 (1·9%) 6·1 137 (3·3%) 10·3 0·59 (0·44-0·77) 0·0001
Previous vascular disease (n=1471) 21 (2·9%) 9·0 26 (3·5%) 11·2 0·80 (0·45-1·42) 0·4376
No previous vascular disease (n=8834) 79 (1·8%) 5·5 128 (2·9%) 9·1 0·61 (0·46-0·81) 0·0005
Renal dysfunction (n=6517) 60 (1·8%) 5·7 97 (3·0%) 9·3 0·61 (0·44-0·84) 0·0025
No renal dysfunction (n=3788) 40 (2·1%) 6·6 57 (3·0%) 9·5 0·70 (0·47-1·04) 0·0783
With metabolic syndrome (n=3926)‡ 47 (2·4%) 7·6 61 (3·1%) 9·9 0·77 (0·52-1·12) 0·1675
Without metabolic syndrome (n=6379) 53 (1·7%) 5·1 93 (2·9%) 9·1 0·56 (0·40-0·79) 0·0007

LVH=left-vetnricular hypertrophy; ECG=electrocardiography; ECHO=echocardiography. *Per 1000 patient-years. †Body-mass index >30 kg/m2. ‡Definition of metabolic
syndrome provided in reference 24.

Table 4: Hazard ratio of atorvastatin treatment on primary endpoint by subgroup
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of blood-pressure lowering in randomised placebo-
controlled trials, whereas the relative reduction in stroke
seems somewhat smaller.28 The reduction in all-cause
mortality in ASCOT (13%) was very similar to that seen in
the blood-pressure-lowering trials (12%).28 The overall
benefits in terms of preventing cardiovascular events
attributable to one strategy or another in a given population
is, however, dependent on the demography of that
population and on the rate of CHD and stroke events. For
example, in northern Europe and the USA, where CHD
events are more common than stroke, greater overall
benefits are likely to accrue from lipid lowering than from
blood-pressure lowering. However our results show the
benefits of statin treatment are additional to those of good
blood-pressure control. Consequently, more serious
consideration now needs to be given to the most resource-
effective way of providing both of these risk factor
intervention strategies to hypertensive patients to prevent
fatal and non-fatal cardiovascular events.

Current guidelines for the use of lipid-lowering agents
vary strikingly around the world.27,29 Recommendations
relating to treatment thresholds have been driven more by
cost considerations than by trial evidence of treatment
benefits.30 Our findings add further support to the concept
that treatment strategies to reduce cardiovascular disease
should depend on global assessment of risk rather than on
numerical values of individual risk factors, and that benefits
of lipid lowering are apparent across the whole range of
serum cholesterol concentrations. The coronary event rate
in the placebo group of the AFCAPS/TexCAPS trial7 was
equivalent to a 10-year CHD event rate of 6%. This rate is
significantly lower than any treatment threshold currently
recommended for lipid-lowering drugs in the context of
primary prevention. The placebo group in ASCOT
experienced the equivalent of a 9·4% 10-year coronary event
rate (non-fatal myocardial infarction and fatal CHD) and a
7·4% 10-year fatal and non-fatal stroke event rate yielding a
combined first stroke or CHD event rate in this population
of about 16·5%. However, risk estimation used to decide
whether to treat such patients should include measurement
of blood pressure before treatment.31 After 3 years of follow-
up, mean blood pressure in all ASCOT recruits had fallen
by around 25/14 mm Hg (unpublished data) and, therefore,
had they not received aggressive blood-pressure lowering
treatment, the cardiovascular risk experienced in the placebo
group would have been in excess of 20% over 10 years
(roughly equivalent to a 15%, 10-year coronary risk), which
is increasingly accepted as a reasonable treatment threshold
for lipid lowering.29,31 The ASCOT data, therefore, reinforce
the trend to adopt lower lipid-lowering treatment thresholds
at least among patients with hypertension. 

There has been much speculation as to whether statins
reduce blood pressure,32 a topic that is particularly relevant
to patients such as those included in ASCOT. However, no
firm conclusions can be drawn from the ASCOT database
since, by design, antihypertensive medication was titrated
upwards based on achieved blood pressure, thereby
potentially masking any impact of statin treatment on blood
pressure. 

The possible interaction of statin treatment with either of
the blood pressure-lowering regimens used in ASCOT is a
tertiary objective of the trial. This interaction will be
assessed when the blood-pressure-lowering arm of the trial
comes to an end. 

The impact of our assessment of the benefits of
atorvastatin in hypertensive patients with other
cardiovascular risk factors on the use of open-label lipid-
lowering treatment in the ASCOT cohort overall and
among the hypertensive population in general remains to be

seen. Reaction to the 36% relative reduction in the primary
endpoint and the other benefits observed in ASCOT may
need to be tempered by consideration of the absolute risk
reduction of a coronary event of 3·4 per 1000 patient-years.
Furthermore there are clearly financial implications of statin
use among all hypertensive patients with absolute levels of
cardiovascular risk as low as those included in ASCOT.

Our findings in the ASCOT lipid-lowering arm show
important and large relative reductions in cardiovascular
events associated with the use of atorvastatin 10 mg among a
population of hypertensive patients who on average were,
despite other risk factors, at only moderate cardiovascular
risk, and who would not conventionally have been deemed
dyslipidaemic. We hope our results will help to close the gap
between what is recommended29,31 and the current
suboptimal use of lipid-lowering treatment in clinical
practice. 33

ASCOT committee members
Executive and Writing Committee—P Sever, Co-Chairman, London, 
B Dahlöf, Co-Chairman, Gothenburg, N Poulter, Secretary, London, 
H Wedel, Statistican, Gothenburg. 
Steering Committee—A Adderkin, London, G Beevers, Birmingham, 
J Buch, New York, M Caulfield, London, R Collins, Oxford, B Dahlöf,
Gothenburg, A Jarl, Stockholm, S E Kjeldsen, Oslo, A Kristinsson,
Reykjavik, J Mehlsen, Copenhagen, G McInnes, Glasgow, M Nieminen,
Helsinki, N Poulter, London, E O’Brien, Dublin, P Sever, London, 
H Wedel, Gothenburg, J Östergren, Stockholm.
Working Group—A Adderkin, London, J Buch, New York, S Cavanaugh,
New York, R Chamberlain, New York, B Dahlöf, Gothenburg, 
A Holmner, Gothenburg, A Jarl, Stockholm, N Poulter, London, 
P Sever, London, H Wedel, Gothenburg.
Data Safety Monitoring Board—J Cohn, Minneapolis, L Erhardt, Malmö,
K Fox, London, A Oden, Sweden, S Pocock, London, 
J Tuomilehto, Helsinki.
Endpoint Committee—U Dahlström, Linköping, F Fyrhquist, Helsinki, 
H Hemingway, London, K Midtbo, Oslo.
Substudy Committee—M Caulfield, London, B Dahlöf, Gothenburg, 
T Kahan, Stockholm, J Mehlsen, Copenhagen, M Nieminen, Helsinki, 
E O’Brien, Dublin, I Os, Oslo, N Poulter, London, P Sever, London, 
S Thom, London.
Electrocardiography core centre—S Jern, H Korhonen, M Leijon, 
C Linnér, Clinical Experimental Research Laboratory, Department of
Medicine, Sahlgrenska University Hospital/Östra, Göteborg, Sweden.
Key Staff at the Cardiovascular Studies Unit, London (UK and Ireland
coordinating centre)—A Adderkin, study coordinator, P Bartle, 
IT manager, C L Chang, statistician, N Glaser, study monitoring
coordinator, K Hedditch, administration assistant, J Hignett,
administration assistant, S Johnson, senior administrator, N Poulter,
director of UK/Ireland operations and secretary, P Sever, co-chair, 
S Watts, database manager. 
Key staff at Scandinavian CRI AB (Scandinavian coordinating centre)—
B Dahlöf, co-chair, B Dahlöf Jr, programmer, A Hagelin, programmer, 
N Holmberg, programmer, A Holmner, project manager/endpoint
handler, J Melin, programmer, M Molin, senior programmer, J Lindqvist,
senior programmer, N G Pehrsson, statistician, S Strannerdahl, project
assistant, H Wedel, statistician.

Regional coordinators 
Denmark—J Mehlsen, H S Hansen, B Christensen, M K Rasmussen, 
K Ginger-Mortensen, B S Jørgensen, J V Andersen, K Brokhattingen, 
E W Eriksen, P Schultz-Larsen, A Kristinsson.
Finland—M S Nieminen, H Vanhanen, S Majahalme, T Tähtinen, 
I Kantola.
Norway—E V Bjørbæk, C von Brandis, K J Dahl, J-E Davidsen, 
K Forfang, E Gerdts, R Gundersen,T Hole, H Istad, T Johnsen, 
J Julsrud, S E Kjeldsen, P D Norheim, V Opshaug, I Os, T R Pedersen, 
H Schartum-Hansen, T P Stavseng, H P Stokke, A Svilaas, J O Syvertsen, 
D T Torvik, A Westheim.
Sweden—T Kahan, B Carlberg, A M Ottosson, B Persson, T Thulin, 
K Tolagen, J Östergren.
UK and Ireland—J Webster, J K Cruickshank, J Golding, J Reckless, 
G Beevers, C Davidson, S Taylor, P O’Hare, J Robinson, E O’Brien, 
T M MacDonald, G McInnes, C Shakespeare, G Glancey, B Williams, 
J James, S Thomas, L D Ritchie, A Millward, M Horne, P R Jackson, 
M J Caulfield, G MacGregor, S M Thom, D Robertson, S Lawrence.

Investigators
Denmark—E A Aabel, I Aagaard-Hansen, C Aasøe Rasmussen, 
J P Ærthøj, A Ajsik Aisen, ES Andersen, S Andersen, I Andresen, 
A Arnesen, I Arnfred, A Baltsen, M Bang, L Bech Nielsen, J Bendsen, 
P Bendixen, S Bjerregaard, T Bjørnshave, P Bladt, K Borch, 

ARTICLES

1156 THE LANCET • Vol 361 • April 5, 2003 • www.thelancet.com



For personal use.  Only reproduce with permission from The Lancet Publishing Group.

H Bork-Rasmussen, T Børresen, J M Brandt Wulff-Andersen, H Bro, 
K Brockelmann, J Brøndt Jørgensen, C Bryld, H H Carlsen, 
J S Christensen, M Christensen, O Christensen, N-E Damgaard
Pedersen, T Damgaard Poulsen, A Drøhse, J Eisbo, A Engsig,
J V Faaborg-Andersen, S Faurschou, T H Frederiksen, O Frimodt Olsen,
B S Garne, P Glarbjerg Kraghede, T Gorlen, J Grølsted, J Günther, 
J K Gylling, R Hald Pedersen, L M Hallingskog, B Hecht-Hansen, 
S Hempel-Poulsen, O Hoffmann, M Holm, N Holmgaard Thomsen, 
N Hvass Hansen, P E Hven, A Jessen, J A Johannsen, J Jørgensen, 
P B Jørgensen, O Junge, P Kjærhus, M Kjærsgård, C Kjellerup, 
KR Kristiansen, J Kronsted Pedersen, P Kulmbach, N H Larsen, 
I Lassen Meyer, C Leerhøj Jørgensen, K M Lind, K Lindvig, C Lomholt
Jensen, K Lorentzen, H P Lund Thomsen, L E Lykkegaard, B Madsen, 
H Madsen, J A Madsen, J Magnussen, E Mathiassen, F Mathorne, 
O Melskens Mikkelsen, R Milling Eriksen, O Mogensen, K Mølenberg, 
B Møller, PC  Møller, N Mosbæk, T Müller, H Mulvad, H B Nielsen, 
J C Nielsen, J E Nielsen, P Nielsen, H Nordentoft, K G Nyholm, M Ohrt,
H Olesen, J Olesen, H Øllgaard, H Orsholt, E Ørum Schmidt, 
F T Østergaard, V Ottung, E Oxhøj, J B Parm, M Parm, J H Pedersen, 
M Perlt Hansen, H A Pescettini, J G Petersen, O Petersen, S E Poulsen,
T Preisler, A Raft, H H Rasmussen, K Ravnbak, O B Riisgård Pedersen,
F T Ritter-Petersen, S F Roed, N P Rothe Hansen, J Ruhwald, 
O Runesten, G Saaby Jensen, B Sand, O Sandgaard Pedersen, 
P J Schultz, M Sie, B Sinding Steensberg, R Skjøth Christensen, 
B Skov Larsen, J Solgaard, J Søndergaard Jensen, K S M Sørensen, 
T Sørensen, N J Stabel, K Svith Andersen, P Thoft-Christensen, 
J Thorup Pallesen, P Tiedemann Nyhuus, A Tvedegaard Pedersen, 
P Søndergaard, S Udholm, A Uhrenholt, B Uhrenholt, B Varming, 
S Vejlø, H-J Vendelbo Knudsen, N Vesterheden, J Villadsen, 
U G Villadsen, S Vinter, S Vinther-Nielsen, F Vogel, B Vyberg, 
N Wickers Nielsen, N Wiinberg, S Winther Jensen, 
N J Winther-Pedersen, A-G Wøldike, J Wøldike, C Wulff-Andersen, 
D Würtz. 
Iceland—G Björgvinsson, B Gunnlaugsson, S Helgason, G Huld
Blængsdóttir, F Jóhannesdóttir, A Jóhannsdóttir, H Jónsson, 
H Kristjánsson, G Porkelsson, J B Ragnarsson, A Sigurdsson, H Thors, 
J B Thorsteinsson.
Finland—J Airas, K Ala-Kaila, R Antikainen, R Autio, K Azezian, 
S Bergkulla, M Blomqvist, M Cornu, M Ellonen, L Grönhagen, 
J Haapaniemi, V-M Häggman, T Hakamäki, V Hällberg, K Halonen, 
T Hälvä-Torday, H Hänninen, J Heinonen, T Heinonen, S Hellman, 
H Hentunen, P Himanen, A Hirvonen, M Hokkanen, H Honkanen, 
J Hopsu, H Huhtanen, P Hujanen, K Humaloja, M Hyvönen, R Icén, 
H Isotalus, E Jaakkola, M Jääskivi, V Järveläinen, J-P Jousimaa, S Junnila,
P Jutela, L Juurinen, E Kähkönen, E Kaila, T Kaitila, R Kalli, 
T Kankaanpää, I Kantola, A Kaprio, T Karhi, M Karhu, A Karila, 
K Karjalainen, T Kärki, E Karonen, M Kastarinen, M Kekäläinen, 
S Kekki, T Knuth, P Kohonen-Jalonen, V Koivisto, O Konu, J Korhonen,
K Korhonen, R Korhonen, H Kortesuo, P Kuusisto, E Kyllönen, 
T Larsio, A Latva-Nevala, E Lehmus, J Leppänen, S Majahalme, 
J Mäntymaa, M Mäntymaa, M Matintalo, P Matintalo, M Mattila, 
P Mattila,E Mattila, K Miettinen, J Muusavi, T Myllylä, R Nuuttila, 
M Nygård, K Nykopp, R Parviainen, M Pavela, T Pehkonen, 
L Penttinen, P Pihlaja, A Piiroinen, A Pinola, A Pohjamo, J Puhakka, 
K Puumala, R Puustinen, S Rajala, L Rantanen, J Rantonen, H Rasi, 
J Raustia, P Riikonen, M Rönty, E Rouhe, J Ruoppa, R Rytkönen, 
P Saarinki, T Saaristo, A Saarni, T Salkojärvi, M Salonius, P Saloranta, 
O Sammalkorpi, C Sarti, R Siren, T Smart, A Strandberg, S Sulosaari, 
T Tähtinen, S Tastula, P Tiitinen, O Tiitola, J Tolonen, P Uusimaa, 
M Vähätalo, T Valle, R Valovirta, J Valtonen, M Virtala, H Virtamo, 
H Wallinheimo, K Ylitolonen. 
Norway—K Alme, T P Andersen, E Angell, R Apelseth, O Asskildt, 
B A Baastad, I T Bach-Gansmo, S E Barbo, J E Billington, I A Birkeland,
J Bjorvand, P E Bø, B Bovim, B Bråtveit, P Brunovskis, O P Brunstad, 
B Brustad, J Christensen, S Crozier, E D’Angelo, O R Drønen, 
T Eikeland, B-I Embrå, J Engh, M Eriksen, J Eriksson, T Erikstad, 
J K Fagernæs, J Fauske, B Folkvord, H Fonneløp, E A Fors, B E Fossdal,
I Fossum, K Fossvik, T K Gaard, R E Gilhuus, J Giltvedt, K Gisholt, 
H Gjessing, K A Gråbø, M Grimsgaard, S A Grimstad, P C Gundersen,
T J Gundersen, P-E Hafstad, S R Hagen, J Hammerstrøm, E Hånes, 
Å N Hansen, P A Hansen, P E Hansen, T Hansen, A T Hansen-Krone,
O I Håskjold, T Hatlebrekke, O Haug, B G Heggløv, K Heimdal, 
H J Helgesen, H Helvig, P Hoff, P O Hognestad, T Holager, A Holm, 
R Holth, K Høye, T B Jacobsen, S Jensen, R Johansen, T-I Johansen, 
B Johnsen, K Jonasmo, T Jøranli, A P Jørgensen, T A Jørstad, O Kaarby,
A Kaisen, S Karlsen, S Karper, K O Kjørlaug, H Kleiren, M Kleiven, 
I Klepstad, C A Knutssøn, J C Krog, N-E Landmark, K-E Langaker, 
A Langhammer, B A Larsen, H B Larsen, E K Lein, N I Leraand, 
A Lerner, E Liljedal, J O Lindebø, C Loennecken, O Løland, 
T Lømsland, R A Løvøy, G Lund, K R Lund, D Lundgren, L J Lysen, 
S Madsbu, P Madsen, S E Mårdh, K Mariadasan, J Markussen, 
J G Melby, T R Meling, J I Mikalsen, T A Mikkelsen, B T Moe, H Moen,
K Mogen, K B Molteberg, P Myrstad, E Myrvang, S Nasrala, T Nilsen, 
B Nordang, D Nordvåg, J Nordvoll, B Norén, M Nygård, E S Øfjord, 
T Ofstad, K Olsen, M H Olsen, O Olsen, J Øvrebø, A B Pettersen, 
S Pedersen, C Platou, Ø Pløen, G A Råheim, Ø Rannestad, 

B Ravlo, S Reimer, S Reiten, R Rekve, V Rekve, N Ringdal, 
K Risberg, S O Rosenberg, S B Røsnes, L I Røssås, A Rygg, 
I K Rypdal, E Salen, H Sanaker, R Sannes, J Schelin, P Schrøder, 
A C Sellgren, G H Setekleiv, E Shetelig, S G Sivertsen, D Skaare, 
E Skjegstad, J C Slørdahl, J A Smith, S M Solberg, L Solnør, 
P A Stakkevold, R Steinum, O Storrø, A M Strand, R O Strøm, 
M Svaland, H K Sveaas, L Syltesæter, M Tanem, T Taraldsen, 
T Teige, T Thomassen, O Thorsen, K O Thorsland, L Tjeldflaat, 
L-E Tobiasson, T Tomala, G J Torød, P O S Tøssebro, L E Traasdahl, 
J Tveit, H Tytlandsvik, Ø Vassel, S O Vedal, A Vedvik, O F Vego, 
P Vik, V Vollsæter, H M Wahl, K Wensaas, E L Werner, O Winge.
Sweden—P Ahlström, J Alvång, B Andersson, J-E Andersson, 
T Andersson, E Andersson, J Andersson, E Angesjö, K Antus, 
C Aurelius, O Bach Schmidt, B Bandh Henning, E Beling, T Bergholtz, 
E Berglund, O Berglund, JE Billner, M Björk, I Björkvald, A Blomberg,
M Bood, G Boström, M Boström, R-M Brinkeborn, B-M Brogren, 
N Broman, S Bråthe, U Buuts, G Bülow, E Bylund, I Bäckström, 
B Carlborg, I Carlsson, P Cederquist, J Cettner, J Corin, O Cronberg, 
C Dahlin, A Dahlqvist, L Dotevall, A Egilsson, L Ehn, L Ejeklint, 
K Ekenbratt, R Ekesbo, B Eldeklint, A Elfstrand, B Eliasson, M Elm, 
M Engberg, J-O Engdahl, L Engquist, M Ericsson, U-B Ericsson, 
S Eriksson, A Eriksson, K Ermebrant, L Escuder Miquel, C Eskilson, 
B Fagher, K Fernström, M Flodin, K Fredlund, A Friman, M Frisk, 
L Fröberg, B Furunes, M Gaseb, A Gonn, K Grimstrup, C L Gustafsson,
A Guterstam, K Gyllenhammar, C Hallendal, L Hallgren, B Hamborg, 
K Hammarlund, G Hedberg, M Hedlund, E Hefner, M Helenius
Aronsson, I Hellberg, S Hellerstedt, P Hellman, N Henningsen, 
L Henningsson, A Henriksson, P Hertz, L Hjelmaeus, S Hofvendahl, 
B Hofverberg, S Hollenberg, U Hollertz, R Hollsten, J Holm, 
G Holmberg, L Hugmark, C Högberg, C Höglander, C Höglund, 
P Höök, B-M Iacobaeus, S Ingelög, B Isaksson, A Isaksson, B Isaxon, 
A Jacobsson, G Jacobsson Billfors, D Jerzewski, H Johansen, I Johansson,
G Johansson, G Johansson, B Johansson, B Johnson, B Johnson, H Jones,
P Jonsson, K Juul, C Jägrén, P Karlsson, M Karlstedt, I Karlström, 
P Katzman, A Kilström, L Klockhoff, A-C Knutsson, U Krigsman, 
L Kvist, I Lantz, H Larnefeldt, D Larsson, K Larsson, K Larsson, 
M Larsson, J Leinikka, C Liljenberg, G Lilliehöök, R Lindbergh, 
H-O Lindbergsson, B Linder, A Lindh, A-C Lindman, P Lindström, 
I Linnarsson, B Lorentzon, K Lund Larsen, I Lund Olsen, Å Lundén, 
W Lundgren, M Lundholm, T Lundmark, C Lütz, P Löfdahl, B Löfgren,
L Lönneborg, G Madar, B Malmros, K Marcus, K Marits, B Martin, 
K Meischner, G Melin, T Morgardt, G Moser, J Munch, H Myhr, 
E Mägi, P Möller, C-M Mölstad, P Nicol, J Nielsen, B Nilsson, 
L Nilsson, K Nilsson, D Nilsson, I R Nilsson, I Nilsson, G Nilsson, 
L Nisbeth, D Norberg, L Norberg, J Nordberg, B Nordenhäll, 
T Nordlund, S Nordström, C Nordström, C Norinder, 
V Norlund-Elmroth, A Norring, L Norton, O Nybacka, 
L Nygaard-Pedersen, H-O Nylén, P Nyman, J Näsström, N Nörgaard, 
C Oldne, B Olerud, L Olofsson, A-M Olsen, L Paulsson, R Persson, 
O Persson, M Persson, R Peste, H Peterson, R Påhlsson, M Rados, 
H Rasmussen, B Reis, K Romberg, L Roos, M Rosengren, U Rosenqvist,
G Roslin, P Rönmark, B Samuelsson, A Sandanam, R Schlüter, 
M Sedvall, U Siwersson, O Sjöberg, M Sjöberg, B Sjöberg, A Sjögren, 
P Skoghagen, J Skov, L Sohlström, A Spjuth, A Steen, K Stefferud, 
N Stenberg, E Stockenvall, S Strand, S Strid, B Sträng Olander, 
O Strömstedt, M Strömstedt, T Sturesson, D Sundberg, 
E Sundequist-Stockhaus, P Sundin, S-B Sundqvist, U Sundström, 
K Swantesson-Persson, J-O Svensson, E Svensson, P Srensson, 
L Särhammar, B Söderqvist, A Söderström, A Tenhunen, C Tevell, 
G Thingwall, G Thorbrand, T Thulin, M Tidén, C Tillberg, B Tilling, 
B Timby, L Tjäder, E Tjörnebo, K-E Tronner, H Unnegård, R Ustav, 
F Wagner, H-J Wagner, H Wahrenberg, B Walldén, J Wallmark, 
M Wargelius, G Vatnaland, H Wedegren, AC Weiderman, P Wendel, 
B Westerdahl, K Vetterskog, S Wide, G Widerström, M Widerström, 
M Widmark, L Wijkander, C Wikman-Lundbom, L Wikström, 
A Windling, P Vinnal, A Wirfält, N Wittmar, M Vlastos, G Wåström, 
S Zetterberg, E Zetterberg, R Zlatewa, MR Zucconi, H Åhlander, 
L Åkerman, K Åresund, P Östgård.
UK and Ireland—J Webster, C McNiff, J Furnace, A De Vries, H Clark,
D Thomas, J Caldow, F Baxter, J Spreckley, G Cooper, N Smith, 
K Maclusky, J Aldegather, W Herring, M Maidment, J Golding, 
T Cockburn, C McCallum, M G Kirby, V Jenkinson, J Turner, 
J Reckless, R Howard, C Stirling, C Shute, G Beevers, G Lip, 
C Spencer, D Felmeden, R Watson, Z Townend, S Nadar, A Polmear, 
D Jenkins, J Timeyin, R Murray, R Vincent, N Morris, A Mackenzie, 
L Bennett, S Bassett, C Davidson, A Veiraiah, T Macdonald, N Tzemos,
L Peebles, E Findlay, R Durrant, L Ross, J Anderson, C Hall, 
P Harikrishnan, G McInnes, J Wallace, A McLaughlin, M Wallace, 
B Williams, W Gamble, D O’Brien, K Edwards, A Kirkham, S Basi, 
P Swales, P Lacy, J Harris, V Garratt, K Brown, S Sharma, J Robinson, 
K Jones, D Dev, J M James, H Parry, S Taylor, S Thomas, M Davies, 
H Forsyth, S Jones, K Barrass, M Mohteshamzsdeh, R Thanacody, 
L Cassidy, E Wray, N Wilkinson, LD Ritchie, B Strachan, H Gillespie, 
G Buchan, A Millward, E Malcolm, S Reily, C Meachin, A George, 
S Brown, M Salman, J Wise, M Wiltshire, D Davies, M Horne, H Shaw, 
M Thomson, E O’Brien, A Stanton, H O’Neill, D Fitzgerald, C Gribben,

ARTICLES

THE LANCET • Vol 361 • April 5, 2003 • www.thelancet.com 1157



For personal use.  Only reproduce with permission from The Lancet Publishing Group.

A Murphy, A Walsh, E Kinselle, A Hobb, C Wilson, S Sanmuganathan,
M Twohill, J McGovern, N Moloney, D Farrell, G McCarthy, C Collier,
L Hacke, B Aloul, G Glancey, T Heath, P O’Hare, V Patel, C Hill, 
G Tanner, K Mishra, K Webb, V Patel, R Nair, S Brown, C Moreton, 
P Jackson, E Wallis, C Green, J Day, M Taylor, J Yikona, W Yeo, 
R Williamson, P Sanmuganathan, C Nicholas, K Dobson, H Peel, 
K Cruickshank, M Holland, J Dunkerley, S Shaw, M Banerjee, M Hart,
M Cullen, L Hardstaff, J Reynolds, D Collier, M Caulfield, C Wolff, 
S Wilson, D Dugboyle, L Cheesman, J Sheil, E Poulton, C Waleczko, 
R Rosenthal, S Richards, Z Wells, G Arunachalam, C David, E Dahler, 
G Salahi-Ali, G MacGregor, F Cappuccio, L Sullivan-Martin, C Carney,
H Loomes, D Randall, T Antonios, P Swift, T Khong, N Markandu, 
R Kingston, S Thom, A Whitehouse, A McKerracher, J Macduff, 
S Leech, A Zambanini, R Fernandez, S Mitchell, L Kinsley, A Strain, 
O Tranor, Y Chim, M Liboro, D Robertson, C Verow, S Sumara, 
E Hughes, PK Banerjee, I Mohammed, R S Lawrence, P J C Cummin, 
R J Barker, M T Lynch, A Ellis, C Shakespeare, E Ekpo, L Gogola, 
B Gordon, K Collins.

Conflict of interest statement
DGB, NRP, RC, PS, MC, JM, SEK, AK, JÖ, BD, MSN, EO’B, GMcI,
and HW have served as consultants to and received travel expenses,
payment for speaking at meetings, or funding for research from
pharmaceutical companies marketing lipid-lowering drugs, including
Merck Sharp and Dohme, Bristol-Myers Squibb, Astra-Zeneca, Sanofi,
Schering, Servier, Pharmacia, Bayer, Novartis, Aventis Pfizer. DGB,
NRP, RC, PS, MC, JM, SEK, AK, JÖ, BD, MSN, EO’B, GMcI, and
HW received financial support from Pfizer to cover administrative and
staffing costs of ASCOT, and travel, accommodation expenses or both
incurred by attending relevant meetings.

Acknowledgments
We thank all trial participants, physicians, nurses, and practices in the
participating countries for their important contribution to the study. The
study was supported by the principal funding source, Pfizer, New York,
NY, USA. Funding was also provided by Servier Research Group, Paris,
France, and Leo Laboratories, Copenhagen, Denmark. We thank 
Yvonne Green and Sandra Johnson for their help in typing and collating
the report.

References
1 Scandinavian Simvastatin Survival Study Group. Randomised trial of

cholesterol lowering in 4444 patients with coronary heart disease: the
Scandinavian Simvastatin Survival Study (4S). Lancet 1994; 344:
1383–89.

2 The Cholesterol and Recurrent Events Trial Investigators. The effect 
of pravastatin on coronary events after myocardial infarction in 
patients with average cholesterol levels. N Engl J Med 1996; 335:
1001–09.

3 The Long-Term Intervention with Pravastatin Group in Ischaemic
Disease (LIPID) Study Group. Prevention of cardiovascular events and
death with pravastatin in patients with coronary heart disease and a
broad range of initial cholesterol levels. N Engl J Med 1998; 339:
1349–57.

4 Athyros VG, Papageorgiou AA, Mercouris BR. The GREek
Atorvastatin and Coronary heart disease Evaluation (GREACE) Study.
Curr Med Res Opin 2002; 18: 220–28.

5 Serruys PW, de Feyter P, Macaya C, et al, Intervention Prevention
Study (LIPS) Investigators. Fluvastatin for prevention of cardiac events
following successful first percutaneous coronary intervention: a
randomised controlled trial. JAMA 2002; 287: 3215–22.

6 Shepherd J, Cobbe SM, Ford I, et al, for The West of Scotland
Coronary Prevention Study Group. Prevention of coronary heart disease
with pravastatin in men with hypercholesterolemia. 
N Engl J Med 1995; 333: 1301–07.

7 Downs JR, Clearfield M, Weis S, et al, for the AFCAPS/TexCAPS
Research Group. Primary prevention of acute coronary events with
lovastatin in men and women with average cholesterol levels: results of
AFCAPS/TexCAPS. JAMA 1998; 279: 1615–22.

8 Heart Protection Study Collaborative Group. MRC/BHF Heart
Protection Study of cholesterol lowering with simvastatin in 20 536
high-risk individuals: a randomised placebo-controlled trial. Lancet
2002; 360: 7–22.

9 Prosper Study Group. Pravastatin in elderly individuals at risk of
vascular disease (PROSPER): a randomised controlled trial. Lancet
2002; 360: 1623–30.

10 The ALLHAT Officers and Coordinators for the ALLHAT
Collaborative Research Group. Major outcomes in moderately
hypercholesterolemic, hypertensive patients randomised to pravastatin
vs usual care. JAMA 2002: 288: 2998–3007.

11 Woolf N. Pathology of atherosclerosis. In: Betteridge DJ, Illingworth R,
Shepherd J, eds. Lipoproteins in health and disease. London: Arnold,
1999. 

12 Stamler J, Wentworth D, Neaton JD, for the MRFIT Research Group.
Is the relationship between serum cholesterol and risk of premature
death from coronary heart disease continuous and graded? JAMA 1986;
256: 2823–28.

13 Bloomfield Rubins H, Robins SJ, Collins D, et al, for the Veterans
Affairs High-Density Lipoprotein Cholesterol Intervention Trial Study
Group. Gemfibrozil for the secondary prevention of coronary heart
disease in men with low levels of high-density lipoprotein cholesterol. 
N Engl J Med 1999; 341: 410–18.

14 Buchwald H, Varco RL, Matts JP, et al. Report of the program on the
surgical control of the hyperlipidemias (POSCH): effect of partial ileal
bypass surgery on mortality and morbidity from coronary heart disease
in patients with hypercholesterolaemia. N Engl J Med 1990; 323:
946–55.

15 Eastern Stroke and Coronary Heart Disease Collaborative Research
Group. Blood pressure, cholesterol, and stroke in eastern Asia. Lancet
1998; 352: 1801–07.

16 Crouse III JR, Byington RP, Furberg CD. HMG-CoA reductase
inhibitor therapy and stroke risk reduction: an analysis of clinical trials
data. Atherosclerosis 1998; 138: 11–24.

17 Schwartz GG, Olsson AG, Ezekowitz MD, et al. Effects of atorvastatin
on early recurrent ischemic events in acute coronary syndromes. JAMA
2001; 285: 1711–18.

18 Martin MJ, Hulley SB, Browner WS, Kuller LH, Wentworth D. Serum
cholesterol, blood pressure and mortality: implications from a cohort of
361662 men. Lancet 1986; 2: 933–36.

19 Maron DJ, Fazio S, Linton MF. Current perspectives on statins.
Circulation 2000; 18: 207–13.

20 Kannel WB. Importance of hypertension as a major risk factor in
cardiovascular disease. In: Bosch J, Grozsmann RJ, eds. Hypertension:
physiopathology and treatment. New York: McGraw Hill, 1999:
888–910.

21 Stamler R. The primary prevention of hypertension and the population
blood pressure problem. In: Marmot M, Elliott P, eds. Coronary heart
disease epidemiology. Oxford: Oxford Medical Publications, 1992. 

22 Sever PS, Dahlöf B, Poulter NR, et al. Rationale, design, methods and
baseline demography of participants of the Anglo-Scandinavian Cardiac
Outcomes Trial. J Hypertens 2001; 6: 1139–47.

23 Hansson L, Hedner T, Dahlof B. Prospective Randomised Open
Blinded Endpoint (PROBE) study: a novel design for intervention trials.
Blood Pressure 1992; 1: 113–19.

24 Anglo-Scandinavian Cardiac Outcomes trial. ASCOT
http://www.ascotstudy.co.uk (accessed March 14, 2003).

25 Freeman DJ, Norrie J, Sattar N, et al. Pravastatin and the development
of diabetes mellitus: evidence for a protective treatment effect in the
West of Scotland Coronary Prevention Study. Circulation 2001; 103:
357–62.

26 Bucher HC, Griffith LE, Guyatt GH. Systematic review on the risk
and benefit of different cholesterol-lowering interventions. 
Arterioscler Thromb Vasc Biol 1999; 19: 187–95.

27 Ramsay LE, Williams B, Johnston GD, et al. Guidelines for
management of hypertension: report of the third working party of 
the British Hypertension Society, 1999. J Hum Hypertens 1999; 13:
569–92.

28 World Health Organization, International Society of Hypertension
Blood Pressure Lowering Treatment Trialists’ Collaboration. 
Protocol for prospective collaborative overviews of major randomized
trials of blood-pressure lowering treatments. J Hypertens 1998; 16:
127–37.

29 Executive summary of the third report of the National Cholesterol
Education Program (NCEP) Expert Panel on detection, evaluation, and
treatment of high blood cholesterol in adults. JAMA 2001; 285:
2487–97.

30 Ramsay LE, Haq IQ, Jackson PR, Yeo WW, Pickin DM, Payne JN.
Targeting lipid-lowering drug therapy for primary prevention of
coronary disease: an updated Sheffield table. Lancet 1996; 348:
387–88.

31 Wood D, Durrington P, Poulter N, McInnes G, Rees A, Wray R, for
the British Cardiac Society, British Hyperlipidaemia Association, British
Hypertension Society, and British Diabetic Association. Joint British
recommendations on prevention of coronary heart disease in clinical
practice. Heart 1998; 80: S1–29.

32 Glorioso N, Troffa C, Filigheddu F, et al. Effect of the MHG-CoA
reductase inhibitors on blood pressure in patients with essential
hypertension and primary hypercholesterolemia. Hypertension 1999; 34:
1281–86.

33 EUROASPIRE II Study Group. Lifestyle and risk factor management
and use of drug therapies in coronary patients from 15 countries. 
Eur Heart J 2001; 22: 554–72.

ARTICLES

1158 THE LANCET • Vol 361 • April 5, 2003 • www.thelancet.com


