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Summary

Background Lower blood cholesterol concentrations have
consistently been found to be strongly associated with lower
risks of coronary disease but not with lower risks of stroke.
Despite this observation, previous randomised trials had
indicated that cholesterol-lowering statin therapy reduces the
risk of stroke, but large-scale prospective confirmation has
been needed.

Methods 3280 adults with cerebrovascular disease, and an
additional 17 256 with other occlusive arterial disease or
diabetes, were randomly allocated 40 mg simvastatin daily or
matching placebo. Subgroup analyses were prespecified of
first “major vascular event” (ie, non-fatal myocardial
infarction or coronary death, stroke of any type, or any
revascularisation procedure) in prior disease subcategories.
Subsidiary outcomes included any stroke, and stroke sub-
type. Comparisons are of all simvastatin-allocated versus all
placebo-allocated participants (ie, “intention-to-treat”), which
yielded an average difference in LDL cholesterol of 
1·0 mmol/L (39 mg/dL) during the 5-year treatment period.

Findings Overall, there was a highly significant 25% (95% CI
15–34) proportional reduction in the first event rate for
stroke (444 [4·3%] simvastatin vs 585 [5·7%] placebo;
p<0·0001), reflecting a definite 28% (19–37) reduction in
presumed ischaemic strokes (p<0·0001) and no apparent
difference in strokes attributed to haemorrhage (51 [0·5%] vs
53 [0·5%]; rate ratio 0·95 [0·65–1·40]; p=0·8). In addition,
simvastatin reduced the numbers having transient cerebral
ischaemic attacks alone (2·0% vs 2·4%; p=0·02) or requiring
carotid endarterectomy or angioplasty (0·4% vs 0·8%;
p=0·0003). The reduction in stroke was not significant during
the first year, but was already significant (p=0·0004) by the
end of the second year. Among patients with pre-existing
cerebrovascular disease there was no apparent reduction in
the stroke rate, but there was a highly significant 20% (8–29)
reduction in the rate of any major vascular event (406
[24·7%] vs 488 [29·8%]; p=0·001). The proportional
reductions in stroke were about one-quarter in each of the
other subcategories of participant studied, including: those
with coronary disease or diabetes; those aged under or over
70 years at entry; and those presenting with different levels
of blood pressure or lipids (even when the pretreatment LDL
cholesterol was below 3·0 mmol/L [116 mg/dL]).

Interpretation Much larger numbers of people in the present
study suffered a stroke than in any previous cholesterol-
lowering trial. The results demonstrate that statin therapy
rapidly reduces the incidence not only of coronary events but
also of ischaemic strokes, with no apparent effect on
cerebral haemorrhage, even among individuals who do not
have high cholesterol concentrations. Allocation to 40 mg
simvastatin daily reduced the rate of ischaemic strokes by
about one-quarter and so, after making allowance for non-
compliance in the trial, actual use of this regimen would
probably reduce the stroke rate by about a third. HPS also
provides definitive evidence that statin therapy is beneficial
for people with pre-existing cerebrovascular disease, even if
they do not already have manifest coronary disease.

Lancet 2004; 363: 757–67

Introduction
Observational studies in different populations indicate a
strong continuous positive relation between coronary heart
disease risk and blood cholesterol concentration that
extends well below the range commonly seen in Western
populations.1–5 Little association has been found in
observational studies between blood total cholesterol
concentrations and the risk of any type of stroke, but there
does appear to be a positive association with ischaemic
stroke risk (particularly at younger ages).6–11 It has been
suggested, however, that this might be counterbalanced by a
weak negative association with haemorrhagic stroke risk
(perhaps especially among people with higher blood
pressure).8–11

In the randomised trials of cholesterol-lowering drugs or
diets that were conducted before the introduction of the
statins, blood cholesterol concentrations were typically
reduced by only about 0·5 mmol/L (19 mg/dL) and
coronary events reduced by only about 10–15%.11 The
stroke risk did not appear to be altered in a meta-analysis of
those trials (relative risk 1·0), but the 95% CI (0·8–1·6)
includes the possibility of a 10–15% reduction in stroke.12

More recently, in previous trials of statin therapy, LDL
cholesterol concentrations were typically reduced by about
1·0 mmol/L (39 mg/dL) and coronary events reduced by
about 20–25%.11 Although there were too few strokes during
each of those trials13–18 to allow reliable assessment of the
effects on stroke risk, meta-analyses did indicate that statin
therapy reduces the risk not just of coronary events but also
of strokes.11,19,20 This observation was supported by the
finding that cholesterol-lowering with statin therapy slowed
the progression of carotid atherosclerosis.21–23 More
definitive evidence was required, however, about the
magnitude of any effects of cholesterol-lowering on stroke
subtypes and about the effects on stroke in different
circumstances.24,25 The large randomised Heart Protection
Study (HPS) prospectively aimed to assess reliably the
effects on stroke incidence of a substantial LDL cholesterol
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reduction maintained for several years in a wide range of
individuals at substantial risk of vascular disease.

Methods
Details of the study have been reported previously26–28 (see
also http://www.hpsinfo.org), and are summarised below.

Recruitment and follow-up
Men and women aged about 40–80 years with non-fasting
blood total cholesterol concentrations of at least
3·5 mmol/L (135 mg/dL) were eligible provided they had a
medical history of: cerebrovascular disease (ie, non-
disabling stroke not thought to be haemorrhagic, transient
cerebral ischaemic attack, or carotid endarterectomy or
angioplasty); coronary disease; other occlusive arterial
disease; diabetes mellitus; or treated hypertension (if also
male and aged at least 65 years). People were ineligible if
their own doctor considered statin therapy to be clearly
indicated or contraindicated, or if they had: stroke,
myocardial infarction, or hospital admission for angina
within the previous 6 months; chronic liver disease or
evidence of abnormal liver function; severe renal disease or
evidence of substantially impaired renal function;
inflammatory muscle disease or evidence of muscle
problems; concurrent treatment with ciclosporin, fibrates,
or high-dose niacin; child-bearing potential; severe heart
failure; life-threatening condition other than vascular
disease or diabetes; or conditions that might limit long-term
compliance.

At the initial screening visit, a non-fasting blood sample
was taken and guidance provided about modification of diet
and other risk factors for vascular disease. Potentially
eligible people were given detailed information about the
study, asked for their written agreement to participate, and
entered a pre-randomisation “run-in” phase involving
4 weeks of placebo followed by 4–6 weeks of 40 mg
simvastatin daily. Compliant and eligible individuals who
were not considered by their own doctors to have a clear
indication for, or contraindication to, statin therapy were
then randomly allocated to receive 40 mg simvastatin daily
or matching placebo calendar-packed tablets for about
5 years (and separately, using a 2�2 factorial design, to
receive antioxidant vitamins or matching placebo
capsules26). Participants were to be seen in the study clinics
for routine follow-up checks at 4, 8, and 12 months, and
then 6-monthly. Those individuals who did not attend these
clinic appointments were to be contacted by telephone at
the time of their scheduled follow-up (or, alternatively,
follow-up was to be via their general practitioner).
Participants and their general practitioners were advised of
results emerging from other relevant studies, and 
encouraged to use a non-study statin if they considered that
it had become clearly indicated. Blood samples were taken
at each follow-up visit for central laboratory assay of alanine
aminotransferase to monitor liver function, and of creatine
kinase in any participant reporting unexplained muscle
symptoms or concomitant use of a non-study statin. To
assess the effects of the treatment allocation on the lipid
profile, assays were performed on non-fasting blood
collected from a sample of participants due for follow-up at
about the same time each year, and from all participants
attending follow-up between August, 2000, and February,
2001 (ie, after an average of 4·6 years). Differences in
average blood lipid concentrations were based on
comparisons between all those allocated simvastatin and all
those allocated placebo, irrespective of whether or not they
were still compliant. 

Information was recorded at each follow-up about any
suspected stroke, myocardial infarction, vascular

procedure, cancer or other serious adverse experience,
and about the main reasons for all other hospital
admissions. Further details were sought from general
practitioners (and, if considered necessary, hospital
records) about all reports that might relate to strokes,
other major vascular events, cancers or deaths, and from
UK national registries about any cancers and the certified
causes of any deaths. All such information was reviewed
and coded by coordinating centre clinical staff who were
unaware of the participants’ study treatment allocation
and plasma lipid concentrations. Stroke confirmation
required evidence indicating the rapid onset of a focal or
global (eg, coma) neurological deficit lasting more than
24 h or leading to death.29 Neurological imaging or
necropsy reports were required to classify confirmed
strokes as ischaemic or haemorrhagic, with other strokes
classified as being of unknown aetiology. (Subarachnoid
haemorrhage was to be included as stroke, but subdural
haematoma or transient cerebral ischaemia was not.) The
severity of the stroke was classified as “mild” when there
seemed to be little or no interference with lifestyle (ie,
equivalent to a modified Rankin score of 0, 1, or 2),
“moderate” when some help was needed for everyday
activities (ie, Rankin 3 or 4), or “severe” when constant
care and attention was needed (ie, Rankin 5).30 The stroke
was classified as “fatal” when it was considered to have
led to death within about 1 month, either directly or
through some non-neurological complication (eg,
pneumonia). Transient cerebral ischaemic attacks did not
include reports of amaurosis fugax. Criteria required for
classification of myocardial infarction are provided
elsewhere.27 Analyses were based on confirmed plus
unrefuted reports of events, with definite confirmation for
98% of the strokes, myocardial infarctions, and
revascularisations that are included in the present report.

Statistical analysis
The main comparisons involved logrank analyses of the first
occurrence of particular events during the scheduled
treatment period after randomisation among all those
allocated 40 mg simvastatin daily versus all those allocated
matching placebo tablets (ie, “intention-to-treat”).31 These
logrank analyses yielded both the event rate ratio and the
test of statistical significance (two-sided probability value).
The prespecified secondary outcomes included total (non-
fatal or fatal) stroke and, separately, presumed ischaemic
stroke (ie, all strokes not confirmed to be haemorrhagic),
and the tertiary outcomes included cerebral haemorrhage.
Assessments of the effects of allocated treatment in different
subcategories of prior disease and of other presenting
features were to be based particularly on first “major
vascular events” (defined as non-fatal myocardial infarction
or coronary death, stroke of any type, and coronary or non-
coronary revascularisation). It was estimated from previous
studies in similar populations that randomisation of at least
2000 or 3000 individuals in any particular category should
allow reliable assessment of a reduction of about a quarter
in the incidence rate of major vascular events (but not of
stroke considered on its own).26,27 Tests for heterogeneity or,
where appropriate, trend were to be used to determine
whether the proportional effects observed in specific
subcategories differed clearly from the overall effects (after
due allowance for multiple comparisons). 

Role of the funding sources
The investigators were responsible for the study design,
data collection, data analysis, data interpretation, and
writing of the report, independently of all funding 
sources.
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Results
Patient enrolment
Between July, 1994, and May, 1997, 3280 people aged
40–80 years with a history of cerebrovascular disease were
randomised, along with a further 17 256 high-risk patients
who did not have diagnosed cerebrovascular disease 
(table 1).27 Among the participants known to have
cerebrovascular disease, previous ischaemic strokes were
reported at study entry by 2070 (63%), transient cerebral
ischaemic attacks by 1504 (46%), and carotid
endarterectomy or angioplasty by 343 (10%), with overlap
between these categories (ie, only 60 [2%] had not had a
stroke or transient cerebral ischaemic attack). The mean
interval since the most recent stroke or transient

ischaemic attack was 4·3 (SE 0·1) years. Aspirin was being
used at study entry by 77% of the participants with
cerebrovascular disease, while among the remaining
participants it was being used by 77% of those who had
coronary disease and by 23% of those who did not; oral
anticoagulants were being used by 11%, 4%, and 3% of
these respective groups. Participants who had pre-existing
cerebrovascular disease were, on average, older than those
who did not, with more treated hypertension and higher
blood pressures, but—since the remaining participants
had to have some other form of vascular disease or
diabetes—were less likely to have had myocardial
infarction or other coronary disease (table 1).
Pretreatment plasma lipid concentrations were similar
among participants with or without diagnosed
cerebrovascular disease. The large size of the study, and
the use of minimised randomisation,32 produced good
balance between the treatment groups for the disease
categories and other main prognostic features that were
recorded (see subcategory figures below), and should have
done likewise for those that were not.

Compliance and effects on blood lipids
The mean duration of follow-up was 4·8 years for all
randomised participants known to have cerebrovascular
disease at entry to the study and 5·0 years for all other
participants. Compliance at each follow-up was defined as
at least 80% of the scheduled simvastatin or placebo
tablets having been taken since the previous follow-up.
Among the participants allocated 40 mg simvastatin daily,
average statin use during the scheduled treatment period
was 85% (with 82% compliant with their allocated
simvastatin, 3% on non-study statin alone, and 2% on
both). By contrast, among those allocated placebo, an
average of 17% were taking non-study statin therapy
during the study. Table 2 shows that this average absolute
difference in statin use of 67% (85% minus 17%) between
all those allocated simvastatin and all those allocated
placebo yielded an average difference in LDL cholesterol
of 1·0 mmol/L (indicating that actual use of 40 mg
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Baseline feature Cerebrovascular No cerebrovascular
disease disease
(n=3280) (n=17 256)

Age (years) 65·5 (7·8) 63·7 (8·5)
Men 2445 (75%) 13 009 (75%)
Smoking

Never regular 806 (25%) 4368 (25%)
Ex-cigarette 1940 (59%) 10 509 (61%)
Current 534 (16%) 2379 (14%)

Coronary disease
Prior Ml 896 (27%) 7614 (44%)
Other CHD 564 (17%) 4312 (25%)
None 1820 (55%) 5330 (31%)

Treated hypertension 1655 (50%) 6802 (39%)
Systolic BP (mm Hg) 147 (24) 144 (23)
Diastolic BP (mm Hg) 83 (12) 81 (12)
Body-mass index (kg/m2) 27·3 (4·3) 27·7 (4·5)

Plasma lipids
Total cholesterol (mmol/L) 5·9 (1·06) 5·8 (1·01)
LDL cholesterol (mmol/L) 3·4 (0·84) 3·4 (0·82)
HDL cholesterol (mmol/L) 1·08 (0·34) 1·05 (0·33)
Triglycerides (mmol/L) 2·1 (1·34) 2·1 (1·38)
Apolipoprotein A1 (mg/dL) 1·21 (0·22) 1·20 (0·22)
Apolipoprotein B (mg/dL) 1·16 (0·24) 1·14 (0·23)

MI=myocardial infarction; CHD=coronary heart disease; BP=blood pressure.
Values are mean (SD) or number of participants (%).

Table 1: Baseline characteristics of participants presenting
with or without cerebrovascular disease

Presenting feature Use of study/non-study statin (%) Plasma LDL cholesterol (mmol/L)

Simvastatin- Placebo- Absolute Simvastatin- Placebo- Absolute
allocated allocated difference* allocated allocated difference*

Prior disease
CHD

Cerebrovascular 84% 21% 64% 2·4 3·3 –0·9
No cerebrovascular 86% 21% 66% 2·3 3·2 –1·0

No CHD
Cerebrovascular 83% 12% 71% 2·4 3·4 –1·0
No cerebrovascular 82% 11% 71% 2·3 3·2 –1·0

Age (years)
<65 85% 20% 64% 2·4 3·2 –0·9
�65 to <70 87% 18% 69% 2·2 3·3 –1·0
�70 84% 12% 72% 2·2 3·3 –1·1

Treated hypertension
Yes 85% 19% 66% 2·3 3·2 –0·9
No 85% 17% 68% 2·3 3·3 –1·0

Total cholesterol (mmol/L)
<5·0 83% 5% 78% 1·8 2·6 –0·9
�5·0 to <6·0 85% 15% 70% 2·1 3·1 –1·0
�6·0 86% 26% 60% 2·7 3·7 –1·0

LDL cholesterol (mmol/L)
<3·0 83% 8% 75% 1·8 2·7 –0·9
�3·0 to <3·5 86% 16% 69% 2·2 3·2 –1·0
�3·5 86% 26% 60% 2·7 3·7 –1·0

All patients 85% 17% 67% 2·3 3·3 –1·0

CHD=coronary heart disease; *The absolute difference in LDL cholesterol that would be produced by full compliance with 40 mg simvastatin daily can be
estimated as the ratio of these two columns (for example, –1·0/67%=–1·5 mmol/L).

Table 2: Average use of statin (study or non-study), and average plasma LDL cholesterol concentrations, during follow-up
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simvastatin daily would reduce LDL cholesterol by an
average of about 1·5 mmol/L [58 mg/dL] in this
population). Non-study statin use in the placebo group
was more common among those who already had
diagnosed coronary disease at entry, were younger or had
higher pretreatment total or LDL cholesterol
concentrations, but was not materially influenced by pre-
existing cerebrovascular disease. In each subcategory in
table 2, however, the average absolute difference in statin
use was still about two-thirds (range 60–78%) and the
average difference in LDL cholesterol was about
1·0 mmol/L (range 0·9–1·1 mmol/L).

Effects on major vascular events subdivided by prior
cerebrovascular disease
Overall, allocation to simvastatin produced a very highly
significant 24% (95% CI 19–28; p<0·0001) proportional
reduction in the first occurrence of non-fatal myocardial
infarction or coronary death (ie, “major coronary
event”), stroke of any type, or any revascularisation
procedure following randomisation (figure 1). Among the
participants with cerebrovascular disease at study entry
there was a highly significant 20% (8–29; p=0·001)
proportional reduction in the incidence rate of these
major vascular events, which was similar to the 25%

(20–30; p<0·0001) reduction among the other high-risk
participants studied (heterogeneity p=0·4). Indeed, even
among the 1820 patients with cerebrovascular disease but
no coronary disease at study entry, there was a significant
23% (6–37) reduction in major vascular events (172
[18·7%] simvastatin vs 212 [23·6%] placebo; p=0·01).
The reduction in major vascular events among all
participants with pre-existing cerebrovascular disease
represented significant reductions of 23% (7–37;
p=0·008) in the first major coronary event rate and of
32% (15–45; p=0·0005) in the first revascularisation rate,
which were similar to the proportional reductions
observed in these outcomes among the other high-risk
individuals studied. The 24% (17–30; p<0·0001)
reduction in the rate of revascularisation procedures
observed overall among all participants reflected a 30%
(22–38) reduction in coronary revascularisation (513
[5·0%] vs 725 [7·1%]; p<0·0001) and a 16% (5–26)
reduction in non-coronary revascularisation (450 [4·4%]
vs 532 [5·2%]; p=0·006). Half of that difference in non-
coronary revascularisation involved a definite reduction
in carotid endarterectomy or angioplasty (42 [0·4%] vs
82 [0·8%]; p=0·0003), with much of it observed among
participants with pre-existing cerebrovascular disease (16
[1·0%] vs 38 [2·3%]; p=0·002).
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Event rate ratio
(95% CI)

Heterogeneity
p value

Major coronary events
Cerebrovascular disease p=0·6
No prior cerebrovascular

Subtotal: coronary
0·73 (0·67–0·79)

p<0·0001

Strokes
Cerebrovascular disease p=0·002
No prior cerebrovascular

Subtotal: stroke
0·75 (0·66–0·85)

p<0·0001

Revascularisations
Cerebrovascular disease p=0·3
No prior cerebrovascular

Subtotal: revascularisation
0·76 (0·70–0·83)

p<0·0001

Major vascular events
Cerebrovascular disease p=0·4
No prior cerebrovascular 2097 (24·3%)

All patients 2585 (25·2%)
0·76 (0·72–0·81)

p<0·0001

0·4 0·6 0·8 1·0 1·2 1·4
Simvastatin better Placebo better

171 (10·4%)   218 (13·3%)
  727 (8·4%)   994 (11·5%)

  898 (8·7%)  1212 (11·8%)

  169 (10·3%)   170 (10·4%)
  275 (3·2%)   415 (4·8%)

  444 (4·3%)   585 (5·7%)

  135 (8·2%)   192 (11·7%)
  804 (9·3%)  1013 (11·7%)

  939 (9·1%)  1205 (11·7%)

 2033 (19·8%) 

 1627 (18·9%)
  406 (24·7%)   488 (29·8%)

Major vascular event and
prior cerebrovascular disease

Simvastatin-
allocated
(10269)

Placebo-
allocated
(10 267)

Figure 1: Effects of simvastatin allocation on first major coronary event, stroke, or revascularisation in participants subdivided by
prior cerebrovascular disease 
Analyses are of numbers of participants having a first event of each type during follow-up, so there is some overlap between different types of event. Rate
ratios (RRs) are plotted (black squares with area approximately proportional to number of people having events in each subdivision) comparing outcome
among participants allocated simvastatin versus placebo, along with 95% CIs (horizontal lines; ending with arrow head when CI extends beyond scale). For
particular subtotals and totals, RR and 95% CI are represented by a diamond, with values given alongside. p values for �2 tests of heterogeneity between
RRs in different subcategories are given. Squares or diamonds to the left of the solid vertical line indicate benefit with simvastatin, which is conventionally
significant (p<0·05) within a particular subcategory considered on its own if the horizontal line or diamond does not overlap the solid vertical line. Broken
vertical line indicates the overall RR.
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Effects on stroke type subdivided by prior
cerebrovascular disease
Overall, allocation to simvastatin was associated with a
highly significant 25% (15–34) proportional reduction in
the incidence rate of first non-fatal or fatal stroke following
randomisation (444 [4·3%] simvastatin vs 585 [5·7%]
placebo; p<0·0001: figure 1). Few of those strokes (25
[0·2%] vs 39 [0·4%]) were preceded within 1 month by
other vascular events or procedures. The reduction in
stroke was due chiefly to a very definite 30% (19–40)
reduction in the incidence of strokes attributed to ischaemia
(290 [2·8%] vs 409 [4·0%]; p<0·0001: figure 2), with no
significant difference in strokes attributed to haemorrhage
(51 [0·5%] vs 53 [0·5%]; rate ratio [RR] 0·95 [0·65–1·40];
p=0·8). About 90% of the strokes of known type were
ischaemic, so the strokes of unknown type (103 [1·0%]
simvastatin vs 134 [1·3%] placebo) were presumably also
mostly ischaemic, and there was a highly significant 28%
(19–37) reduction in the incidence rate of strokes attributed
to ischaemic or unknown causes (ie, “presumed
ischaemic”: 393 [3·8%] vs 543 [5·3%]; p<0·0001).

Among participants who had pre-existing cerebro-
vascular disease there was no apparent reduction in the

incidence of stroke (RR 0·98 [0·79–1·22]), whereas there
was a highly significant 34% (24–43; p<0·0001) reduction
among the other high-risk participants (heterogeneity
p=0·002: figure 1). This retrospective subgroup analysis
of stroke incidence on its own was not supported by the
definite benefits observed in the prespecified analysis of
any major vascular event among participants with
cerebrovascular disease (figures 1 and 3). Moreover, the
19% (SE 12; p=0·1) proportional reduction in the rate of
ischaemic strokes observed among these individuals did
not differ significantly from the 34% (SE 7; p<0·0001)
reduction among the other high-risk participants studied
(heterogeneity p=0·2: figure 2). No significant difference
in haemorrhagic stroke was observed between the
treatment groups in either disease category. Figure 2 also
indicates that allocation to simvastatin produced about as
great a proportional reduction in fatal or severely disabling
strokes as in less severe strokes.

Effects on stroke subdivided by year
Among participants allocated simvastatin, there was
already a non-significant trend (p=0·3) towards fewer
strokes during the first year of follow-up and a highly
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(i) Type of stroke

Ischaemic
Cerebrovascular disease p=0·2
No prior cerebrovascular

Subtotal: ischaemic

Haemorrhagic
Cerebrovascular disease p=0·03
No prior cerebrovascular

Subtotal: haemorrhagic

(ii) Severity of stroke

Severe/fatal
Cerebrovascular disease p=0·3
No prior cerebrovascular

Subtotal: severe/fatal

Mild/moderate
Cerebrovascular disease p=0·003
No prior cerebrovascular

Subtotal: mild/moderate

All patients

0·4 0·6 0·8 1·0 1·2 1·4

Simvastatin better Placebo better

  100 (6·1%)   122 (7·5%)
  190 (2·2%)   287 (3·3%)

  290 (2·8%)   409 (4·0%)

   21 (1·3%)    11 (0·7%)
   30 (0·3%)    42 (0·5%)

   51 (0·5%)    53 (0·5%)

   56 (3·4%)    58 (3·5%)
   82 (1·0%)   112 (1·3%)

  138 (1·3%)   170 (1·7%)

   95 (5·8%)    94 (5·7%)
  163 (1·9%)   271 (3·1%)

  258 (2·5%)   365 (3·6%)

  444 (4·3%)   585 (5·7%)

Type/severity of stroke
and prior cerebrovascular
disease

Simvastatin-
allocated
(10269)

Placebo-
allocated
(10 267)

Stroke rate ratio
(95% CI)

Heterogeneity
p value

0·70 (0·60–0·81)
p<0·0001

0·95 (0·65–1·40)
p=0·8

0·81 (0·64–1·01)
p=0·06

0·70 (0·60–0·82)
p<0·0001

0·75 (0·66–0·85)
p<0·0001

Figure 2: Effects of simvastatin allocation on type and severity of stroke in participants subdivided by prior cerebrovascular disease 
Symbols and conventions as in figure 1. For stroke type, the analyses are of the numbers of participants having a first ischaemic or a first haemorrhagic
stroke (with 11 having both stroke types), while those having only strokes that could not be classified are not included (prior cerebrovascular disease: 
48 simvastatin vs 42 placebo; no prior cerebrovascular disease: 55 vs 92). Haemorrhagic stroke included subarachnoid haemorrhage: 12 simvastatin
versus 8 placebo. For stroke severity, the analyses are of the numbers of participants having a stroke that could be classified in each of the two categories
considered separately, while those with strokes of unknown severity are not included (prior cerebrovascular disease: 26 simvastatin vs 27 placebo; no
prior cerebrovascular disease: 35 vs 44).
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significant 30% (14–42; p=0·0004) proportional
reduction by the end of the second year (figure 4). During
each separate subsequent year of follow-up there were
further reductions of about one-quarter in the stroke
rates—even though, by the end of year 3, about one-sixth
of the simvastatin-allocated participants had stopped their
study treatment and about one-sixth of those allocated
placebo had started statin therapy (table 2). As a
consequence, whereas 5·7% of the placebo-allocated
participants had one or more stroke during an average of
5 years of follow-up, only 4·3% of those allocated
simvastatin did so (figures 4 and 5). Hence, the
1·0 mmol/L reduction in LDL cholesterol observed on
average during HPS was typically associated with
preventing 14 (SE 3) participants per 1000 from having at
least one stroke during the scheduled treatment period.
There were 709 first or subsequent strokes among the 

585 placebo-allocated patients who had strokes during the
study compared with 541 strokes among the 
444 simvastatin-allocated patients who had strokes. This
difference corresponds to preventing 16 (4) first or
subsequent strokes per 1000 patients during the 5-year
period of follow-up.

Effects on stroke subdivided by other characteristics 
Figure 6 indicates that the proportional reduction in the
incidence rate of first stroke was about a quarter in various
different circumstances (and this pattern is reinforced by the
prespecified subgroup analyses of the much larger numbers
of major vascular events: see webfigure at
http://image.thelancet.com/extras/04art2126webfigure.pdf).
For example, there was a 25% (12–36; p=0·0005)
proportional reduction in the stroke rate among participants
who had pre-existing coronary disease and a 26% (10–39;
p=0·002) reduction among those with no history of
coronary disease (heterogeneity p=0·9). Similarly, the
reductions in the incidence of stroke appeared to be about
the same among participants who had diabetes (24%
[6–39]; p=0·01) and among those who did not (26%
[14–36]; p=0·0002). The proportional reduction in the rate
of strokes with allocation to simvastatin also appeared to be
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Figure 4: Effects of simvastatin allocation on first stroke during follow-up
Symbols and conventions as in figure 1. Analyses are of numbers of participants having a first stroke during each year of follow-up and of those still at risk
of a first stroke at the start of each year.
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about a quarter irrespective of the participants’ sex, age,
blood pressure, or blood lipid concentrations. Among the
6793 participants whose pretreatment measurements of
LDL cholesterol were below 3·0 mmol/L (116 mg/dL), the
average LDL cholesterol concentration during the trial was
2·7 mmol/L in the placebo group compared with
1·8 mmol/L in the simvastatin group (table 2). When the

analyses were restricted to those participants, there was still
a highly significant 30% (13–43; p=0·0001) reduction in
the rate of first stroke (figure 6), which reflected a significant
36% (19–49) reduction in first presumed ischaemic stroke
(115 [3·4%] simvastatin vs 178 [5·2%] placebo; p=0·0002)
and no apparent excess of first haemorrhagic stroke 
(22 [0·6%] vs 21 [0·6%]). Indeed, even among the
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Figure 6: Effects of simvastatin allocation on first stroke during follow-up in participants subdivided by presenting features 
Symbols and conventions as in figure 1. Lipid categories relate to measured values at the initial screening visit prior to starting any statin therapy.
Treatment for hypertension and aspirin use recorded at entry to the study generally continued during follow-up. 
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3421 patients presenting with LDL below 2·6 mmol/L
(100 mg/dL), the observed reduction in the rate of stroke
(26% [SE 14]; p=0·05) was similar to that seen among
participants recruited with higher LDL cholesterol
concentrations (25% [SE 6]; p<0·0001). The absolute risk
of stroke increased with increasing age and blood pressure,
and consequently so too did the absolute reduction in stroke
risk produced by allocation to simvastatin (figure 6). The
beneficial effects of simvastatin on stroke were additional to
those of antihypertensive treatment and of aspirin use at
study entry. Blood pressure levels fell during follow-up, but
allocation to simvastatin was not associated with significant
differences in these falls in systolic (–7·6 mm Hg simvastatin
vs –7·1 mm Hg placebo; difference –0·5 [SE 0·4] mm Hg)
or diastolic pressure (–4·5 mm Hg vs –4·6 mm Hg;
difference 0·1 [SE 0·2] mm Hg).

Effects on other neurological outcomes
Carotid events
In addition to effects on stroke, there was a significant
reduction in the numbers of participants who, although
not suffering a stroke during the trial, had at least one
episode of transient cerebral ischaemia (204 [2·0%]
simvastatin vs 250 [2·4%] placebo; p=0·02). Non-
significantly fewer individuals had retinal artery occlusions
(9 [0·1%] vs 16 [0·2%]), while similar numbers had
episodes of amaurosis fugax (11 [0·1%] vs 9 [0·1%]).
Among participants with pre-existing cerebrovascular
disease there was no apparent reduction in the numbers of
patients who reported transient cerebral ischaemic attacks
(irrespective of whether any stroke also occurred) during
the scheduled treatment period (107 [6·5%] vs 112
[6·9%]), whereas there was a highly significant reduction
among all other participants (153 [1·8%] vs 203 [2·4%];
p=0·006).

Cognitive function
Based on observational studies involving just a few years of
treatment, it has been suggested that statin use might slow
cognitive decline.33,34 On the other hand, there have been
case reports that statin therapy might be associated with

memory loss.35 Reliable unbiased assessment of the causal
nature of such observations is likely to require large-scale
randomised placebo-controlled trials of long-term statin
therapy.36 The modified Telephone Interview for Cognitive
Status (TICS-m) questionnaire is well-validated,37 with a
high proportion of the total score assigned to memory. In
HPS, TICS-m was administered to participants during their
final follow-up (89% in clinic and 11% by telephone) after a
mean of 5·3 years of scheduled treatment. A TICS-m score
below 22 out of 39 was prespecified as indicative of some
cognitive impairment and, as would be expected, was more
common among older individuals and those who had a
previous stroke.27 No significant differences were observed
between the treatment groups in the percentages of patients
classified as cognitively impaired (23·7% simvastatin-
allocated vs 24·2% placebo-allocated), and similar numbers
were reported to have developed dementia during follow-up
(31 [0·3%] vs 31 [0·3%]). Nor were there any significant
differences between the treatment groups in the overall
mean TICS-m score (24·08 vs 24·06; difference 0·02
[SE 0·07]), in the scores for any of the four separate
domains of TICS-m (including the one representing
memory: 8·87 vs 8·89; difference –0·03 [SE 0·05]), or in a
separate “verbal fluency” score (21·51 vs 21·56; difference
–0·05 [SE 0·12]).37

Neuropathy
Various case reports and observational studies have raised
the possibility that statins might have adverse effects on
the peripheral nervous system.38,39 In the largest of those
non-randomised studies, nine of 166 patients with a
diagnosis of idiopathic polyneuropathy had taken
comparatively low statin doses (eg, an average of 15 mg
simvastatin daily or the equivalent of another statin) for a
median of 2·8 years, and the relative risk associated with
statin use was 3·7 (95% CI 1·8–7·6).39 But, despite 
10 000 participants in HPS having been randomly
allocated to receive 40 mg simvastatin daily for an average
of 5 years, no significant excess of peripheral neuropathy
was reported and the absolute 5-year risks were low 
(11 [0·1%] simvastatin vs 8 [0·1%] placebo). More
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Figure 7: Meta-analysis of effects of statin allocation on stroke in major randomised trials 
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simvastatin-allocated patients did report cranial nerve
problems (18 [0·2%] vs 7 [0·1%]), but this may reflect the
large number of retrospective analyses performed, and
there was no apparent excess of reports of spinal cord
problems (5 [0·0%] vs 6 [0·1%]) or of peripheral nerve
compression or surgery (99 [1·0%] vs 84 [0·8%]).

Discussion
Due to its large size and the types of high-risk patient
studied, much larger numbers of participants suffered a
stroke during HPS than in any other randomised trial of
cholesterol-lowering therapy. Consequently, the present
study is able to resolve many of the remaining
uncertainties about the effects of statin therapy on the
incidence of stroke.24,25 In particular, it shows that
cholesterol-lowering statin therapy rapidly produces a
definite and substantial reduction in ischaemic stroke,
irrespective of the patient’s age, sex, or blood lipid
concentrations when treatment is initiated. It also
demonstrates that statin therapy reduces the risk of major
vascular events among people who have previously had a
stroke or other cerebrovascular event, even if they do not
already have manifest coronary disease. These results have
important implications for revising national and
international treatment guidelines which do not currently
take into account cerebrovascular disease risk reduction
when considering the initiation of statin therapy.40,41

When the published results from the large-scale
randomised statin trials are now considered
together,13–18,42–46 an average reduction in LDL cholesterol
of about 1·0 mmol/L (39 mg/dL) is associated with a 21%
(95% CI 15–27) proportional reduction in the incidence of
stroke (figure 7). HPS demonstrates that this benefit is
largely due to a definite and substantial reduction in
ischaemic stroke, with additional reductions in transient
cerebral ischaemic attacks and in the need for carotid
endarterectomy or angioplasty. It had been reported from
non-randomised observational studies that lower blood
cholesterol concentrations might be associated with higher
risks of haemorrhagic stroke.8–11 But, lowering cholesterol
substantially with simvastatin did not produce any
apparent excess of haemorrhagic stroke in HPS, even
among the 6793 participants with pretreatment LDL
cholesterol concentrations below 3·0 mmol/L who had
those levels reduced to an average of about 1·8 mmol/L.
There were relatively few haemorrhagic strokes in HPS,
and still smaller numbers have been reported so far from
the other statin trials (chiefly LIPID and CARE:
19 pravastatin vs 15 placebo47). Consequently, although
the present results provide some refutation of previous
concerns about haemorrhagic stroke, this issue will be
most reliably addressed by the prospectively planned meta-
analysis that is now ongoing of the much larger numbers of
type-specific strokes recorded in all such trials.48

Based on fewer than 300 strokes in the PROSPER trial,
it had been suggested that any stroke benefit with statin
therapy does not begin to emerge until at least 3 years after
the initiation of treatment, but that the coronary risk
reduction emerges much earlier (implying different
mechanisms of action).43 By contrast, based on over 
1000 strokes in HPS, it is clear that the beneficial effect on
stroke emerges rapidly, with a highly significant reduction
within 2 years of starting simvastatin (which is similar to
the pattern seen for coronary events27). The continuing
divergence in stroke incidence during each year of
treatment also suggests that even more prolonged statin
therapy would eventually produce even larger absolute
reductions in stroke risk. In HPS, a 1 mmol/L reduction in
LDL cholesterol from about 4 mmol/L to about 3 mmol/L

reduced the risks of stroke and of other major vascular
events by about one-quarter, and so too did reducing it
from about 3 mmol/L to about 2 mmol/L (as might be
expected from the approximately loglinear association in
observational studies between occlusive vascular disease
rates and usual LDL cholesterol concentrations2,4,11). These
findings strongly support the original hypothesis of the
study that any thresholds below which lowering LDL
cholesterol does not safely reduce risk are at much lower
concentrations (eg, below 2 mmol/L [77 mg/dL] of LDL
cholesterol or 3·5 mmol/L [135 mg/dL] of total
cholesterol) than are typically seen in Western populations.
Current guidelines could, therefore, inadvertently lead to
substantial under-treatment of high-risk patients who
present below, or close to, particular targets for LDL
cholesterol concentrations.49 Moreover, the clear demon-
stration of a reduction in ischaemic stroke, without any
evidence of an adverse effect on haemorrhagic stroke,
indicates that statin therapy may safely produce substantial
benefits among high-risk individuals in populations (such
as China) where the risks of ischaemic stroke are relatively
high, but LDL cholesterol concentrations and coronary
heart disease risk are relatively low.3, 29

Most participants in previous statin trials did not have a
history of cerebrovascular disease, and results were not
typically reported separately for such patients in those
trials. By contrast, HPS involved 3280 people who had had
a non-disabling ischaemic stroke, transient cerebral
ischaemic attack or carotid artery procedure prior to
randomisation. Among those patients, allocation to receive
simvastatin was not associated with any apparent
reduction in the stroke rate during the scheduled treatment
period (although there was a non-significant trend towards
fewer ischaemic strokes). This subgroup analysis was not
prespecified, and it is based on only about 300 strokes
among participants with prior cerebrovascular disease.
Consequently, given the clear reductions in stroke risk
among other high-risk participants, the apparent lack of
effect on stroke in this subgroup considered on its own
may well reflect the play of chance. Current trials will
provide further information about the prevention of stroke
recurrence with cholesterol-lowering therapy,50 especially
when considered in conjunction with HPS and the other
large statin trials in the prospectively planned meta-
analysis.48 But, the highly significant reduction in major
vascular events among participants in HPS with pre-
existing cerebrovascular disease (figure 3)—irrespective of
the presence of coronary disease—does already provide
compelling evidence that such patients can gain substantial
benefits from statin therapy.

During HPS, an average of about a sixth of the
participants allocated 40 mg simvastatin daily had stopped
taking statin therapy, and about a sixth of those allocated
placebo had started to take a statin. As a consequence, the
average difference in LDL cholesterol of about 1 mmol/L
(39 mg/dL) that was observed between all those allocated
simvastatin and all those allocated placebo represents only
about two-thirds of the LDL cholesterol difference
produced by actual use of 40 mg simvastatin daily.
Similarly, the reduction of about a quarter in the incidence
of strokes in the intention-to-treat comparisons is likely to
represent only about two-thirds of the risk reduction
produced by actual compliance with this statin regimen.
Hence, actual use of 40 mg simvastatin daily would lower
LDL cholesterol by about 1·5 mmol/L (58 mg/dL) in this
population, and would probably reduce the rates of stroke
and of other major vascular events by about a third. Given
that stroke is one of the major causes of mortality and major
morbidity worldwide,29,51 these findings indicate that statin
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therapy should now be considered routinely for all patients
at high risk of stroke, irrespective of their initial cholesterol
concentrations or the presence of coronary disease.

MRC/BHF Heart Protection Study Collaborative Group
Collaborators—listed at
http://image.thelancet.com/extras/04art2126webextra.pdf.
Writing Committee—Rory Collins, Jane Armitage, Sarah Parish, 
Peter Sleight, and Richard Peto.
Steering Committee—R Collins (principal investigator), T Meade
(chairman), P Sleight (vice-chairman), J Armitage (clinical coordinator), 
S Parish and R Peto (statisticians), L Youngman (laboratory director), 
M Buxton, D de Bono (deceased), C George, J Fuller, A Keech, 
A Mansfield, B Pentecost, D Simpson, C Warlow; J McNamara, and 
L O’Toole (MRC observers).
Data Monitoring Committee—R Doll (chairman), L Wilhelmsen 
(vice-chairman), K M Fox, C Hill, P Sandercock.

Conflict of interest statement
The Clinical Trial Service Unit has a staff policy of not accepting
honoraria or other payments from the pharmaceutical industry, except for
the reimbursement of costs to participate in scientific meetings.
Coordinating centre members of the writing committee (R Collins, 
J Armitage, S Parish, R Peto) have, therefore, only had such costs
reimbursed. P Sleight has received honoraria as well as such
reimbursement of costs.

Acknowledgments
The most important acknowledgment is to the participants in the study,
and to the doctors, nurses, and administrative staff in hospitals and
general practices throughout the UK who assisted with its conduct. The
study was funded by the UK Medical Research Council, the British Heart
Foundation, Merck & Co (manufacturers of simvastatin), and Roche
Vitamins Ltd (manufacturers of the vitamins).

References
1 Jacobs D, Blackburn H, Higgins M, et al. Report of the conference on

low blood cholesterol: mortality associations. Circulation 1992; 86:
1046–60.

2 Stamler J, Vaccaro O, Neaton JD, Wentworth D, for the Multiple Risk
Factor Intervention Trial Research Group. Diabetes, other risk factors
and 12-year cardiovascular mortality for men screened in the multiple
risk factor intervention trial. Diabetes Care 1993; 16: 434–44.

3 Chen J, Campbell TC, Li J, Peto R. Diet, life-style and mortality in
China. Oxford: Oxford University Press, 1990 (updated at
http://www.ctsu.ox.ac.uk).

4 Chen Z, Peto R, Collins R, MacMahon S, Lu J, Li W. Serum
cholesterol concentration and coronary heart disease in population
with low cholesterol concentrations. BMJ 1991; 303: 276–82.

5 Szatrowski TP, Peterson AV, Shimizu Y, et al. Serum cholesterol
levels, other risk factors, and cardiovascular disease in a Japanese
cohort. J Chron Dis 1984; 7: 569–84.

6 Prospective Studies Collaboration. Cholesterol, diastolic blood
pressure, and stroke: 13 000 strokes in 450 000 people in 
45 prospective cohorts. Lancet 1995; 346: 1647–53.

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

8 Asia Pacific Cohort Studies Collaboration. Cholesterol, coronary heart
disease, and stroke in the Asia Pacific region. Int J Epidemiol 2003; 32:
563–72.

9 Iso H, Jacobs DR, Wentworth D, Neaton JD, Cohen JD, for the
MRFIT Research Group. Serum cholesterol levels and six-year
mortality from stroke in 350 977 men screened for the multiple risk
factor intervention trial. N Engl J Med 1989; 320: 904–10.

10 Iribarren C, Reed DM, Burchfield CM, Dwyer JH. Serum total
cholesterol and mortality: confounding factors and risk modification in
Japanese-American men. JAMA 1995; 273: 1926–32.

11 Law MR, Wald NJ, Rudnicka AR. Quantifying effect of statins on low
density lipoprotein cholesterol, ischaemic heart disease, and stroke:
systematic review and meta-analysis. BMJ 2003; 326: 1423–29.

12 Hebert PR, Gaziano JM, Hennekens CH. An overview of trials of
cholesterol lowering and risk of stroke. Arch Intern Med 1995; 155:
50–55.

13 White HD, Simes RJ, Anderson NE, et al. Pravastatin therapy and the
risk of stroke. N Engl J Med 2000; 343: 317–26.

14 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.

15 Plehn JF, Davis BR, Sacks FM, et al, for the Care Investigators.
Reduction of stroke incidence after myocardial infarction with
pravastatin: the Cholesterol and Recurrent Events (CARE) Study.
Circulation 1999; 99: 216–23.

16 The Post Coronary Artery Bypass Graft Trial Investigators. The effect
of aggressive lowering of low-density lipoprotein cholesterol levels and
low-dose anticoagulation on obstructive changes in saphenous-vein
coronary-artery bypass grafts. N Engl J Med 1997; 336: 153–62.

17 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.

18 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.

19 Hebert PR, Gaziano JM, Chan KS, Hennekens CH. Cholesterol
lowering with statin drugs, risk of stroke, and total mortality: an
overview of randomized trials. JAMA 1997; 278: 313–21.

20 Di Mascio R, Marchioli R, Tognoni G. Cholesterol reduction and
stroke occurrence: an overview of randomized clinical trials.
Cerebrovasc Dis 2000; 10: 85–92.

21 Furberg CD, Adams HP Jr, Applegate WB, et al, for the
Asymptomatic Carotid Artery Progression Study (ACAPS) Research
Group. Effects of lovastatin on early carotid atherosclerosis and
cardiovascular events. Circulation 1994; 90: 1679–87.

22 Crouse JR III, Byington RP, Bond MG, et al. Pravastatin, lipids, and
atherosclerosis in the carotid arteries (PLAC-II). Am J Cardiol 1995;
75: 455–59.

23 MacMahon S, Sharpe N, Gamble G, et al, on behalf of the Lipid Trial
Research Group. Effects of lowering average or below-average
cholesterol levels on the progression of carotid atherosclerosis: results
of the LIPID atherosclerosis substudy. Circulation 1998; 97: 1784–90.

24 Sandercock P. Statins for stroke prevention? Lancet 2001; 357: 1548–49.
25 Amarenco P. Hypercholesterolemia, lipid-lowering agents, and the risk

for brain infarction. Neurology 2001; 57 (suppl 2): S35–44.
26 MRC/BHF Heart Protection Study Collaborative Group. MRC/BHF

Heart Protection Study of cholesterol-lowering therapy and of
antioxidant vitamin supplementation in a wide range of patients at
increased risk of coronary heart disease death: early safety and efficacy
experience. Eur Heart J 1999; 20: 725–41.

27 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.

28 Heart Protection Study Collaborative Group. MRC/BHF Heart
Protection Study of cholesterol-lowering with simvastatin in
5963 people with diabetes: a randomised placebo-controlled trial.
Lancet 2003; 361: 2005–16.

29 Thorvaldsen P, Asplund K, Kuulasmaa K, Rajakangas A-M, Schroll M,
for the WHO MONICA Project. Stroke incidence, case fatality, and
mortality in the WHO MONICA Project. Stroke 1995; 26: 361–67.

30 Bamford JM, Sandercock PAG, Warlow CP, Slattery J. Interobserver
agreement for the assessment of handicap in stroke patients.
Stroke 1989; 20: 828.

31 Peto R, Pike MC, Armitage P, et al. Design and analysis of
randomized clinical trials requiring prolonged observation of each
patient. Br J Cancer 1977; 35: 1–39.

32 Pocock SJ, Simon R. Sequential treatment assignment with balancing
for prognostic factors in the controlled clinical trial. Biometrics 1975;
31: 103–15.

33 Jick H, Zornberg GL, Jick SS, Seshadri S, Drachman DA. Statins and
the risk of dementia. Lancet 2000; 356: 1627–31.

34 Rockwood K, Kirkland S, Hogan DB, et al. Use of lipid-lowering
agents, indication bias, and the risk of dementia in community-
dwelling elderly people. Arch Neurol 2002; 59: 223–27.

35 Wagstaff LR, Mitton MW, Arvik BM, Doraiswarmy PM. Statin-
associated memory loss: analysis of 60 case reports and review of the
literature. Pharmacotherapy 2003; 23: 871–80.

36 Collins R, MacMahon S. Reliable assessment of the effects of
treatment on mortality and major morbidity, I: clinical trials. 
Lancet 2001; 357: 373–80.

37 De Jager CA, Budge MM, Clarke R. Utility of TICS-M for the
assessment of cognitive function in older adults. Int J Geriatr Psychiatry
2003; 18: 318–24.

38 Gaist D, Garcia Rodriguez LA, Huerta C, Hllas J, Sindrup SH.
Are users of lipid-lowering drugs at increased risk of peripheral
neuropathy? Eur J Clin Pharmacol 2001; 56: 931–33.

39 Gaist D, Jeppeson U, Andersen M, Garcia Rodriguez LA, Hallas J,
Sindrup SH. Statins and risk of neuropathy: a case-control study.
Neurology 2002; 58: 1333–37.

40 Wolf PA, Clagett GP, Easton JD, et al. Preventing ischemic stroke in
patients with prior stroke and transient ischemic attack: a statement

ARTICLES

766 THE LANCET • Vol 363 • March 6, 2004 • www.thelancet.com

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



for healthcare professionals from the Stroke Council of the American
Heart Association. Stroke 1999; 30: 1991–94.

41 Goldstein LB, Adams R, Becker K, et al. Primary prevention of ischemic
stroke: a statement for healthcare professionals from the Stroke Council
of the American Heart Association. Circulation 2001; 103: 163–82.

42 GISSI Prevenzione Investigators (Gruppo Italiano per lo Studio della
Sopravvivenza nell’Infarto Miocardico). Results of the low-dose 
(20 mg) pravastatin GISSI Prevenzione trial in 4271 patients with
recent myocardial infarction: do stopped trials contribute to overall
knowledge? Ital Heart J 2000; 1: 810–20.

43 Shepherd J, Blauw GJ, Murphy MB, et al, on behalf of the PROSPER
study group. Pravastatin in elderly individuals at risk of vascular
disease (PROSPER): a randomised controlled trial. Lancet 2002; 360:
1623–30.

44 Athyros VG, Papageorgiou AA, Mercouris BR, et al. Treatment with
atorvastatin to the National Cholesterol Educational Program goal
versus “usual” care in secondary coronary heart disease prevention: the
GREek Atorvastatin and Coronary-heart-disease Evaluation
(GREACE) study. Curr Med Res Opin 2002; 4: 220–28.

45 The ALLHAT officers and coordinators for the ALLHAT
Collaborative Research Group. Major outcomes in moderately
hypercholesterolemic, hypertensive patients randomized to pravastatin
vs usual care: the Antihypertensive and Lipid-Lowering Treatment to
prevent Heart Attack Trial (ALLHAT-LLT). JAMA 2002; 288:
2998–3007.

46 Sever PS, Dahlöf B, Poulter NR, et al, for the ASCOT investigators.

Prevention of coronary and stroke events with atorvastatin in
hypertensive subjects who have average or lower-than-average
cholesterol concentrations, in the Anglo-Scandinavian Cardiac
Outcomes Trial–Lipid lowering arm (ASCOT–LLA). Lancet 2003;
361: 1149–58.

47 Byington RP, Davis BR, Plehn JF, et al for the PPP Investigators.
Reduction of stroke events with pravastatin: the Prospective
Pravastatin Pooling (PPP) Project. Circulation 2001; 103: 387–92.

48 Cholesterol Treatment Trialists’ (CTT) Collaboration. Protocol for a
prospective collaborative overview of all current and planned
randomized trials of cholesterol treatment regimens. Am J Cardiol
1995; 75: 1130–34.

49 Expert Panel on Detection, Evaluation, and Treatment of High 
Blood Cholesterol in Adults. 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 (Adult Treatment Panel III). JAMA 2001; 285:
2486–97.

50 The SPARCL Investigators. Design and baseline characteristics of the
Stroke Prevention by Aggressive Reduction in Cholesterol Levels
(SPARCL) Study. Cerebrovasc Dis 2003; 16: 389–95.

51 Murray CJ, Lopez AD. Global pattern of cause of death and burden of
disease in 1990, with projections to 2020—investing in health research
and development: report of the ad hoc committee on health research
relating to future intervention options. Geneva: World Health
Organization, 1996.

ARTICLES

THE LANCET • Vol 363 • March 6, 2004 • www.thelancet.com 767

“Slow strangulation of a service”
December, 2003

1 We can’t save the NHS (Nov 1, 2003)
Jeffcoate W. Contract for UK consultants––round 2: medical
profession KO’d, OK?. DOI:10.1016/S0140-6736(03)14728-9.
Lancet 2003; 362: 1432.

2 A call to ban smoking (Dec 6, 2003)
The Lancet. How do you sleep at night, Mr Blair?
DOI:10.1016/S0140-6736(03)14995-1. Lancet 2003; 362: 1865.

3 Ximelagatran as effective as warfarin to prevent 
stroke (Nov 22, 2003)
Olsson SB, et al. Stroke prevention with the oral direct thrombin
inhibitor ximelagatran compared with warfarin in patients with 
non-valvular atrial fibrillation (SPORTIF III): randomised controlled
trial. DOI:10.1016/S0140-6736(03)14841-6. Lancet 2003; 362:
1691–98.

4 The fifth most common cause of cancer (Dec 6, 2003)
Llovet JM, Burroughs A, Bruix J. Hepatocellular carcinoma.
DOI:10.1016/S0140-6736(03)14964-1. Lancet 2003; 362: 1907–17.

5 A globally important contagion (Nov 22, 2003)
Nicholson KG, Wood JM, Zambon M. Influenza.
DOI:10.1016/S0140-6736(03)14854-4. Lancet 2003; 362: 1733–45.

6 RNAi for therapy? (Oct 25, 2003)
Wall NR, Shi Y. Small RNA: can RNA interference be exploited for
therapy? DOI:10.1016/S0140-6736(03)14637-5. Lancet 2003; 362:
1401–03.

7 An up-to-date revision of HRS (Nov 29, 2003)
Ginès P, Guevara M, Arroyo V, Rodés J. Hepatorenal syndrome.
DOI:10.1016/S0140-6736(03)14903-3. Lancet 2003; 362: 1819–27.

8 Commenting on HART (Dec 6, 2003)
Franco EL. Are we ready for a paradigm change in cervical cancer
screening? DOI:10.1016/S0140-6736(03)14996-3. Lancet 2003; 362:
1866–67.

9 Screen with HPV first (Dec 6, 2003)
Cuzick J, Szarewski A, Cubie H, et al. Management of women who
test positive for high-risk types of human papillomavirus: the HART
study. DOI:10.1016/S0140-6736(03)14955-0. Lancet 2003; 362:
1871–76.

10 Promise of protective SARS vaccine (Dec 6, 2003) 
Gao W, Tamin A, Soloff A, et al. Effects of a SARS-associated
coronavirus vaccine in monkeys. DOI:10.1016/S0140-
6736(03)14962-8. Lancet 2003; 362: 1895–96.

10most wanted

The 10 most wanted Lancet articles downloaded from ScienceDirect (see Lancet 2003; 361: 1265. DOI:10.1016/S0140-
6736(03)12982-0).

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


	Effects of cholesterol-lowering with simvastatin on stroke and other major vascular events in 20 536 people with cerebrovascular disease or other high-risk conditions
	Introduction
	Methods
	Recruitment and follow-up
	Statistical analysis
	Role of the funding sources

	Results
	Patient enrolment
	Compliance and effects on blood lipids
	Effects on major vascular events subdivided by prior cerebrovascular disease
	Effects on stroke type subdivided by prior cerebrovascular disease
	Effects on stroke subdivided by year
	Effects on stroke subdivided by other characteristics
	Effects on other neurological outcomes
	Carotid events
	Cognitive function
	Neuropathy


	Discussion
	Acknowledgments
	References


