Preventing ischemic stroke in the older adult
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m ABSTRACT

Stroke is a deadly and disabling disease that preferentially
afflicts older adults. It shares common risk factors with
myocardial infarction (M), such as hypertension, diabetes,
and hyperlipidemia. Blood pressure control, cholesterol
reduction with statins, and glucose control reduce the risk
for both stroke and MI. Additionally, management of atrial
fibrillation with warfarin reduces stroke risk. Beyond risk
factor reduction, antiplatelet therapy is an effective option
for lowering the likelihood of stroke in at-risk patients.
Among antiplatelet agents, aspirin has been shown effec-
tive for secondary stroke prevention as well as primary and
secondary MI prevention; clopidogrel for secondary stroke
and MI prevention; and both ticlodipine and dipyridamole
for secondary stroke prevention. Combining antiplatelet
agents is rational. Carotid endarterectomy should be con-
sidered for stroke prevention in patients with ischemic
symptoms; for patients with asymptomatic stenosis, poten-
tial benefit must be balanced against surgical risk.

m KEY POINTS

In older patients, stroke and myocardial infarction (MI) are
causally linked and treatments that effectively reduce risk
for one also reduce risk for the other.

Prior stroke increases the risk of Ml threefold, and prior Ml
increases the risk of stroke threefold. Death in stroke
patients is due largely to the coexisting relationship of
stroke with heart failure.

Hypertension increases the risk of stroke sevenfold. Reducing
blood pressure lowers the risk for first stroke by 30% to 45%,
and perhaps by 55% to 60% if normotension is attained.

In elderly patients, blood pressure reduction must be
gradual to maintain normalized cerebral blood flow and
reduce the risk of ischemic injury.

Although antiplatelet therapy substantially lowers the
incidence of stroke and Ml in at-risk patients, fewer than
50% of patients who stand to benefit from antiplatelet
therapy receive it.
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The utility of carotid endarterectomy for stroke prevention
in at-risk patients is highly dependent on whether the
patient has ischemic symptoms, the degree of stenosis,
and the surgeon’s perioperative complication rate.

erebral infarction (stroke) and myocardial

infarction (MI) are critically important dis-

eases. This is particularly true among the eld-

erly. Alone, stroke is the third leading cause of
death and disability among adults. The incidence of
stroke has continued to increase since the mid-1960s,
with up to 700,000 new cases reported in the United
States each year.” Although significant advances
have been made in our understanding and treatment
of this disease, it remains a scourge. However, the close
relationship of stroke and MI means that comprehen-
sive risk factor management, proper antiplatelet ther-
apy, and appropriate surgical intervention can greatly
reduce the risk for both.

m STROKE CLASSIFICATION AND PATHOGENESIS

There are two main stroke categories of etiologic
importance: ischemic stroke, accounting for about 83%
of cases, and hemorrhagic stroke.® The ischemic strokes
are attributable to arterial thrombosis (20%), embolism
(25%), small-vessel disease (25%), and cryptogenic
causes (30%). Hemorrhagic strokes are further subcate-
gorized as intraparenchymal (60%) or subarachnoid
hemorrhage (40%). As ischemic stroke is the cause of
significant morbidity and mortality in the elderly, its
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prevention will be the focus of this article.

In older adults, the predominant process leading to
the development of stroke is progressive atherosclerosis
(Figure 1).** Temporal arteritis and amyloid angiopa-
thy, although infrequent, disproportionately afflict older
adults and also result in stroke. Some recently identified
diseases such as homocysteinemia may prove to increase
the risk for stroke in the elderly, but their roles are
uncertain, as are specific intervention strategies.

The sidebar on page S16 provides an overview of
stroke pathogenesis.*”’

Similarities with ischemic heart disease

Ischemic brain disease and ischemic heart disease
share pathogenesis and risk factors, and it is not sur-
prising that these diseases often coexist. Nearly 60%
of patients over age 60 presenting with ischemic
stroke have evidence of coronary artery occlusion.? A
review of leading secondary stroke prevention trials
reveals that 30% to 35% of these patients also have
significant coronary artery disease.”** This pattern of
coexistence is consistent across diverse ethnic back-
grounds.” The high prevalence of acute coronary syn-
dromes has stimulated extensive research on amelio-
rating this disease. Neurologists and neuro-interven-
tionalists have adopted clinical strategies developed
by cardiologists for managing heart disease.
Antihypertensive and lipid-lowering agents, glucose
management, antiplatelet therapy, surgical manage-
ment, reperfusion treatments, and endovascular inter-
ventions are all being used.

m SEQUELAE AND COMPLICATIONS OF STROKE

With a 5-year mortality of greater than 50%, stroke is
a deadly disease that ranks with serious cancers such
as hepatic carcinoma and invasive bladder cancer.

A 2003 analysis of the Perth Community Stroke
Study database showed that 60% of stroke patients
die within 5 years and 80% within 10 years.**** The
risk of death among 1-year survivors remains fairly
consistent at 10% per year, and the annual case fatal-
ity rate is 5% per year™ A 2003 analysis of a
Connecticut Medicare database likewise found that
60% of patients who suffer ischemic stroke die within
5 years.” Survival after transient ischemic attack
(TIA) is also poor, with 49.6% mortality at 5 years.'
Furthermore, patients who have survived one stroke
are at nine times greater risk for subsequent stroke,*’
with incident stroke as the leading cause of death in
the first 6 months following the index stroke.'®*

The coexistence of stroke and MI has profound
prognostic significance. Patients who have had a
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FIGURE 1. Schematic showing contributors to and progression
toward stroke and myocardial infarction.

stroke are at three times greater risk for M1 compared
with patients sharing a similar risk factor burden who
have not had a stroke.® Conversely, patients who
have had an MI are at three times greater risk for
stroke than patients who have not had an MI. Any
history of nonacute cardiac disease also dramatically
increases the risk for stroke. History of congestive
heart failure increases stroke risk fourfold, and this is
further doubled if the patient has atrial fibrillation.*

Coexisting heart disease is major driver of mortality
Death in stroke patients is due largely to the coexist-
ing relationship with heart disease. A 1993 analysis
from the Oxfordshire Community Stroke Project
found that 35% of patients with stroke die from car-
diovascular causes during the first 6 years after the ini-
tial event.” This is twice the number of deaths due to
stroke (17%).* The Northern Manhattan Stroke
Study confirmed these results in 2001, finding 29% of
deaths to be attributable to cardiac events compared
with 8% to incident stroke.”® In 2003, the Perth
Community Stroke Study yielded similar results, find-
ing incident stroke to be the leading cause of death in
the first 6 months after the index stroke, with death
chiefly attributable to cardiac events thereafter.”
During years 1 to 10 after the index stroke, cardiac
events accounted for 41% of deaths and recurrent
stroke for only 5% of deaths.”
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Stroke pathogenesis at a glance

Stroke starts with endothelial damage to intracranial
cerebrovasculature or extracranial conductive vessels to
the brain (eg, the aortic arch, the carotid or vertebral
arteries). In general, damage is induced by underlying
conditions such as hypertension or diabetes. The ensuing
lesion initiates an inflammatory response that is medi-
ated by macrophages. In a hyperlipidemic state, macro-
phages filled with lipid are known as “foam cells.” These
foam cells respond to the injured endothelium and give
rise to a connective tissue—protein matrix that becomes,
in turn, the atheromatous plaque. Over time, the
endothelium is reinjured and the cycle repeats.

As the plaque increases in size, the blood vessel lumen
narrows, which eventually can compromise blood flow. If
this process is not mitigated, lumen occlusion develops,
resulting in ischemia “downstream” of the occlusion, par-
ticularly if the occlusion develops rapidly. This may be the
case during plaque rupture. If a plaque fractures, platelets
are recruited to stop the bleeding. Activated platelets
form a fibrin clot that will stop the plaque bleeding. If
there is significant vessel stenosis, the aggregation of
platelets may be large enough to acutely occlude the
blood vessel. The structures supplied by this vessel
become ischemic. The clinical result is a stroke.** Gradual
vessel occlusion may allow sufficient time for collateral
blood flow to develop, in which case the consequences
of vessel occlusion may be clinically insignificant.

The atheromatous plaques most prone to fracture and
bleeding are unstable plagues. These are believed to pose
a particularly high risk. Efforts are under way to elucidate
the mechanisms leading to instability, as well as methods
to identify those plagues that are most prone to fracture.®”’

The coexistence of cardiac disease also has func-
tional significance for stroke survivors, as it further
complicates rehabilitative management following
stroke. Cardiac disease and stroke independently
result in disability and together may broaden the
functional limitations of either alone.

m RISK FACTOR MODIFICATION

Over the past 2 decades, remarkable advances have
been made in both preventing and treating stroke.
Beginning in the 1960s, a number of epidemiologic stud-
ies have identified risk factors for stroke, some of which
are now targets of medical intervention (Table 1).
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These include hypertension, nonrheumatic atrial fib-
rillation, hypercholesterolemia, diabetes, and cigarette
smoking. Advanced age is the leading nonmodifiable
risk factor. The risk factors associated with stroke are
similar to those associated with coronary artery dis-
ease. Reducing risk factors for myocardial ischemia
also reduces the risk of stroke.

Hypertension

Of the known risk factors for stroke, hypertension is
the most significant, as it is associated with a seven-
fold increase in stroke risk.?

Reducing blood pressure reduces the risk for first
stroke by approximately 30% to 45%, and perhaps by as
much as 55% to 60% if normotension is achieved.”*
The 1,627-patient Swedish Trial in Old Patients With
Hypertension found that antihypertensive treatment
with either beta-blockers or thiazide diuretics reduced
systolic blood pressure (SBP) by 20 mm Hg, reduced
diastolic blood pressure (DBP) by 5 mm Hg, and
reduced stroke incidence by 45%.% In a meta-analysis of
14 antihypertensive trials encompassing 37,000
patients with a mean treatment duration of 5 years,
Collins and colleagues® found that a DBP reduction of
5 mm Hg corresponded with a 42% reduction in risk for
stroke. Risk for cardiovascular disease and vascular
death were also reduced.? Similar findings were report-
ed from the Systolic Hypertension in the Elderly
Program (SHEP), a double-blind, randomized, placebo-
controlled trial of chlorthalidone and atenolol in 4,736
patients age 60 or older (mean, 72 years).”” After 5
years, a reduction in SBP of 10 mm Hg (to 143 mm Hg)
was associated with a 36% improvement in stroke risk.”’

More recently, the Antihypertensive and Lipid-
Lowering Treatment to Prevent Heart Attack Trial
(ALLHAT) compared the thiazide diuretic chlorthal-
idone, the calcium channel blocker amlodipine, and
the ACE inhibitor lisinopril in 33,357 patients with
hypertension and multiple risk factors for coronary
heart disease.®® Whereas chlorthalidone and amlodi-
pine comparably reduced the risk for Ml, stroke, and
death, lisinopril was less effective. However, the doses
were not adjusted among the three drugs to produce
the same blood pressure reduction, which may in part
explain some of the differences observed.®® The
Losartan Intervention for Endpoint reduction in
hypertension study (LIFE) compared the angiotensin
receptor blocker losartan with the beta-blocker
atenolol in 9,193 patients.”® In addition to the study
drugs, many patients were also taking other agents,
such as the diuretic hydrochlorothiazide. Overall, the
two agents provided similar blood pressure control, but
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TABLE 1

Stroke risk factors and corresponding therapeutic interventions

Risk factor Treatment

Hypertension Antihypertensive therapy to a goal SBP

<140 mm Hg and a goal DBP < 90 mm Hg

Hyperlipidemia

Atrial fibrillation High risk: warfarin

Moderate risk: warfarin or aspirin (325 mg/day)

Low risk: aspirin (325 mg/day)

Diabetes Metformin, glucose control

Cholesterol reduction to a goal LDL < 70-100 mg/dL

Relative risk reduction for stroke References

Primary prevention, 30%-45% 24,33
Second prevention, 43%

Primary prevention, 19%-26% 61, 62

Primary prevention, 80% 52, 53
Secondary prevention, 33% (warfarin)
Secondary prevention, 25% (aspirin)

Primary prevention, 40% 42

SBP = systolic blood pressure; DBP = diastolic blood pressure; LDL = low-density lipoprotein

losartan reduced stroke risk by 25% relative to aten-
olol, a statistically significant reduction. Losartan was
also associated with better M1 and survival outcomes.
Interestingly, black patients responded better to
atenolol.” Other data suggest that blacks may also
benefit from ACE inhibitors (eg, ramipril).”

There is speculation that antihypertensive medica-
tions may impart other beneficial effects, such as vas-
cular protection, arterial remodeling (ACE inhib-
itors, angiotensin receptor blockers, calcium channel
blockers), or neuroprotection (calcium channel
blockers, thiazide diuretics).*** This has not been
clearly proven. From a practical standpoint, however,
it is more likely that specific antihypertensive agents
are selected for use on the basis of coexisting condi-
tions such as renal disease, diabetes, or congestive
heart failure.

Antihypertensive therapy for secondary stroke pre-
vention. Treatment of hypertension is also beneficial
in patients who have already suffered a stroke. The
Post-Stroke Antihypertension Treatment Study
(PATS), a placebo-controlled trial of the diuretic
indapamide in 5,665 stroke patients in China, found
that indapamide use resulted in a 29% reduction in
stroke rate at the end of 3 years.*” In the Perindopril
Protection Against Recurrence of Stroke Study
(PROGRESS), 6,105 patients in Europe and Asia
received the ACE inhibitor perindopril alone,
perindopril combined with indapamide, or placebo.*
After 4 years of treatment, the combination of
perindopril-indapamide reduced blood pressure by
12/5 mm Hg and stroke risk by 43%. Perindopril
alone was not effective in reducing stroke.
Interestingly, benefits were achieved in both hyper-
tensive and normotensive patients.*® These studies
demonstrate that blood pressure management after
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stroke, like that before stroke, is effective in reducing
risk for subsequent stroke.

Caution needed when lowering blood pressure in
the elderly. Although evidence clearly supports treat-
ment of hypertension regardless of patient age,*
blood pressure should be reduced cautiously in older
adults.® Using data from the Rotterdam Study, Voko
and colleagues® described a J-shaped relationship
between blood pressure and stroke. Risk for stroke
increased directly with increases in blood pressure in
untreated patients, but risk also increased when SBP
was less than 130 mm Hg and DBP was less than 65
mm Hg.* Similar observations were reported from the
Cardiovascular Health Study.*

A shift in the cerebral autoregulatory curve, which
describes the relation between cerebral perfusion pres-
sure and cerebral blood flow, is thought to be the basis
of this phenomenon. Cerebral perfusion pressures that
are adequate in normotensive patients are inadequate
in those with chronic hypertension. As a result, rapid
reduction in blood pressure, even to a range normally
tolerated by normotensive patients, may compromise
cerebral blood flow and perfusion in a hypertensive
patient, and ischemic injury may ensue. Thus, reduc-
tion of blood pressure to the normotensive range
reduces stroke risk but must be gradual to allow nor-
malization of cerebral autoregulation.*

Diabetes mellitus

Diabetes is a risk factor for both stroke and M, increas-
ing the risk of stroke threefold beyond that which can
be accounted for by smoking, hypertension, and dys-
lipidemia.®®* The UK Prospective Diabetes Study
(UKPDS) is a unique study comprising 5,102 patients
with newly diagnosed type 2 diabetes mellitus who have
been followed longitudinally for up to 17 years for vari-

VOLUME 72 = SUPPLEMENT 3 OCTOBER 2005 S17

Downloaded from www.ccjm.org on September 4, 2025. For personal use only. All other uses require permission.


http://www.ccjm.org/

STROKE PREVENTION

ous macrovascular and microvascular outcomes, includ-
ing stroke.* Among 3,776 patients in the UKPDS
without known cardiovascular disease, 99 (2.6%) had a
stroke over the initial 8 years of observation; significant
risk factors for stroke were age greater than 60 years,
male sex, and hypertension.”” In the subset of 3,728
patients with electrocardiographic data at entry, atrial
fibrillation increased the risk of stroke eightfold.*

Two parallel substudies of the UKPDS have exam-
ined the effect of intensive blood glucose control on
cardiovascular complications. UKPDS 33, conducted in
a subcohort of patients with ideal body weight, found
that intensive blood glucose control with a sulphonyl-
urea or insulin to a target fasting glucose level of less
than 6 mmol/L (n = 2,729) reduced the rate of micro-
vascular complications, but not of strokes, compared
with conventional treatment (diet) to a target fasting
glucose level of less than 15 mmol/L (n = 1,138)."
UKPDS 34, conducted in a subcohort of 1,704 over-
weight patients, randomized patients to metformin (n =
342), diet therapy alone (n = 411), or intensive glucose
control achieved by chlorpropamide, glibenclamide, or
insulin (n = 951) after an initial 3 months of diet ther-
apy.” In these overweight diet-treated patients, met-
formin significantly reduced the risk of diabetes-associ-
ated cardiovascular events, including stroke, compared
with diet alone and compared with chlorpropamide,
glibenclamide, or insulin.”” However, because compa-
rable benefits were not observed in nonoverweight
metformin-treated patients,” it remains uncertain
whether the benefits with metformin were attributable
to tight glucose control, blood pressure reduction, or
modification of some other risk factor.***

Another UKPDS substudy assessed the effectiveness
of tight blood pressure control along with glucose con-
trol in a sample of 1,148 hypertensive patients with
diabetes.” It found a highly significant 44% reduction
in stroke risk in patients under tight blood pressure
control (mean, 144/87 mm Hg) compared with those
under less-tight control (mean, 154/87 mm Hg).

Nonvalvular atrial fibrillation

Atrial fibrillation increases stroke risk fivefold.*
Treating atrial fibrillation with warfarin reduces
stroke risk. The Stroke Prevention in Atrial
Fibrillation (SPAF) trials showed that warfarin, dosed
to achieve an international normalized ratio (INR) of
2 to 3, reduced the risk of first stroke by close to 80%
and of subsequent stroke by 33%. " Aspirin (325
mg/day orally) is also effective and imparts a 25% rel-
ative risk reduction compared with placebo.*~*° Hylek
and colleagues®™® provided evidence that a target
INR of 2 to 3 is optimal. Compared with an INR of 2,
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risk for stroke is two times higher with an INR of 1.7,
three times higher with an INR of 1.5, and seven
times higher with an INR of 1.3. No additional ben-
efit is seen with INR levels above 3, even when
extrapolated to an INR of 7, although bleeding risk
increases dramatically with an INR above 4.5°%

Recently, Hart and colleagues from the SPAF
investigators group further compared warfarin and
aspirin in the context of a treatment algorithm for
atrial fibrillation that incorporated comorbidities such
as advanced age, heart disease, and hypertension.®*
For patients who have suffered a stroke or TIA, war-
farin should be used with a target INR of 2 to 3.
Patients age 75 or older who have multiple risk factors
but have not yet suffered a stroke also should receive
warfarin. Patients between ages 65 and 75 with a sin-
gle risk factor (considered to be at moderate risk) may
be treated with either aspirin (325 mg/day) or war-
farin. Patients over age 55 with no risk factors (other
than atrial fibrillation) are at low risk for stroke and
may be treated with aspirin only.>*

Unfortunately, warfarin and aspirin are underused in
spite of the clear evidence of their effectiveness in
reducing stroke in patients with atrial fibrillation. Only
one third of patients who should be treated are receiv-
ing warfarin. Although there is a reasonable concern
about the risk of bleeding, fewer than half of patients
not receiving anticoagulant therapy are receiving
antiplatelet medication. This is especially true among
the elderly, who have the highest risk for stroke.***

Hyperlipidemia
Cholesterol-lowering therapy with statins (HMG-
CoA reductase inhibitors) reduces risk for stroke.
This was first demonstrated as a secondary outcome in
the Cholesterol and Recurrent Events (CARE) trial,
which found pravastatin to reduce stroke incidence
by 31% relative to placebo over 5 years of follow-up
among 4,159 patients with a previous MI.*® This pro-
tective effect against stroke has been confirmed by
subsequent meta-analyses of statin trials that includ-
ed stroke as an outcome.®*** One such analysis, which
included 28 statin trials encompassing more than
106,000 patients with coronary artery disease, includ-
ing some with prior stroke or TIA, demonstrated a
19% reduction in stroke risk with statin therapy.*
Another analysis, which comprised 38 studies with
more than 81,000 patients, showed a 26% reduction
in stroke risk with statin therapy.®

The recent PROVE IT-TIMI 22 study examined
the effect of intensive vs moderate lowering of low-
density lipoprotein (LDL) cholesterol in 4,162
patients with recent acute coronary syndromes.®® It
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found that, after 2 years, intensive reduction of LDL
cholesterol (ie, to a mean of 62 mg/dL) was associat-
ed with a 16% reduction in the combined risk for Ml,
stroke, or vascular death compared with moderate
LDL reduction (ie, to a mean of 95 mg/dL). This
study suggests that more aggressive reduction of LDL
cholesterol—ie, to less than 70 mg/dL rather than the
usual target of less than 100 mg/dL—might provide
additional benefit in patients at high risk for cardio-
vascular events, including stroke.®

Aging

Finally, advanced age has been a common element in
all studies of stroke prevention. Age was an inde-
pendent predictor of death in the Connecticut
Medicare database analysis discussed above® and was
the most robust predictor of death (even more robust
than cardiac failure) in the Perth Community Stroke
Study.* In the latter study, age was also a predictor of
recurrent stroke and hemorrhagic stroke.* Age
greater than 65 is a predictor of ischemic stroke and
age older than 75 of hemorrhagic stroke.*

Although age itself is not a modifiable risk factor,
studies are investigating the contributions of age-asso-
ciated vascular stiffening and thickening of the inti-
mal media to stroke and other cardiovascular events.

m BEYOND RISK FACTORS: ANTIPLATELET THERAPY

In addition to reducing risk factors, clinicians may also
consider antiplatelet therapy to reduce the chance of
ischemic events in at-risk patients (Table 2).
Aspirin
Acetylsalicylic acid (aspirin) is the most widely used
antiplatelet drug. It is an irreversible cyclo-oxygenase
inhibitor that prevents thromboxane A, production,
thereby inhibiting platelet aggregation. Precedence
for aspirin therapy was first established in primary and
secondary Ml prevention studies, which showed near-
ly reductions of nearly 50% in ischemic cardiac
events.*® The American Heart Association recom-
mends an aspirin dosage of at least 75 mg/day orally
for these purposes.®®

Aspirin has also been proved effective for secondary
prevention of stroke in high-risk patients. The most
recent work of the Antiplatelet Trialists Collaboration
is a collaborative meta-analysis of 287 studies involving
212,000 patients, of whom 187,000 were enrolled in
placebo-controlled trials.” This analysis showed that
aspirin use reduced the risk of subsequent stroke by
25% and effectively reduced the risk of other serious
vascular events, such as Ml (by 34%) and vascular
death.”® Although there is no definitive evidence on
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the most effective dosage of aspirin for secondary stroke
prevention, 75 to 150 mg/day is recommended by the
Antiplatelet Trialists Collaboration and 75 mg/day or
more by the American Heart Association.*®®

Thienopyridines
A new class of oral platelet inhibitors, the thienopy-
ridines, was introduced in 1989.

Ticlopidine is the prototype of this class of agents,
which prevent platelet aggregation by blocking the
adenosine diphosphate site. Two large clinical trials
showed the efficacy of ticlopidine for stroke preven-
tion.** In one, ticlopidine reduced recurrent stroke risk
by 33% relative to placebo.® In the other, ticlopidine
reduced the risk of nonfatal stroke at 3 years by 12% rel-
ative to aspirin and reduced the risk of all strokes (fatal
and nonfatal) by 22% vs aspirin.® However, because of
a 2.4% incidence of neutropenia associated with ticlo-
pidine use,” the US Food and Drug Administration
requires monitoring of complete blood counts every
other week for the first 3 months of therapy.

In a cohort of 1,809 black patients, ticlopidine
(500 mg/day) was compared with aspirin (650
mg/day) for reducing recurrent stroke, MlI, or vascular
death.” There were trends favoring aspirin with
respect to both efficacy and adverse effects (neutrope-
nia and thrombotic thrombocytopenic purpura), but
neither reached statistical significance. Thus, for
blacks, the results suggest that high-dose aspirin
imparts the same benefit as ticlopidine.

Other important side effects of ticlopidine are diar-
rhea, rash, and gastrointestinal distress. The inci-
dence of thrombotic thrombocytopenic purpura with
ticlopidine use is 1 case per 5,000 patients.”

Clopidogrel, another thienopyridine, was intro-
duced in 1996. Clopidogrel was compared directly
with aspirin in a randomized, double-blind trial in
19,185 patients with known symptomatic atheroscle-
rotic disease, defined as a history of MI, stroke, or
symptomatic peripheral vascular disease.”? After 2
years of therapy with either aspirin (325 mg/day) or
clopidogrel (75 mg/day), the rate of cardiovascular
events (MI, stroke, or vascular death) was 8.7% lower
in the clopidogrel group than in the aspirin group. For
stroke alone, clopidogrel was associated with a 7.2%
relative risk reduction compared with aspirin, but this
difference was not statistically significant.

Dipyridamole

Dipyridamole, a phosphodiesterase inhibitor and
nitric oxide carrier, represents another class of
antiplatelet agent. This oral therapy has been studied
as monotherapy in a large number of clinical trials,
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TABLE 2

Interventions for stroke prevention: profiles of antiplatelet therapies and carotid endarterectomy

Intervention Treatment/dosage Relative risk reduction References
Aspirin 75-325 mg/day Secondary stroke prevention, 25% 66, 67, 69
Primary MI prevention, 50%
Secondary Ml prevention, 34%
Ticlopidine 250 mg twice daily Secondary stroke prevention, 33%* 9
Clopidogrel 75 mg/day Secondary stroke prevention, 25%-30% 12, 86
Secondary Ml prevention, 19%
Dipyridamole-ER 200 mg/day Secondary stroke prevention, 16% 11
Ml prevention, 0%
Aspirin/dipyridamole-ER 30 mg/200 mg twice daily Secondary stroke prevention, 36% 11
Aspirin/clopidogrel 75 mg/75 mg daily Secondary stroke prevention, 25%-30%7F 75, 84,
Secondary Ml prevention, 55%-70% 85, 113
CEA (symptomatic) Lesion >70%: CEA + aspirin (325 mg/day) Secondary stroke prevention, 70% 99
CEA (asymptomatic) Lesion >60%: CEA + aspirin (325 mg/day) Secondary stroke prevention, 53%8 102,103

* Not yet fully tested for secondary Ml prevention.

T Ml data are in stroke patients only; other M| data are in cardiac patients, but only for immediate-release preparation.

¥ In patients already taking aspirin when index event occurred.
§ Only if surgical risk is < 3%.

MI = myocardial infarction; ER = extended-release; CEA = carotid endarterectomy

most recently in the second European Stroke
Prevention Study (ESPS-2).'' Although treatment
with dipyridamole reduces the stroke rate by approxi-
mately 16% when compared with placebo," the pro-
tective effect is less than that with aspirin. Thus,
dipyridamole is not recommended for use as a sole
agent for preventing stroke.

Combination antiplatelet therapy
Combining drugs that exert the same effect by different
mechanisms can result in “effect summation,” ie,
greater benefit with fewer side effects. This is the phar-
macologic basis for the combinations of aspirin, dipyri-
damole, and clopidogrel that have been studied to date.

Aspirin plus dipyridamole. The ESPS-2 evaluated
the combination of aspirin and extended-release
dipyridamole (dipyridamole-ER) for secondary pre-
vention of stroke." It randomized 6,602 patients with
recent stroke to either placebo, aspirin alone (25 mg
twice daily), dipyridamole-ER alone (200 mg twice
daily), or aspirin combined with dipyridamole-ER.
Aspirin alone was 18% more effective at preventing a
second stroke than placebo, dipyridamole-ER was
16% more effective, and aspirin plus dipyridamole-ER
was 36% more effective.

Aspirin plus a thienopyridine. Combining aspirin
with a thienopyridine should yield additive effects.”
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Used alone, ticlopidine has achieved a 33% reduction
in stroke risk relative to placebo. Because placebo-
controlled trials are unethical when a known effec-
tive therapy exists, no corresponding placebo-con-
trolled data on stroke risk reduction are available for
clopidogrel, but we can infer that clopidogrel lowers
stroke risk by approximately 30% relative to placebo
based on data from the aspirin-controlled Clopidogrel
vs Aspirin in Patients at Risk of Ischemic Events
study.”™ Thus, combining either ticlopidine or clopi-
dogrel with aspirin should provide additive benefit.
However, ticlopidine’s unfavorable toxicity profile
limits its usefulness.

The Management of Atherothrombosis with
Clopidogrel in High-risk Patients (MATCH) trial
evaluated the addition of aspirin to clopidogrel for
reduction of secondary stroke risk in 7,599 patients
who had suffered a stroke or TIA in the prior 3
months.” All patients were at high risk for further
events, defined as having one or more risk factors
such as diabetes or hypertension. Interestingly, 80%
of patients were already taking aspirin at enrollment.
All patients were treated with clopidogrel 75 mg/day,
to which either aspirin 75 mg/day (n = 3,797) or
placebo (n = 3,802) was added. After 18 months, the
addition of aspirin to clopidogrel did not achieve
greater reduction of stroke risk but did double the rate
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of hemorrhagic complications (mostly in the gas-
trointestinal tract), to 2.6% from 1.3% with clopido-
grel alone. The investigators attributed this disap-
pointing finding to the high prevalence of diabetes
(75%) or small-vessel disease.

Aspirin dosing in combination regimens. An
alternative explanation for the disappointing result in
the MATCH trial is aspirin resistance, which in prior
studies was estimated to affect up to 40% of aspirin
users.”®"® For patients who suffer a stroke while taking
aspirin, clinicians must question whether continued
aspirin therapy will provide any protective benefit
against stroke.™

The optimal aspirin dose for stroke prevention is
highly controversial, and it is further complicated
when combination therapy is considered. If a patient
is taking 325 mg/day of aspirin and experiences a
cerebrovascular event, is it prudent to reduce the dose
when adding a second agent? This is a dilemma clini-
cians face regularly. In light of concerns over addi-
tional adverse effects, such as hemorrhage, decreasing
the aspirin dose seems reasonable. However, higher
doses could be more effective in some subsets of
patients.””® The technology of quantifying platelet
aggregation is evolving® and may be useful as a phar-
macodynamic response that could serve as a conven-
ient surrogate for future cerebrovascular events.

It may simply be that continuation of aspirin in
patients who suffer stroke despite adequate aspirin
therapy would be rational only if there were another
compelling reason, such as reducing Ml risk.”®""#

Combination therapy for MI prevention. Because
Ml is the leading cause of death in stroke survivors,
optimizing MI prevention is important. Two clinical
trials conducted in high-risk patients, the Clopidogrel
for Reduction of Events (CURE) and Percutaneous
Coronary Intervention from CURE (PCI-CURE) stud-
ies, showed an added benefit from combining aspirin
with clopidogrel in reducing Ml and death.*** The
incremental 21% benefit over aspirin alone compared
favorably with the 19% benefit in the CAPRIE trial %
In the CURE and PCI-CURE trials, combination ther-
apy with aspirin plus clopidogrel reduced the Ml rate by
approximately 55% to 70% relative to no therapy.®*®

Dipyridamole had not been previously shown to
reduce acute coronary syndromes.”*#-*" Thus, adding
dipyridamole to aspirin would not be expected to
impart additional protection against MI. The ESPS-2
trial showed a 13% reduction in Ml incidence among
patients with stroke, but only in its aspirin arm, with
no additional protection against MI observed when
aspirin was combined with dipyridamole.™
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Drug interactions relevant to antiplatelet therapy
The interaction between aspirin and nonsteroidal
anti-inflammatory drugs (NSAIDs),* such as ibupro-
fen, is clinically important in the context of stroke
prevention, since many elderly patients suffer from
arthritis and other painful conditions. For such
patients, NSAIDs are critical in maintaining quality of
life. The problem is that NSAIDs may interfere with
aspirin’s ability to protect against MI and stroke. Both
classes of drugs act to inhibit cyclo-oxygenase; aspirin
binds irreversibly, whereas ibuprofen attaches
reversibly but at different sites that are in close prox-
imity. If taken with aspirin, ibuprofen interferes with
aspirin binding. Because aspirin is rapidly metabolized
in blood, it will be degraded before it can attach and
produce its beneficial effects. Since NSAIDs have not
been shown to protect against M1 (although naproxen
may), patients may be left without protection against
MI and stroke.®*** Some studies have suggested, how-
ever, that this effect may not be clinically relevant.*%
A practical solution is to instruct patients to take
aspirin 30 minutes or so before taking an NSAID.

m NO ROLE FOR ANTICOAGULATION
IN ABSENCE OF ATRIAL FIBRILLATION

Despite the protective effects observed in patients
with nonvalvular atrial fibrillation, anticoagulation
with warfarin to ameliorate secondary stroke risk has
been disappointing. The Stroke Prevention in
Reversible Ischemia Trial (SPIRIT), conducted in
Europe, compared warfarin (INR 3 to 4.5) with
aspirin (30 mg/day) in 1,316 patients.” The results
favored aspirin, as the warfarin group suffered 37%
more strokes, almost 2.5 times more deaths, and 100
times more bleeding episodes.”” More recently, the
Warfarin for Reduction of Recurrent Stroke
(WARRS) trial compared aspirin (325 mg/day) with
warfarin dosed to a lower INR goal (1.5 to 3) among
2,206 patients.”® Warfarin provided no improvement
over aspirin in stroke rate but imparted a 50% relative
increase in minor bleeding.%

m SURGICAL INTERVENTIONS
FOR STROKE PREVENTION

Surgical intervention with carotid endarterectomy
(CEA) is also an option for stroke prevention (Table 2).

Carotid endarterectomy in symptomatic patients
CEA is effective in patients with extracranial internal
carotid artery stenosis of 70% or greater and ischemic
symptoms referable to that stenosis.
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The North American Symptomatic Carotid End-
arterectomy Trial (NASCET), conducted in 659
patients who presented within 4 months of sympto-
matic carotid stenosis, demonstrated a 55% reduction
in stroke risk following CEA plus aspirin therapy (325
mg/day) as opposed to aspirin therapy alone.* The
surgical risk in this study was approximately 6.5%,
which is comparable to the perioperative risk of CEA
in similar trials.®*®

Tu and colleagues™ reported an increase in CEA
procedures following publication of the NASCET
results. Many centers reported a 30-day death rate
greater than 2%, which is much higher than the
0.6% rate in NASCET and the 0.1% rate in the
Asymptomatic Carotid Atherosclerosis  Study
(ACAS)."2 The perioperative complication rate of
the surgeon performing the procedure must be com-
parable to or better than that of the study surgeons if
an overall benefit is to be realized.

Carotid endarterectomy in asymptomatic patients
The role of CEA in asymptomatic patients is less certain.

The ACAS investigators randomized 1,662 asymp-
tomatic patients to CEA plus aspirin (325 mg/day) or
aspirin alone.'® Subjects qualified if they had carotid
stenosis of 60% or greater but had not yet suffered a
cerebrovascular ischemic event. CEA imparted an
overall 53% reduction in stroke risk relative to aspirin
alone. Enrolled patients were highly selected, which
might in part account for the good results.'®
Additionally, the surgeons in this study had overall
perioperative morbidity and mortality rates of less
than 3%. This is substantially less than the 6.5% rate
for surgeons performing CEA in other trials'—an
absolute difference of about 3.5 percentage points.
When added to the absolute stroke rate of 5.8% in
the group treated with CEA plus aspirin, the result is
9.3%. This is close to the absolute stroke rate of 11%
in the group receiving aspirin alone. Thus, unless the
surgeon has a perioperative complication rate of less
than 3%, the benefit of undergoing this procedure
will be negated by the surgical risk.

Notably, men were the primary beneficiaries of
CEA in ACAS: within the CEA-treated group, men
obtained a relative risk reduction of 69%, whereas the
reduction was only 16% for women.**

In an analysis of patients with asymptomatic inter-
nal carotid artery stenosis from the NASCET data-
base, Inzitari and colleagues™ found that the 5-year
risk for stroke from asymptomatic carotid lesions with
stenosis of at least 60% was double that from lesions
with stenosis of less than 60%. The risk for large-
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artery stroke was highest with the greatest stenosis
(ie, 95% to 99% stenosis). Patients with asympto-
matic carotid lesions with stenosis of at least 60% had
a 5-year risk for stroke of 10%. These same patients
also were at risk for stroke from other etiologies,
including a 6% risk for lacunar stroke and a 2% risk
for cardioembolic infarctions. Thus, close to half of
the overall stroke risk in these patients could be
attributed to lesions not associated with the carotid
artery, for which CEA would not be ameliorative.'*

Some experts believe that a more comprehensive
evaluation should be done before surgery to deter-
mine the source of the greatest risk for stroke. If it is
from the carotid lesion, surgical intervention should
be considered if the patient is male and the surgeon
has a perioperative complication rate below 3%.
However, if there is other evidence of cardiac risk for
stroke (eg, patent foramen ovale, atrial fibrillation),
small-vessel disease, or intracranial carotid disease,
CEA will probably not provide substantial benefit.'®
It must be emphasized that we have no evidence that
such an evaluation strategy is effective.

Intra-arterial interventions

An evolving area of therapy is intra-arterial interven-
tion. Stents and angioplasty have been used success-
fully in managing occlusive coronary disease. These
technologies are now being applied to the manage-
ment of cerebrovascular disease and stroke. The
Stenting and Angioplasty With Protection in
Patients at High Risk for Endarterectomy (SAP-
PHIRE) trial was a randomized study that compared
stenting with surgical CEA in 334 patients with
carotid occlusive disease determined to be at high risk
for complications from CEA.'® The stenosis criteria
were 50% if the patient was symptomatic and 80% if
asymptomatic. The results showed no difference
between the two procedures in stroke, death, or Ml at
30 days or in stroke and death at 1 year. However, the
long-term effectiveness of these procedures is still
under investigation.**'%®

® BARRIERS TO EFFECTIVE STROKE PREVENTION

A frequently encountered barrier to effective stroke
prevention is the persistent belief that stroke is either
unpreventable or does not warrant aggressive man-
agement. Compared with the cost of cancer therapy,
the penny-a-day cost of aspirin is an extraordinary
bargain. In spite of this, there is evidence that fewer
than 50% of patients needing antiplatelet therapy
receive it."*** It is even less commonly used among
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the elderly, who are at the highest risk for stroke, Ml,
and vascular death.

The diagnosis and management of comorbid illness-
es presents an additional management challenge in
older patients. The overlap between two of the three
deadliest diseases (ie, stroke and MI) cannot be
ignored. Fortunately, these two diseases are etiological-
ly linked and treatments that effectively reduce risk for
one also reduce risk for the other. This is not the case
with other comorbid illnesses that may require treat-
ment with medications that either worsen stroke-risk
profiles (drug-disease interaction) or interfere with
drug efficacy or tolerability (drug-drug interaction).

m CONCLUSIONS

Stroke remains a life-threatening disease that results
in substantial disability in those who survive it. Risk
factor modification can protect against initial and
recurrent stroke, with additional roles for antiplatelet

m REFERENCES

1. Quilliam BJ, Lapane KL. Clinical correlates and drug treatment of
residents with stroke in long-term care. Stroke 2001; 32:1385-1393.

2. American Heart Association. Heart Disease and Stroke Statistics—
2003 Update. Available at: www.americanheart.org. Dallas, TX;
American Heart Association. Accessed August 1, 2004.

3. American Stroke Association. What are the types of stroke?
Available at: http://www.strokeassociation.org/presenter.jhtml?iden-
tifier=1014. Accessed July 20, 2005.

4. Libby P. The pathogenesis of atherosclerosis. In: Braunwald E, Fauci
AS, Kasper DL, et al, eds. Harrison’s Principles of Internal
Medicine. 15th ed. New York, NY: McGraw Hill; 2000:1377-1382.

5. Rauch U, Osende JI, Fuster V, Badimon JJ, Fayad Z, Chesebro
JH. Thrombus formation on atherosclerotic plaques: pathogenesis
and clinical consequences. Ann Intern Med 2001; 134:224-238.

6. Mallat Z, Corbaz A, Scoazec A, et al. Expression of interleukin-18
in human atherosclerotic plaques and relation to plaque instability.
Circulation 2001; 104:1598-1603.

7. Lammie GA, Sandercock PA, Dennis MS. Recently occluded
intracranial and extracranial carotid arteries. Relevance of the
unstable atherosclerotic plaque. Stroke 1999; 30:1319-1325.

8. Ness J, Aronow WS. Prevalence of coexistence of coronary artery
disease, ischemic stroke, and peripheral arterial disease in older per-
sons, mean age 80 years, in an academic hospital-based geriatrics
practice. J Am Geriatr Soc 1999; 47:1255-1256.

9. Gent M, Blakely JA, Easton JD, et al. The Canadian American
Ticlopidine Study (CATS) in thromboembolic stroke. Lancet 1989;
1:1215-1220.

10. Hass WK, Easton JD, Adams HP Jr, et al. A randomized trial com-
paring ticlopidine hydrochloride with aspirin for the prevention of
stroke in high-risk patients. Ticlopidine Aspirin Stroke Study
Group. N Engl J Med 1989; 321:501-507.

11. Diener HC, Cunha L, Forbes C, Sivenius J, Smets P, Lowenthal
A. European Stroke Prevention Study. 2. Dipyridamole and acetyl-
salicylic acid in the secondary prevention of stroke. J Neurol Sci
1996; 143:1-13.

12. CAPRIE Steering Committee. A randomised, blinded, trial of
clopidogrel versus aspirin in patients at risk of ischaemic events
(CAPRIE). Lancet 1996; 348:1329-1339.

13. Ness J, Aronow WS. Prevalence of coronary artery disease,
ischemic stroke, peripheral arterial disease, and coronary revascular-

CLEVELAND CLINIC JOURNAL OF MEDICINE

therapy and surgical interventions such as CEA.
When applied appropriately, these strategies can
greatly reduce stroke risk. Their implementation
requires coordination between neurologists and pri-
mary care physicians, especially for older adult
patients, who are at greatest risk for stroke and are
likely to also have comorbidities that require man-
agement. Although current therapy simultaneously
improves cerebrovascular and cardiovascular out-
comes, it is important to remember the differences
between the cerebrovascular and cardiovascular sys-
tems. Future research is likely to identify important
differences between stroke and MI that will guide
future brain-specific treatments.

Disclaimer

The views and opinions expressed in this article are those of the authors
alone. They are not and should not be interpreted as positions of or views
endorsed by the Uniformed Services University, National Institutes of Health,
United States Army, Department of Defense, or United States government.

ization in older African-Americans, Asians, Hispanics, whites, men,
and women. Am J Cardiol 1999; 84:932-933, A7.

14. Hankey GJ. Long-term outcome after ischaemic stroke/transient
ischaemic attack. Cerebrovasc Dis 2003; 16(suppl 1):14-19.

15. Hardie K, Hankey GJ, Jamrozik K, Broadhurst RJ, Anderson C.
Ten-year survival after first-ever stroke in the Perth Community
Stroke Study. Stroke 2003; 34:1842-1846.

16. Bravata DM, Ho SY, Brass LM, Concato J, Scinto J, Meehan TP.
Long-term mortality in cerebrovascular disease. Stroke 2003;
34:699-704.

17. Wilterdink JL, Easton JD. Vascular event rates in patients with ath-
erosclerotic cerebrovascular disease. Arch Neurol 1992; 49:857-863.

18. Wolf PA, Abbott RD, Kannel WB. Atrial fibrillation as an inde-
pendent risk factor for stroke: the Framingham Study. Stroke 1991;
22:983-988.

19. Hartmann A, Rundek T, Mast H, et al. Mortality and causes of
death after first ischemic stroke: the Northern Manhattan Stroke
Study. Neurology 2001; 57:2000-2005.

20. Howard G, Evans GW, Crouse JR 111, et al. A prospective reeval-
uation of transient ischemic attacks as a risk factor for death and
fatal or nonfatal cardiovascular events. Stroke 1994; 25:342-345.

21. Dennis MS, Burn JP, Sandercock PA, Bamford JM, Wade DT,
Warlow CP. Long-term survival after first-ever stroke: the
Oxfordshire Community Stroke Project. Stroke 1993; 24:796-800.

22. Abbott RD, Curb JD, Rodriguez BL, et al. Age-related changes in
risk factor effects on the incidence of thromboembolic and hemor-
rhagic stroke. J Clin Epidemiol 2003; 56:479-486.

23. Dahlof B, Devereux RB, Kjeldsen SE, et al. Cardiovascular mor-
bidity and mortality in the Losartan Intervention For Endpoint
reduction in hypertension study (LIFE): a randomised trial against
atenolol. Lancet 2002; 359:995-1003.

24. Ruilope LM, Schiffrin EL. Blood pressure control and benefits of
antihypertensive therapy: does it make a difference which agents we
use? Hypertension 2001; 38(3 Pt 2):537-542.

25. Dahlof B, Lindholm LH, Hansson L, Schersten B, Ekbom T,
Wester PO. Morbidity and mortality in the Swedish Trial in Old
Patients with Hypertension (STOP-Hypertension). Lancet 1991;
338:1281-1285.

26. Collins R, Peto R, MacMahon S, et al. Blood pressure, stroke, and
coronary heart disease. Part 2, Short-term reductions in blood pres-
sure: overview of randomised drug trials in their epidemiological
context. Lancet 1990; 335:827-838.

VOLUME 72 = SUPPLEMENT 3 OCTOBER 2005 S23

Downloaded from www.ccjm.org on September 4, 2025. For personal use only. All other uses require permission.


http://www.ccjm.org/

STROKE PREVENTION

217.

28.

29.

30.

3L

32.

33.

34.
35.

36.

37.

38.
39.

40.

41.

42.

43.

44,

45.

46.

47.

48.

49.

S24

SHEP Cooperative Research Group. Prevention of stroke by anti-
hypertensive drug treatment in older persons with isolated systolic
hypertension. Final results of the Systolic Hypertension in the
Elderly Program (SHEP). JAMA 1991; 265:3255-3264.

ALLHAT Officers and Coordinators for the ALLHAT Col-
laborative Research Group. Major outcomes in high-risk hypertensive
patients randomized to angiotensin-converting enzyme inhibitor or
calcium channel blocker vs diuretic: the Antihypertensive and Lipid-
Lowering Treatment to Prevent Heart Attack Trial (ALLHAT).
JAMA 2002; 288:2981-2997.

Ferdinand KC. Recommendations for the management of special
populations: racial and ethnic populations. Am J Hypertens 2003;
16(suppl 11):50-54.

Brisman MH, Bederson JB. Surgical management of subarachnoid
hemorrhage. New Horiz 1997; 5:376-386.

Messerli FH, Grossman E, Lever AF. Do thiazide diuretics confer
specific protection against strokes? Arch Intern Med 2003;
163:2557-2560.

PATS Collaborating Group. Post-stroke antihypertensive treatment
study. A preliminary result. Chin Med J (Engl) 1995; 108:710-717.
PROGRESS Collaborative Group. Randomised trial of a perindo-
pril-based blood-pressure-lowering regimen among 6,105 individuals
with previous stroke or transient ischaemic attack. Lancet 2001;
358:1033-1041.

Asmar R. Benefits of blood pressure reduction in elderly patients. J
Hypertens 2003; 21(suppl 6):S25-S30.

Tjoa HI, Kaplan NM. Treatment of hypertension in the elderly.
JAMA 1990; 264:1015-1018.

Voko Z, Bots ML, Hofman A, Koudstaal PJ, Witteman JC,
Breteler MM. J-shaped relation between blood pressure and stroke
in treated hypertensives. Hypertension 1999; 34:1181-1185.
Manolio TA, Kronmal RA, Burke GL, O’Leary DH, Price TR.
Short-term predictors of incident stroke in older adults. The
Cardiovascular Health Study. Stroke 1996; 27:1479-1486.

Kannell WB, McGee DL. Diabetes and cardiovascular disease: the
Framingham Study. JAMA 1979; 241:2035-2038.

UK Prospective Diabetes Study (UKPDS). VIII. Study design,
progress and performance. Diabetologia 1991; 34:877-890.

Davis TM, Millns H, Stratton IM, et al. Risk factors for stroke in
type 2 diabetes mellitus: United Kingdom Prospective Diabetes
Study (UKPDS) 29. Arch Intern Med 1999; 159:1097-1103.
Intensive blood glucose control with sulphonylureas or insulin com-
pared with conventional treatment and risk of complications in
patients with type 2 diabetes (UKPDS 33). UK Prospective Diabetes
Study (UKPDS) Group. Lancet 1998; 352:837-853.

Effect of intensive blood-glucose control with metformin on com-
plications in overweight patients with type 2 diabetes (UKPDS 34).
UK Prospective Diabetes Study (UKPDS) Group. Lancet 1998;
352:854-865.

Mankovsky BN, Ziegler D. Stroke in patients with diabetes melli-
tus. Diabetes Metab Res Rev 2004; 20:268-287.

Laakso M, Kuusisto J. Epidemiological evidence for the association
of hyperglycaemia and atherosclerotic vascular disease in non-
insulin-dependent diabetes mellitus. Ann Med 1996; 28:415-418.
UK Prospective Diabetes Study Group. Tight blood pressure con-
trol and risk of macrovascular and microvascular complications in
type 2 diabetes: UKPDS 38. BMJ 1998; 317:703-713.

Helgason CM, Wolf PA. American Heart Association Prevention
Conference IV: prevention and rehabilitation of stroke: executive
summary. Circulation 1997; 96:701-707.

Stroke Prevention in Atrial Fibrillation Investigators. Warfarin
versus aspirin for prevention of thromboembolism in atrial fibrilla-
tion: Stroke Prevention in Atrial Fibrillation Il Study. Lancet 1994;
343:687-691.

Stroke Prevention in Atrial Fibrillation Investigators. Stroke
Prevention in Atrial Fibrillation Study. Final results. Circulation
1991; 84:527-539.

The SPAF 111 Writing Committee for the Stroke Prevention in Atrial
Fibrillation Investigators. Patients with nonvalvular atrial fibrillation

CLEVELAND CLINIC JOURNAL OF MEDICINE

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

VOLUME 72 =« SUPPLEMENT 3

at low risk of stroke during treatment with aspirin: Stroke Prevention
in Atrial Fibrillation 111 Study. JAMA 1998; 279:1273-1277.
Hylek EM, Skates SJ, Sheehan MA, Singer DE. An analysis of the
lowest effective intensity of prophylactic anticoagulation for patients
with nonrheumatic atrial fibrillation. N Engl J Med 1996; 335:540-546.
Hylek EM, Go AS, Chang Y, et al. Effect of intensity of oral anti-
coagulation on stroke severity and mortality in atrial fibrillation. N
Engl J Med 2003; 349:1019-1026.

Hart RG. Atrial fibrillation and stroke prevention. N Engl J Med
2003; 349:1015-1016.

Hart RG, Halperin JL, Pearce LA, et al. Lessons from the Stroke
Prevention in Atrial Fibrillation trials. Ann Intern Med 2003;
138:831-838.

Hart RG, Pearce LA, Koudstaal PJ. Transient ischemic attacks in
patients with atrial fibrillation: implications for secondary preven-
tion: the European Atrial Fibrillation Trial and Stroke Prevention in
Atrial Fibrillation 111 trial. Stroke 2004; 35:948-951.

Pearce LA, Hart RG, Halperin JL. Assessment of three schemes
for stratifying stroke risk in patients with nonvalvular atrial fibrilla-
tion. Am J Med 2000; 109:45-51.

Stafford RS, Singer DE. Recent national patterns of warfarin use in
atrial fibrillation. Circulation 1998; 97:1231-1233.

Sudlow M, Thomson R, Thwaites B, Rodgers H, Kenny RA.
Prevalence of atrial fibrillation and eligibility for anticoagulants in
the community. Lancet 1998; 352:1167-1171.

Bradley BC, Perdue KS, Tisdel KA, Gilligan DM. Frequency of
anticoagulation for atrial fibrillation and reasons for its non-use at a
Veterans Affairs medical center. Am J Cardiol 2000; 85:568-572.
Lip GY, Golding DJ, Nazir M, Beevers DG, Child DL, Fletcher RI.
A survey of atrial fibrillation in general practice: the West Birming-
ham Atrial Fibrillation Project. Br J Gen Pract 1997; 47:285-289.
Sacks FM, Pfeffer MA, Moye LA, et al. The effect of pravastatin
on coronary events after myocardial infarction in patients with aver-
age cholesterol levels. Cholesterol and Recurrent Events Trial inves-
tigators. N Engl J Med 1996; 335:1001-1009.

Bucher HC, Griffith LE, Guyatt GH. Effect of HMGcoA reduc-
tase inhibitors on stroke. A meta-analysis of randomized, controlled
trials. Ann Intern Med 1998; 128:89-95.

Corvol JC, Bouzamondo A, Sirol M, Hulot JS, Sanchez P, Lechat
P. Differential effects of lipid-lowering therapies on stroke preven-
tion: a meta-analysis of randomized trials. Arch Intern Med 2003;
163:669-676.

Cannon CP, Braunwald E, McCabe CH, et al, for the Pravastatin
or Atorvastatin Evaluation Infection Therapy—Thrombolysis in
Myocardial Infarction 22 Investigators. Intensive versus moderate
lipid lowering with statins after acute coronary syndromes. N Engl J
Med 2004; 350:1495-1504.

Collins TC, Petersen NJ, Menke TJ, Souchek J, Foster W, Ashton
CM. Short-term, intermediate-term, and long-term mortality in
patients hospitalized for stroke. J Clin Epidemiol 2003;56:81-87.
Craven LL. Experiences with aspirin (acetylsalicylic acid) in the
nonspecific prophylaxis of coronary thrombosis. Miss Valley Med J
1953; 75:38-44.

Lewis HD Jr, Davis JW, Archibald DG, et al. Protective effects of
aspirin against acute myocardial infarction and death in men with
unstable angina. Results of a Veterans Administration Cooperative
Study. N Engl J Med 1983; 309:396-403.

Findings from the aspirin component of the ongoing Physicians’
Health Study. N Engl J Med 1988;318:262-264.

Pearson TA, Blair SN, Daniels SR, et al. AHA Guidelines for
Primary Prevention of Cardiovascular Disease and Stroke: 2002
Update: Consensus Panel Guide to Comprehensive Risk Reduction
for Adult Patients Without Coronary or Other Atherosclerotic
Vascular Diseases. American Heart Association Science Advisory
and Coordinating Committee. Circulation 2002; 106:388-391.
Antithrombotic Trialists’ Collaboration. Collaborative meta-
analysis of randomised trials of antiplatelet therapy for prevention of
death, myocardial infarction, and stroke in high risk patients. BMJ
2002; 324:71-86.

OCTOBER 2005

Downloaded from www.ccjm.org on September 4, 2025. For personal use only. All other uses require permission.


http://www.ccjm.org/

LING AND LING

70.

71.

72.

73.

74.

75.

76.

7.

78.

. Dyken ML. Antiplatelet agents and stroke prevention. Semin

80.

81.

82.

83.

84.

85.

86.

87.

88.

89.

90.

91.

92.

Ticlid (ticlopidine) package insert. Nutley, NJ: Roche Laboratories;
2001.

Gorelick PB, Richardson D, Kelly M, et al. Aspirin and ticlopi-
dine for prevention of recurrent stroke in black patients: a random-
ized trial. JAMA 2003; 289:2947-2957.

Bennett CL, Davidson CJ, Raisch DW, Weinberg PD, Bennett
RH, Feldman MD. Thrombotic thrombocytopenic purpura associ-
ated with ticlopidine in the setting of coronary artery stents and
stroke prevention. Arch Intern Med 1999; 159:2524-2528.

Harker LA. Therapeutic inhibition of platelet function in stroke.
Cerebrovasc Dis 1998; 8(suppl 5):8-18.

Davis SM, Donnan GA. Secondary prevention for stroke after
CAPRIE and ESPS-2. Opinion 1. Cerebrovasc Dis 1998; 8:73-75, 77.
Diener HC, Bogousslavsky J, Brass LM, et al. Aspirin and clopi-
dogrel compared with clopidogrel alone after recent ischaemic
stroke or transient ischaemic attack in high-risk patients
(MATCH): randomised, double-blind, placebo-controlled trial.
Lancet 2004; 364:331-337.

Grundmann K, Jaschonek K, Kleine B, Dichgans J, Topka H.
Aspirin non-responder status in patients with recurrent cerebral
ischemic attacks. J Neurol 2003; 250:63-66.

Altman R, Luciardi HL, Muntaner J, Herrera RN. The
antithrombotic profile of aspirin. Aspirin resistance, or simply fail-
ure? Thromb J 2004; 2:1.

Ling GS. Role of aspirin in MATCH [letter]. Lancet 2004; 364:1661.

Neurol 1998; 18:441-450.

Dyken ML. Secondary prevention for stroke after CAPRIE and
ESPS-2. Opinion 2. Cerebrovasc Dis 1998; 8:75-77.

Hennekens CH, Dyken ML, Fuster V. Aspirin as a therapeutic
agent in cardiovascular disease: a statement for healthcare profes-
sionals from the American Heart Association. Circulation 1997;
96:2751-2753.

Pongracz E. Measurement of platelet aggregation during antiplatelet
therapy in ischemic stroke. Clin Hemorheol Microcirc 2004;
30:237-242.

Hankey GJ, Eikelboom JW. Aspirin resistance. BMJ 2004;
328:477-479.

Yusuf S, Zhao F, Mehta SR, et al. Effects of clopidogrel in addition
to aspirin in patients with acute coronary syndromes without ST-
segment elevation. N Engl J Med 2001; 345:494-502.

Mehta SR, Yusuf S, Peters RJ, et al. Effects of pretreatment with
clopidogrel and aspirin followed by long-term therapy in patients
undergoing percutaneous coronary intervention: the PCI-CURE
study. Lancet 2001; 358:527-533.

Thizon-de-Gaulle I. Antiplatelet drugs in secondary prevention after
acute myocardial infarction. Rev Port Cardiol 1998; 17:993-997.
Diener HC, Darius H, Bertrand-Hardy JM, Humphreys M; Euro-
pean Stroke Prevention Study 2. Cardiac safety in the European
Stroke Prevention Study 2 (ESPS2). IntJ Clin Pract 2001; 55:162-163.
Nappi J, Talbert R. Dual antiplatelet therapy for prevention of recur-
rent ischemic events. Am J Health Syst Pharm 2002; 59:1723-1735.
Tisdale JE. Antiplatelet therapy in coronary artery disease: review
and update of efficacy studies. Am J Health Syst Pharm 1998; 55(19
suppl 1):S8-S16.

van der Meer J, Brutel de la Riviere A, van Gilst WH, et al. Effects
of low dose aspirin (50 mg/day), low dose aspirin plus dipyridamole,
and oral anticoagulant agents after internal mammary artery bypass
grafting: patency and clinical outcome at 1 year. CABADAS
Research Group of the Interuniversity Cardiology Institute of The
Netherlands. Prevention of Coronary Artery Bypass Graft Occlusion
by Aspirin, Dipyridamole and Acenocoumarol/Phenprocoumon
Study. J Am Coll Cardiol 1994; 24:1181-1188.

Jafri SM, Zarowitz B, Goldstein S, Lesch M. The role of
antiplatelet therapy in acute coronary syndromes and for secondary
prevention following a myocardial infarction. Prog Cardiovasc Dis
1993; 36:75-83.

Catella-Lawson F, Reilly MP, Kapoor SC, et al. Cyclooxygenase

93.

94.

95.

96.

97.

98.

99.

100.

101.

102.

108.

104.

105.

106.

107.

108.

109.

110.

111

112.

113.

CLEVELAND CLINIC JOURNAL OF MEDICINE

inhibitors and the antiplatelet effects of aspirin. N Engl J Med 2001;
345:1809-1817.

Solomon DH, Glynn RJ, Levin R, Avorn J. Nonsteroidal anti-
inflammatory drug use and acute myocardial infarction. Arch Intern
Med 2002; 162:1099-1104.

Rahme E, Pilote L, LeLorier J. Association between naproxen use
and protection against acute myocardial infarction. Arch Intern
Med 2002; 162:1111-1115.

White WB, Faich G, Borer JS, Makuch RW. Cardiovascular
thrombotic events in arthritis trials of the cyclooxygenase-2
inhibitor celecoxib. Am J Cardiol 2003; 92:411-418.

Garcia Rodriguez LA, Varas-Lorenzo C, Maguire A, Gonzalez-
Perez A. Nonsteroidal antiinflammatory drugs and the risk of
myocardial infarction in the general population. Circulation 2004;
109:3000-3006.

The Stroke Prevention in Reversible Ischemia Trial (SPIRIT)
Study Group. A randomized trial of anticoagulants versus aspirin
after cerebral ischemia of presumed arterial origin. Ann Neurol
1997; 42:857-865.

Mohr JP, Thompson JL, Lazar RM, et al. A comparison of warfarin
and aspirin for the prevention of recurrent ischemic stroke. N Engl
J Med 2001; 345:1444-1451.

Gebauer MU. Beneficial effect of carotid endarterectomy in symp-
tomatic patients with high-grade carotid stenosis. North American
Symptomatic Carotid Endarterectomy Trial Collaborators. N Engl J
Med 1991; 325:445-453.

Ferguson GG, Eliasziw M, Barr HW, et al. The North American
Symptomatic Carotid Endarterectomy Trial: surgical results in 1415
patients. Stroke 1999; 30:1751-1758.

Tu JV, Hannan EL, Anderson GM, et al. The fall and rise of
carotid endarterectomy in the United States and Canada. N Engl J
Med 1998;339:1441-1447.

Executive Committee for the Asymptomatic Carotid Athero-
sclerosis Study. Endarterectomy for asymptomatic carotid artery
stenosis. JAMA 1995; 273:1421-1428.

National Institute of Neurological Disorders and Stroke. Carotid
endarterectomy for patients with asymptomatic internal carotid
artery stenosis. J Neurol Sci 1995; 129:76-77.

Inzitari D, Eliasziw M, Gates P, et al. The causes and risk of stroke
in patients with asymptomatic internal-carotid-artery stenosis. North
American Symptomatic Carotid Endarterectomy Trial Collaborators.
N Engl J Med 2000; 342:1693-1700.

Kistler JP, Furie KL. Carotid endarterectomy revisited. N Engl J
Med 2000; 342:1743-1745.

Yadav JS, Wholey MH, Kuntz RE, et al, for the Stenting and Angio-
plasty with Protection in Patients at High Risk for Endarterectomy
Investigators. Protected carotid-artery stenting versus endarterecto-
my in high-risk patients. N Engl J Med 2004; 351:1493-1501.
Qureshi Al, Luft AR, Sharma M, et al. Frequency and determi-
nants of postprocedural hemodynamic instability after carotid
angioplasty and stenting. Stroke 1999; 30:2086—2093.

Qureshi Al. Endovascular treatment of cerebrovascular diseases and
intracranial neoplasms. Lancet 2004; 363:804-813.

Mukherjee D, Yadav JS. Percutaneous treatment for carotid steno-
sis. Cardiol Clin 2002; 20:589-597.

Stafford RS, Radley DC. The underutilization of cardiac medica-
tions of proven benefit, 1990 to 2002. J Am Coll Cardiol 2003;
41:56-61.

Campbell NC, Thain J, Deans HG, Ritchie LD, Rawles JM.
Secondary prevention in coronary heart disease: baseline survey of
provision in general practice. BMJ 1998; 316:1430-1434.

Collins R, Armitage J, Parish S, et al; Heart Protection Study
Collaborative Group. MRC/BHF Heart Protection Study of choles-
terol-lowering with simvastatin in 5963 people with diabetes: a ran-
domised placebo-controlled trial. Lancet 2003; 361:2005-2016.
Mehta SR, Yusuf S. Short- and long-term oral antiplatelet therapy
in acute coronary syndromes and percutaneous coronary interven-
tion. J Am Coll Cardiol 2003; 41(4 suppl S):79S-88S.

VOLUME 72 = SUPPLEMENT 3 OCTOBER 2005 S25

Downloaded from www.ccjm.org on September 4, 2025. For personal use only. All other uses require permission.


http://www.ccjm.org/

