
QWhat is generally your first line-ther-
apy in secondary stroke prevention?

Is OTC aspirin comparable in efficacy to
prescription antiplatelets like Plavix and
Aggrenox? What are your options if the
patient is not able to tolerate aspirin?

AFirst-line preventive therapies involve
antiplatelets, antihypertensives and

statins. If the main issue in antiplatelet
therapy is efficacy, Aggrenox is the only
agent proven to be more effective than
ASA, says Stanley Cohen, MD. “Good
side effect profile, just very expensive,” he
says. If the main issue is cost, Dr. Cohen
says ASA is his drug of choice. “It has a
very low cost, is more effective than place-
bo, and has a low side effect profile.”

J. David Spence, MD, however, sees
the issue differently. “The benefits of
clopidogrel or dipyridamole/ASA are mar-
ginal compared to those of low-dose
ASA,” he says. For secondary stroke pre-
vention, he feels it’s probably most cost-
effective to use ASA except in the case of
ASA failure (i.e., the stroke or TIA has
occurred in someone already taking ASA
regularly). Both neurologists agree that
when the patient is ASA allergic, only
clopidogrel is used when an antiplatelet is
indicated. “It’s equally effective to ASA,
has a good side effect profile, but is just
very expensive,” Dr. Cohen says.
“Ticlopidine is also equally effective to
ASA, but has such a high side effect pro-
file, and is not a reasonable choice.” 

Determining the cause of the stroke or
TIA is more important to Dr. Spence than
the choice of antiplatelet agent so he can
make treatment can be specific. “For lacu-
nar infarctions, it is key to control blood
pressure and/or diabetes,” he says.
“Patients with atrial fibrillation or other
cardioembolic sources need coumadin,
and those with symptomatic carotid

stenosis need endarterectomy. Patients
with giant cell arteritis need glucocorticoid
therapy.”

QWhere do statins fit in? How do you
interpret the newly published find-

ings1 that patients taking cholesterol
lowering drugs like atorvastatin after a
stroke had a 16-percent decrease in total
stroke but that the overall decrease in
stroke included an increase risk in brain
hemorrhage? 

AThe new report, which was not
designed to evaluate the effects of

treatment on different stroke subtypes,
was a secondary, exploratory analysis of
outcome hemorrhages that occurred in the
SPARCL trial. “Most of the risk of hemor-
rhage was unexplained,” says Larry B.
Goldstein, MD, the study’s lead author.
Of the factors that could be identified in
addition to treatment that were associated
with an outcome hemorrhage, “significant
factors were having a hemorrhage at base-
line—as compared to an ischemic stroke,
advancing age, male gender and develop-
ing uncontrolled high blood pressure.”
The was no independent relationship
between hemorrhage and the degree of
cholesterol lowering, Dr. Goldstein added.  

The other two panelists agree that
statins have a high place in the pecking
order of stroke therapy. “SPARCL was the
first secondary prevention trial that added
to the body of evidence that statins are an
import tool in stroke prevention,” Dr.
Cohen says. The only downside, he notes,
is the high cost of atorvostatin. However,
“if you believe that the benefit is a class
effect, then using generic lovastatin—$4
per month at Wal-Mart—is a reasonable
option.”

Dr. Spence says that despite the hemor-
rhage risk, there was a reduction of stroke,

so even if the association of statins with
hemorrhage were valid it would be imma-
terial. The increase in brain hemorrhage in
SPARCL was likely due to non-compli-
ance with antihypertensive drugs in
patients who stopped their medications
because of adverse effects of atorvastatin,
he says. “There was no relationship
between level of LDL and brain hemor-
rhage, as would have been expected if ator-
vastatin were causally related to bleeding.”

The whole issue of cholesterol and
stroke risk is hugely misunderstood, Dr.
Spence says, as this is the result of lumping
together all types of strokes. “Where lacu-
nar infarction and hemorrhages due to
hypertensive small vessel disease (lipo-
hyalinosis and fibrinoid necrosis) account
for a high proportion of strokes, hyperten-
sion swamps the effect of other risk fac-
tors.” When hypertensive strokes are elim-
inated he says, cholesterol is clearly a risk
factor for stroke, and most stroke patients
would benefit from statins, including
patients with hypertension.

And with regard to his study, “the take
home message is that there are clear reduc-
tions in recurrent stroke and other cardio-
vascular events with atorvastatin 80mg per
day in patients who have had a stroke or
TIA,” Dr. Goldstein adds.  PN
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