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D
espite strong evidence of the
effectiveness and importance
of statin therapy in the
reduction of vascular events
related to cardiac disease, the

body of data supporting the use of these
agents in stroke patients has been
remarkably limited and indirect. In fact,
most early studies of cholesterol lower-
ing in stroke did not identify any signif-
icant reduction in recurrent stroke rate
related to cholesterol therapy. For a long
time it remained unclear whether in fact
cholesterol therapy indeed reduces the
recurrent stroke rate, or whether the use
of statin therapy per se is an effective
treatment for stroke prevention.

There has been a great deal of indi-
rect evidence garnered from large trials
of cardiovascular disease, such as the
Heart Protection Study, in which about
10 percent of patients were enrolled on
the basis of large artery atherosclerotic
disease (primarily carotid disease). The
patients here were found to have a sig-
nificant reduction in cardiovascular
events, but surprisingly not in cere-
brovascular events. Nevertheless, most
experts have recommended that such
patients receive cholesterol-lowering
(usually statin) therapy for stroke due to
the generalized reduction in overall vas-
cular events (primarily cardiac) given the
overall benefit of treatment.

Data So New it SPARCLs
The Stroke Prevention by Aggressive
Reduction in Cholesterol Levels (SPAR-
CL) trial may overcome this uncertainty.
SPARCL was a multi-center randomized
prospective, double-blind, placebo-con-

trolled trial designed to evaluate the
effectiveness of atorvastatin 80mg/day in
the reduction of recurrent ischemic
events in patients who previously experi-
enced a stroke or transient ischemic
attack but with no known CHD. A total
of 4,732 patients were enrolled, and the
results recently reported at the European
Stroke Conference in Brussels on May
17, 2006. 

In this study, patients received aggres-
sive lowering of cholesterol with high-
dose atorvastatin. Researchers found the
treatment significantly reduced the risk
of any stroke by 16 percent. Fatal stroke
was also significantly reduced, and there
was a trend towards reduction of non-
fatal stroke. The baseline LDL was 133,
and this was reduced by 38 percent in
atorvastatin-treated patients compared
with seven percent in non-treated
patients. TIA, major coronary events
and cardiovascular diseases were also sig-
nificantly reduced in the atorvastatin
group compared to the placebo group.

It must be noted that there was a sig-
nificant increase in the risk of hemor-
rhagic stroke (OR 1.6) observed among
the patients. Fortunately, though, the
total benefit includes this increase in
hemorrhagic stroke risk. From a big-pic-
ture perspective the study strongly sug-
gests an overall benefit to statin therapy
in stroke patients.

What the Data Mean 
for Clinical Practice
Now that we have the raw data, it’s time
to consider how they should be inter-
preted and applied to patient care. The
results of SPARCL will not substantive-

ly affect how most physicians practice if
they had been adhering to recent guide-
lines regarding stroke prevention that
advocate cholesterol-lowering therapy in
most stroke patients. However, some
physicians have been reluctant to
administer this therapy in individuals
without cardiac risk factors, and these
data suggest that the vast majority of
stroke patients will benefit from treat-
ment. 

In addition, when we consider the
relatively modest LDL levels reported in
this study it appears that aggressive low-
ering of cholesterol may be appropriate.
This would certainly be consistent with
data from cardiac studies that suggest
that lower cholesterol levels are more
beneficial to patients at risk from such
episodes. 

Another issue to think about is
whether the specific statin used makes
any difference (or, for that matter, sim-
ply lowering the cholesterol in general),
and there are certainly different points
of view on the matter. This is particular-
ly pertinent given the large number of
generic statins available at considerably
lower cost that brand name agents. 

Whether specific agents have superior
effects is highly controversial, and the
decision of what statin to choose will
depend on the individual practitioner’s
interpretation of the data. Regardless,
these new findings strongly support the
widespread use of cholesterol-lowering
(statin) agents for nearly all of the
ischemic stroke patients. Indeed, the
recent regulatory guidelines for Joint
Commission on Accreditation of
Healthcare Organizations (JCAHO)

VASCULARCLINIC

SPARCL Reveals the Benefits 
and Risks of Statin Therapy 

By David Tong, MD

The most recent data show a clear benefit for statin therapy in preventing 
ischemic stroke, but does the elevated risk of hemorrhage undermine it?

                         



approved primary stroke centers, as 
well as the American Heart Association/
American Stroke Association’s Get With
the Guidelines program, monitor
whether patients actually receive this
therapy as part of their measures for
appropriate patient treatment.

But What About the 
Hemorrhage Risk?
For all the good news about a potential
benefit to be had from statin use, the
increased risk of hemorrhagic stroke is a
significant concern. Some previous stud-
ies have suggested an increase in hemor-
rhagic stroke in patients with low choles-
terol levels, although other studies have
found no such relationship, particularly
in patients receiving statins. This will
likely be a point of debate for the vascu-
lar care community for some time
because there is no obvious explanation

why this effect appeared in the study. 
At this point, the importance of these

conflicting observations is uncertain.
But given the overall beneficial effects of
statins supported by the existing evi-
dence, this should not affect the decision
to treat in most patients. Individuals
with preexisting low cholesterol or those
with prior stroke may be at somewhat
increased risk. For now, all that is certain

is that the data at this point are not clear,
and we will have to await the results of
further analysis of the SPARCL data
prior to coming to any further definitive
conclusions. PN

SPARCL: Stroke Prevention by Aggressive Reduction in Cholesterol Levels 
From the 15th European Stroke Conference, May 16-19, 2006, Brussels

Atorvastatin 80 vs. placebo, Baseline LDL 133, 
38% reduction in LDL, n=4731, 4.4 year follow-up

Type of Stroke ..............................................Hazard Ratio with Atorvastatin 
Any....................................................................................................0.84
Fatal ..................................................................................................0.57
Nonfatal .............................................................................................0.87
Ischemic.............................................................................................0.78
Hemorrhagic .......................................................................................1.66

David Tong, MD is Medical
Director of the California Pacific
Medical Center Stroke Institute in
San Francisco.

                       


