EDITORIAL

Early Detection for Maximizing Stroke

Prevention
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‘Living at risk is jumping off the cliff and building your wings on
the way down’.
Ray Bradbury (1920 - 2012), science fiction writer

In the last two decades, we were exposed to two major
‘epidemiological tsunamis’: the dramatic increase in the
prevalence of obesity and diabetes, especially in children and
young adults.! This has also been associated with an increase in
the prevalence of cardiovascular and cerebrovascular disease at
a young age??, likely related with different pathways resulting in
premature and advanced atherosclerosis. As known, advanced
atherosclerosis is a risk factor for both intra- and extra-cranial
large (and small) artery diseases.*

In the present study®, Dr. Lam and colleagues evaluated 339
patients with asymptomatic carotid stenosis (ACS) greater than
60% by doppler ultrasound. Participants underwent transcranial
doppler for detection of intracranial stenosis and microemboli.
They were followed up during three years. The main outcome
was time to stroke, transient ischemic attack (TIA) or death.
Intracranial stenosis was present in 112 (33%) patients with
ACS; 17% had diabetes. The authors found an incident risk of
stroke, TIA or death of 38% among patients with microemboli
compared to 10% for those without microemboli (p=0.0001).
Similar findings were observed for patients with intracranial
stenosis (18% vs 10%; p=0.042). Furthermore, patients with
diabetes were significantly more likely to have intracranial
stenosis (45% vs. 29%, p=0.014), microemboli (38% vs. 10%,
p<0.0001), and had a higher incident risk of stroke, TIA or death
(21% vs. 11%; p=0.024). These findings were confirmed in the
survival analysis.

The diagnosis and management of asymptomatic carotid
stenosis has changed in the last 10 or 15 years. Asymptomatic
carotid stenosis is prevalent, affecting 2% to 8% of the general
population.® Considering the population aging, the rising of
obesity and diabetes, and the increased risk of atherosclerosis
with age, clinicians are likely to provide care to more complex
patients with ACS.%7

Previous randomized trials in the 1980’s showed a moderate
reduction in the risk of stroke for carotid endarterectomy (CEA)
compared to medical management when the perioperative risk
was below 3%.98° Despite a different outcome measure, both the
Asymptomatic Carotid Stenosis trial (ACAS) and ACST-trial
showed similar results: a small absolute risk reduction of 5-6%
for CEA vs. medical treatment.®® However, these trials®® were
conducted before the development of statins, angiotensin
converting enzyme inhibitors, and new antiplatelet agents. As a
result, the recent Guidelines on the Management of Patients with
Extracranial Carotid and Vertebral Artery Disease questioned the
benefit of carotid revascularization for patients with ACS as the
number needed to treat and to prevent an ipsilateral disabling or
fatal stroke is greater than 70, and probably higher depending on
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the studied outcome.* Carotid stenting has not proven better than
current medical therapy alone for ACS (Class IIb; Level of
Evidence B).° Furthermore, the recent results of the Stenting and
Aggressive Medical Management for Preventing Recurrent
stroke in Intracranial Stenosis (SAMPPRIS) trial also reinforce
the importance of aggressive medical therapy in patients with
intracranial arterial stenosis. The probability of the primary end
point (stroke or death at 30-days) was reduced by 60% in the
medical treatment arm (14.7% angioplasty/stent vs 5.8% in the
medical-management group; p= 0.002).

Lessons learned and limitations

Dr. Lam and colleagues® acknowledged some limitations.
More importantly, we should bear in mind this is a small, single
centre study in a very high risk population. For example, 22% of
participants had history of TIA before enrolment in the study,
22% had experienced a myocardial infarction, 16% had carotid
occlusion on one side, and a higher prevalence of elevated
homocysteine, all markers of atherosclerosis. Unfortunately,
ethnicity was not available. Interestingly, the same group showed
in a previous publication that microemboli were present in
12.6% before 2003 and 3.7% since 2003 (p<0.001).!"° The
decline in microemboli coincided with better control of plasma
lipids, a 66% reduction in the progression of carotid plaque area
and significantly lower vascular events (17.6% vs. 5.6% after
2003; p<0.001) over two years. Of note, these achievements
were likely due to the intensive medical therapy as shown by the
increased use (before and after 2003) of statin (13.6% to 33.8%;
p<0.001), antihypertensive (44.8% to 58.3%; p=0.02) and
antiplatelet (81.4% to 98.2%) agents.!® Knowing the intensive
therapeutic program and comprehensive approach at the Stroke
Prevention & Atherosclerosis Research Centre (SPARC) where
the study was conducted, the remaining unknowns relate to
current participants’ adherence and compliance with the
prescribed stroke prevention therapy. We anticipate the Canadian
Fabry Stroke Screening Initiative (CFSSI), an ongoing
prospective multicenter cohort study of young adults with
cryptogenic stroke across Canada, will also reveal useful
information on premature atherosclerosis.!!

In summary, the present study from Dr. Lam et al provides
novel information on subgroups with ACS at higher risk of
cardio- and cerebro-vascular events. Vascular imaging may help
stratify patients. Aggressive medical management in conjunction
with lifestyle modification and exercising are proven and
effective strategies to decrease that risk.
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