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Peter Sandercock
Clinical trials in Stroke – Where next?
Western General Hospital, Department of Clinical Neurosciences, Edinburgh, UK
The evidence that has emerged from clinical trials (and systematic reviews of trials) since the 1950’s has completely
revolutionised stroke care. There is now quite a long list of evidence-based treatments, and these include: for all patients
with acute stroke, admission to a comprehensive care stroke unit; for patients with acute ischaemic stroke aspirin (for most)
and intravenous thrombolysis (for highly selected patients). In secondary stroke prevention, blood pressure reduction,
cholesterol reduction for most patients and oral vitamin K antagonists for patients with ischaemic stroke and AF, and for
patients without AF, antiplatelet agents., and the list goes on…
However, many questions remain unanswered, for example: can thromboytics be given to wider range of patients;
How should blood pressure be managed in the acute phase of stroke? What is the best strategy for preventing venous
thromboembolism after stroke?  What are the effective components in multidisciplinary stroke rehabilitation?  (and there
are many, many more questions…). Let us hope that the current trials in stroke will answer at least some of these
questions over the next few years.
There will always be a place for large-scale clinical trials to provide really reliable evidence about what works and what
does not. It is surprising how large trials need to be to detect moderate, but worthwhile clinical benefits. It is also certain
that international collaboration in clinical trials must continue and expand.  Widespread  collaboration in randomised
trials  is the bedrock of successful recruitment.  
However, the regulatory burden is making the conduct of clinical trials more difficult and more expensive. We will
need new approaches that not only minimise bureaucracy but also simplify and streamline the scientific design of trials to
make sure that trials continue to be feasible, affordable and yet produce answers that are reliable enough to bring about
change in  clinical practice in stroke care.  

Markku Kaste
Well-organized stroke care is best for the patient and for the society
Department of Neurology, Helsinki University Central Hospital, Finland

The magnitude of stroke burden will increase as the population ages. One of three people will suffer stroke, become
demented, or both. Stroke occurs acutely and requires time-sensitive and well-organized services. In order to face this
challenge all those involved – patients, their families, doctors, nurses, hospitals, governmental agencies and insurance
companies – bear the responsibility for improving stroke care. Well-organized and streamlined, multidisciplinary approach
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to stroke care and the chain of recovery includes emergency call centre, stroke triages, emergency medical services
(EMS), emergency rooms (ER), stroke units (SU), rehabilitation hospitals and community health care. Thrombolysis is
a recent breakthrough in the treatment of acute stroke. The official register of stroke thrombolysis in European Union,
SITS-MOST, verified that thrombolysis in routine clinical practice is at least as safe and effective as in randomised clinical
trials (RCT). Based on the SITS-MOST -register the Department of Neurology of Helsinki University Central Hospital
(HUCH) provides more stroke thrombolysis than any other European hospital. The register also reveals that more stroke
patients per 1,000,000 inhabitants receive thrombolysis in Finland than in any other EU member country and that the
outcome of the patients is good. While thrombolysis only suits for selected patients, stroke unit care is beneficial for all
of them. Patient care in a stroke unit reduces short-term and long-term mortality rates, the need for institutional longterm care and functional dependency. Patients receiving care in dedicated stroke units have a reduced risk of death, a
shorter hospital stay and increased likelihood of living at home compared with stroke patients treated in general medical
wards.  European experts have reached a good level of agreement on what are the necessary components for primary
stroke centres (PSC), comprehensive stroke centres (CSC) and any hospital ward (AHW) treating acute stroke patients. A
randomly selected sample of 886 European hospitals admitting acute stroke patients revealed that in Finland, Luxemburg,
the Netherlands and Sweden such patients have the highest likelihood to be treated in hospitals capable for modern
stroke care. Finland has a long track record of national recommendations for stroke management. Such recommendations
improve the quality of care in a cost-effective way. No system can replace the individual initiative, creativity and insight
that lead to great discoveries, but progress is not made by breakthroughs alone. By working together it is possible to make
a difference. Experiences achieved in Helsinki and nationwide in whole Finland demonstrate that hard work pays back.

Gillian Sare, Philip MW Bath
Management of blood pressure in acute stroke
Institute of Neuroscience, University of Nottingham, UK

High blood pressure (BP) is present in 80% of acute stroke patients, whether of ischaemic or haemorrhagic type, and is
independently associated with poor outcome. However, BP is not routinely altered immediate post stroke due to concerns
about dysfunctional cerebral autoregulation.
Several small trials have assessed the effect of BP lowering in acute ischaemic stroke. Calcium channel blockers did
not alter outcome after ischaemic stroke (29 trials, 7665 patients) but some studies, especially those testing intravenous
formulations, reported hazard. The BEST trials showed a trend towards increased death and disability with ß-receptor
antagonists.
A small trial of candesartan (ACCESS, n=339) found that this angiotensin receptor antagonist reduced the combined
outcome of cerebral and cardiac vascular events, but not functional outcome, in patient with recent ischaemic stroke.
Recently, the INTERACT trial studied 400 patients with primary intracerebral haemorrhage and reported that BP
lowering (with the intervention chosen by the local recruiting centre) non-significantly reduced haematoma expansion;
no effect on functional outcome was observed.  The CHHIPS trial (which closed early after recruiting 179 patients)
showed that BP could be lowered in acute ischaemic stroke; although no effect on functional outcome was seen, death
was reduced (p=0.05).
There are two large ongoing trials examining the question of lowering BP in acute stroke. ENOS is assessing the
effect of transdermal glyceryl trinitrate and has currently recruited 868 patients (www.enos.ac.uk). The SCAST trial is
examining oral candesartan.

