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Heparinized
saline flushing
does not

improve the
function of
arterial lines !




Infarct Progression after Stroke

Minutes



Complexity of Stroke Injury Progression
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How can we improve animal models to predict
clinical efficacy of novel therapeutics?



Evidence Based Medicine (EBM) and Randomized Clinical Trial (RCT)
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Fig. 2. The preclinical trial phases of translational stroke research. As therapeutic agents or concepts advance in development, the experimental setting
increases in complexity. It ranges from small cohorts to investigate novel (pathophysiological) mechanisms to large mixed populations with (multiple)
comorbidities and additional modeling of stroke care. The final stage of preclinical development is to conduct a randomized controlled preclinical trial (RCPT),
ideally in a stroke unit setting. Randomized clinical trials commence after this process has been completed, and are based on evidence gained in preclinical

testing.




Suggested phrases for writing should
recommendations t is recommended
is indicated
is useful/effective/beneficial

Additional studies with focused

- .
American =~ American
Heart | ftroke_

“$ize of Treatment Effect™

Benefit >> Risk

objectives needed

IT IS REASONABLE to perform
procedure/administer treatment

* Recommendation in favor of
treatment or procedure being
useful/effective

* Some conflicting evidence from
multiple randomized trials or
meta-analyses

* Recommendation in favor of
treatment or procedure being
useful/ effective

* Some coaflicting evidence from
single randomized trial or non-
randomized studies

* Recommendation in favor of
treatment or procedure being
useful/ effective

* Only diverging expert opinion,
case studies, or standard-of-
care

is not recommended
is not indicated

may/might be considered
may/might be reasonable

is reasonable
can be useful/effective/ beneficial

is probably recommended or usefulness/effectiveness is should not
indicated unknown /unclear/uncertain or is not useful/effective/beneficial
not well established may be harmful

*Data available from clinical trials or registrics about the uscfulnesi/cfficacy in different sub-populations, such as gender, age. history of diabetes, history of prior M), history of heart failurc. and prior aspirin usc. A rccommendation
with Level of Evidence B o C docs not imply that the recommendation is weak. Many important clinical questions addressed in the guidelines do ot lend themselves to clinical 1rials. Even though randomized tnials are not available,

there may be a very clear clinical consensus that a particular test or therapy is uscful or effective.

11In 2003, the ACC/AHA Task Force on Practice Guidelines developad a list of suggested phrases to use when writing recommendations. All recommrendations in this guideline have been written in full sentences that express a complete

Jation, even il

thought, such that a recomimer

1 and p ted apart from the rest of the document (including headings above sets of recommendations), would still convey the full intent of the recommendation. It is hoped that

this will increase readers’ comprehension of the guidelines and will allow queries at the individual recommendation level.

Figure. Applying classification of recommendations and level of evidence.



Neuroplasticity post-stroke

Large strokes may recruit
ipsilateral pathways during
recovery.

Box 4 | Brain locations predicted to mediate stroke recovery

Before stroke Small stroke Medium stroke Large stroke
(forelimb only) (Somatosensory cortex)
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Murphy and Corbett Nat. Rev. Neurosci. 2009
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How we know that

those are bad science
(pseudoscience)?

Ignorance and stupidity are expensive, and you will pay the higher for it





