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As the UK regulator reviews alteplase in ischaemic stroke, Brian Alper and colleagues interpret the evidence to suggest increased mortality with uncertain benefit for its use beyond three hours

Systematic reviews and guidelines conclude that thrombolysis with alteplase (t-PA) up to 4.5 hours after the onset of ischaemic stroke is beneficial. It is reported to increase the likelihood of being functionally independent and not increase the 90 day risk of mortality.  In the US the licence, or marketing authorisation, for alteplase is limited to 0-3 hours after onset of stroke,1 but some other countries—including the UK and Australia—have extended the licence to 4.5 hours.2 3 4 Irrespective of licensing, most major stroke guidelines support use of alteplase up to 4.5 hours after stroke onset,5 6 7 8 9 10 11 12 13 14 15 16 although several emergency medicine associations do not recommend it (box).17 18 19 20 21 
Major stroke guidelines and recommendations for alteplase at 3-4.5 hours after stroke onset
Guidelines presenting strong recommendation for (“is recommended” or highest recommendation rating)
	American Heart Association/American Stroke Association (Class I; Level of evidence  B)5

	Canadian Stroke Network and Heart and Stroke Foundation of Canada (Evidence level A)6

	Chinese Stroke Therapy Expert Panel for Intravenous Recombinant Tissue Plasminogen Activator (Level 1 recommendation, Level A evidence)7
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