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Remote Ischaemic Conditioning After Stroke 3 (RECAST-3)
[image: ]Remote ischaemic conditioning (RIC): An automated upper arm blood pressure cuff is inflated to +25 mmHg above the systolic BP for 4 cycles (5 minutes inflation & 5 minutes deflation).
Sham: An automated upper arm blood pressure cuff is inflated to 20 mmHg for 4 cycles (5 minutes inflation & 5 minutes deflation). RIC/sham performed within 6 hours of stroke onset; repeated after 1-2 hours, then twice on Day 2 (once in the morning, once in the afternoon). A total of 4 doses.



	Title
	Remote Ischaemic Conditioning After Stroke 3 (RECAST-3): A multicentre randomised controlled trial


	Acronym
	RECAST-3

	Short title
	Remote ischaemic Conditioning After Stroke Trial 3

	Chief Investigator
	Dr Tim England

	Aim
	To perform a multicentre randomised controlled trial assessing remote ischaemic conditioning (RIC) in patients with hyperacute ischaemic stroke 


	Trial Configuration
	Phase III prospective randomised (1:1) sham-controlled blinded-endpoint parallel-group multicentre trial.


	Setting
	Adults with hyperacute ischaemic stroke presenting to ~60 Emergency Departments and Stroke Units in the UK.


	Number of participants
	1300

	Eligibility criteria
	Inclusion criteria: Hyperacute ischaemic stroke (<6 hours post onset); primary intracerebral haemorrhage ruled out on baseline clinical neuroimaging; NIHSS score >4 at randomisation; age >18 years
Exclusion criteria: 
Pre-morbid dependency (modified Rankin Scale, mRS>3); Spontaneous intracranial haemorrhage; Dementia; Coma (GCS <8)); Malignancy; Significant co-morbidity (life expectancy <6 months); BM <3.0mmol/L; 
Seizure on presentation unless brain imaging identifies evidence of significant brain ischaemia.


	Description of interventions
	Intervention: RIC group: 4 cycles of intermittent limb ischaemia - alternating 5 minutes inflation (+25 mmHg above systolic BP) followed by 5 minutes deflation of an automated upper arm blood pressure cuff. 
Comparator: Sham RIC. An automated upper arm blood pressure cuff is inflated to 20 mmHg for 4 cycles (5minutes inflation/5 minutes deflation).
Duration of treatment: First dose (4 cycles of RIC or sham) within <6 hours of onset. Second dose 1-2 hours after the first dose. Twice daily until end day 2; total 4 doses. 


	Duration of study
	Study Duration: Total trial duration 45 months. 
Participant Duration: 90±7 days. 

	Randomisation and blinding
	Web based randomisation will occur immediately after consent, performed by the investigator taking consent. Randomisation will be 1:1 RIC: placebo, minimised on baseline prognostic factors. Follow-up measures will be performed by assessors blinded to treatment allocation

	Outcome measures
	Primary Outcome: Death or dependency at day 90 (modified Rankin Scale [mRS], ordinal shift analysis) recorded using central blinded telephone follow-up. 

Secondary outcomes (day 90): Cerebrovascular events; major adverse cardiac and cerebral events; acute kidney injury; disability; cognition; mood; frailty; quality of life; safety (death; neurological deterioration; intracranial haemorrhage, systemic embolism, serious adverse events)

Mechanisms: Ischaemic reperfusion injury (Day 2 CT brain: intracranial haemorrhagic, swelling of original stroke, recurrent ischaemic stroke); mechanical thrombectomy substudy (Day 2-7 MRI; infarct growth and volume, oedema, perfusion).









Please can you complete the table below and return your form to recast-3@nottingham.ac.uk


	Site Name
	

	Suggested PI at Site inc. e-mail address
	

	Research nurse at site inc. e-mail address and contact number
	

	Approx number of ischaemic stroke patients seen last year at your site?
	

	Approx number of patients thrombolysed for ischaemic stroke in the last year
	

	Approx number of patients receiving mechanical thrombectomy (MT) in the last year
	

	Have you previously recruited in to hyperacute stroke trials? Please give examples and total number recuited


	Trial
	Number recruited

	
	
	

	
	
	

	
	
	

	
	
	

	How many acute stroke trials do you currently participate in?
	

	Are you participating in any competing trials eg. CHARM, ATTEST-2
	

	Interested in being a site for RECAST-3? 
Please estimate a realistic number of patients/month you could recruit in to RECAST-3?
	

	Any further comments?
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Remote ischaemic conditioning (RIC): An automated upper arm blood pressure cuff is inflated to +20 mmHg above the systolic BP for 4

cycles (5 minutes inflation & 5 minutes deflation).

Sham: An automated upper arm blood pressure cuff is inflated to 20 mmHg for 4 cycles (5 minutes inflation & 5 minutes deflation).
RIC/sham performed within 6 hours of stroke onset; repeated after 1-2 hours, then bd on Day 2. A total of 4 doses.
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Remote ischaemic conditioning (RIC): An automated upper arm blood pressure cuff is inflated to +20 mmHg above the systolic BP for 4 

cycles (5 minutes inflation & 5 minutes deflation). 

Sham: An automated upper arm blood pressure cuff is inflated to 20 mmHg for 4 cycles (5 minutes inflation & 5 minutes deflation).

RIC/sham performed within 6 hours of stroke onset; repeated after 1-2 hours, then bdon Day 2. A total of 4 doses.


