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Trial Design 

Planned Trial Period 1st January 2022 to 31st December 2026 - Patient enrolment starts in October 2022 

Trial Design

A multi-centre, open-label, pragmatic, individually randomised, parallel group, superiority 
trial and economic evaluation to determine the clinical and cost effectiveness of a 
supraglottic airway (SGA) versus tracheal intubation (TI) during in-hospital cardiac arrest 
(IHCA). The trial will include an internal pilot to confirm feasibility

Trial Population Adult IHCA requiring a 2222 call and advanced airway management 

Setting Hospitals in the UK (pilot in England and Wales) 

Planned sample size 4190 participants

Treatment Duration Until return of spontaneous circulation (ROSC) for >20 minutes, or resuscitation efforts cease

Trial Objectives

(1) Conduct an internal pilot study to confirm the feasibility of the large-scale multi-centre 
trial 

(2) Determine the clinical effectiveness of SGA management, for adults with in-hospital 
cardiac arrest, in terms of survival with a favourable functional outcome and health-related 
quality of life. 

(3) Estimate, in an integrated economic evaluation, the cost-effectiveness of SGA compared 
with TI

Outcome Measures
Functional status at hospital discharge as measured by the modified Rankin Scale (mRS)

Survival status and Health Related Quality of Life 



Physiological Optimisation 
Following ROSC



Oxygen after ROSC

• Hypoxia is bad

• Hyperoxia is bad for animals

• Results in humans are mixed, and based on 
observational data

• Prospective randomised trials are needed

• Aim for normoxia immediately after ROSC





• From March 2017 to December 2021, a total of 802 patients were 

enrolled in the trial.

• 789 patients were included in the intention-to-treat population (394 

in the restrictive-target group and 395 in the liberal-target group). 

• The characteristics of the patients in the oxygen-target groups 

were well balanced at baseline.

• The median interval from cardiac arrest to randomization was 146 

minutes (interquartile range, 113 to 187). 







To determine the feasibility of a cluster-randomised 
controlled trial comparing titrated oxygen therapy 
(target SaO2 94-98%) 
with 100% oxygen for 
1 hour after return of 
spontaneous circulation 
(ROSC) following out 
of hospital cardiac 
arrest (OHCA) 

PROXY



Randomised (n = 35)

Allocated to 100% oxygen
(n = 17)

Received allocated intervention (n =14)

Did not receive allocated intervention (n = 3)
(Forgot = 2, Doctor present = 1)

Allocated to titrated oxygen
(n = 18)

Received allocated intervention (n =13)

Did not receive allocated intervention (n =5) 
(Thought ineligible = 1, Forgot = 4)

Lost to follow up 
(n = 0) 

Discontinued intervention (n = 2)
(Not conveyed = 2) 

Lost to follow up 
(n = 0)

Discontinued intervention (n = 5)
(Started breathing = 1, Doctor present = 1 , 

Poor SaO2 trace = 2, Not conveyed = 1)

Analysed (n = 17)

Excluded from analysis
 (n = 0)

Analysed (n =18)

Excluded from analysis
(n = 0)



Patient Outcomes and Follow Up

100% oxygen

(n = 17)

Titrated 

oxygen

(N = 18)

Re-arrest following initial ROSC 8(47) 3(17)

Death recognised on scene n (%)* 2 (12) 1 (6)

Survival to discharge n (%) 3 (18) 10 (55)

Survival to 90 days n (%) 3 (18) 10(55)

*Data missing for two patients; one from each group





• Stopped early due to the Covid pandemic

• Targeting low normal oxygen saturations pre-hospital risks 

causing significant hypoxia

• High survival to hospital discharge (>40%) and % of shockable 

rhythms (>60% in both groups), limits generalizability



Carbon Dioxide After ROSC

• Hypocapnia is bad

• Hypercapnia is probably bad too

• Likely “U-shaped curve”

• Aim for normal: 4.5–6.0 kPa (35–45 mmHg)

• Lung protective ventilation (6–8 mL/kg ideal 
body weight)



Blood Pressure After ROSC

• A-line valuable, but rarely urgent

• ED echocardiography to assess pathology 
and function

• Target MAP to achieve normal or decreasing 
lactate

• Consider fluids, noradrenaline, dobutamine

• Consider early mechanical circulatory 
support (intra-aortic balloon pump, LVAD, 
ECMO) if shocked or unstable





• A total of 802 patients were enrolled in the trial from March 2017 

to December 2021. 

• 789 patients in the trial intention to treat analysis.

• The baseline characteristics of the patients were well balanced in 

the two blood-pressure.

• The median time from cardiac arrest to randomization was 146 

minutes (interquartile range, 113 to 187). 





Temperature after ROSC

TTM2:

• International, multicentre, randomised superiority trial

• Randomised in the ED to hypothermia (target 33o) or 
normothermia (<37.8o)

• 1900 randomised

• 1861 analysed ITT: 930 in Hypothermia arm, 931 in 
Normothermia arm

• 1850 analysed for survival (11 lost to follow-up)

• Baseline characteristics very similar



Questions remain regarding the effect of very early cooling



Physiological Optimisation 
Following ROSC



Other Things…

• Blood glucose

• Seizure control

• Aspiration pneumonia

• Stress ulcer prophylaxis

• Deep venous thrombosis prophylaxis
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