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	Abbreviation
	Explanation

	AE
	Adverse Event

	CACE
	Complier Average Causal Effect

	CAG
	Confidentiality Advisory Group

	CEAC
	Cost Effectiveness Acceptability Curves

	CHEERS
	Consolidated Health Economic Reporting Standards

	CI
	Confidence Interval

	CONSORT
	Consolidated Standards of Reporting Trials

	CRF
	Case Report Form

	DMC
	Data Monitoring Committee

	EQ-5D-5L
	Health-related Quality of Life

	HDU
	High Dependency Care

	HRQoL
	Health Related Quality of Life

	ICE
	Intercurrent Event

	ICER
	Incremental Cost Effectiveness Ratio

	ICH
	The International Council for Harmonisation of Technical Requirements for Pharmaceuticals for Human Use

	ICNARC
	Intensive Care National Audit and Research Centre

	ICU
	Intensive care unit

	IHCA 
	In hospital Cardiac Arrest

	IPW
	Inverse Probability Weighting

	ITT
	Intention-to-Treat

	MAR
	Missing at Random

	MICE
	Multivariate Imputation by chained equations

	mRS
	Modified Rankin Scale

	NCAA
	National Cardiac Arrest Audit

	NDOO
	National Data Opt Out

	NHS
	National Health Service

	NICE
	National Institute of Health and Care Excellence 

	NIHR
	National Institute of Health Research

	NMB
	Net Monetary Benefit

	PCA
	Prescription Cost Analysis

	PEA
	Pulseless Electrical Activity

	PPI
	Patient and Public Involvement

	PSS
	Personal Social Care

	PWA
	Progressive Web Application

	QALY
	Quality adjusted life years

	ROSC
	Return of Spontaneous Circulation

	SAE
	Serious Adverse Events

	SGA
	Supraglottic Airway Device

	SHEAP
	Statistical and Health Economic Analysis Plan

	T
	Test Statistic 

	TI
	Tracheal Intubation

	VF
	Ventricular Fibrillation

	VT
	Ventricular Tachycardia

	WCTU
	Warwick Clinical Trials Unit
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[bookmark: _Toc199840968][bookmark: _Toc218603820]SAP revision history

	SAP Version
	Protocol Version
	Date and timing of revision
	Details of revision
	Approval date

	0.8
	4.1
	6 January 2026
	Updated based on the comments from TSC independent statistician
	

	0.7
	4.1
	17th September 2025 
	Inclusion of unblinding information
	NA

	0.6
	4.1
	5th August 2025
	Update following VTC approval
	N/A

	0.3-0.5
	4.0
	24th June 2025
	Updates following pending VTC submission
	N/A

	0.2
	2.0
	11th April 2023
	Initial draft
	N/A


[bookmark: _Toc199840969]
The Data Monitoring Committee (DMC) received some unblinded data during the closed session of their meeting held on 16 November 2023 and subsequently requested to remain unblinded to this data for all future reports. At that time, the unblinded data were available to the DMC members and the trial statisticians (RL, AH, and KB).
During the DMC meeting on 12 December 2024, unblinded data relating specifically to treatment crossover and non-compliance were shared with the DMC, the trial statisticians, and members of the core trial team, including the Chief Investigator (JB), Trial Manager (JC), and Senior Project Manager (KS). This report contained information solely on crossover and non-compliance and did not include any outcome data.
The SHEAP was written prior to any unblinding on the 12 December 2024. The table below summarises all amendments made to the SHEAP following the unblinding (i.e. all versions subsequent to SHEAP V0.2) and indicates whether awareness of the unblinded information influenced the statistical strategy. 

	Changes to SHEAP following unblinding 
	Has unblinding impacted/changed our previous statistical strategy (N/Y)

	Section 2.6: The sample size has been revised to 2624 from the original sample size of 4190. This was due to changing the primary outcome analysis from a binary analysis (good vs poor outcome) to an ordinal analysis (scores 0-6) and including a 10% inflation to account for non-compliance. 

	No (inflation of non-compliance rate referred to the overall non-compliance rate, not split by arm)

	Section 3.2.2: Clarification of the definitions of crossover and non-compliance 
	No

	Section 3.2.3: Updates to interim analysis following sample size revision
	No

	Section 4.2: Update to include of National data opt outs in the primary analysis following low recruitment
	No

	Section 5.3.1: Update to analysis of primary outcome from binary to ordinal
	No

	Section 5.3.2: Update to the sensitivity analysis for crossovers
	No

	Section 5.3.3: Inclusion of meta-analysis details with the HART trial
	No

	Section 6.1: Updates to health economic analysis following sample size revision
	No

	Section 6.4.3: Update to health economic analysis to account for crossovers
	No

	Appendix A: Inclusion of Figure A to aid in crossover and non-compliance definitions
	No

	Appendix A: Inclusion of detailed outcome match for meta-analysis with the HART trial
	No



[bookmark: _Toc218603821]Administrative details

The study will be analysed with regard to Good Clinical Practice (GCP) as laid out in Warwick Clinical Trials Unit (WCTU) Standard Operating Procedures (SOPs). 
All sensitive and confidential material is encrypted, and access is limited to the Trial Statistician(s) and their nominated access back up.
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[bookmark: _Toc218603823]Objectives and Design of the Trial

[bookmark: _Toc218603824]Objectives

The primary of secondary objectives of the trial are as follows.
Primary Objective: The primary objective of this trial is to determine the clinical effectiveness of SGA versus TI during IHCA by evaluating functional status, measured by modified Rankin Scale (mRS) score, assessed at hospital discharge or at 30 days post-randomisation, whichever occurs sooner. 
Secondary Objective: Secondary objectives include completing a 6-month pilot study to confirm feasibility and measuring the cost-effectiveness of SGA compared with tracheal intubation using health economics assessment of major in-hospital resource use.

[bookmark: _Toc218603825]Trial Design

This is a two-arm, multi-centre, open-label, pragmatic, individually randomised, superiority trial with 1:1 allocation integrated health economic evaluation to determine the clinical and cost effectiveness of Supraglottic Airway Device (SGA) versus Tracheal Intubation (TI) during In-Hospital Cardiac Arrest (IHCA).
Multi-centre
The trial will be conducted in the actual setting in NHS hospitals throughout the UK.
Open label
The two methods of airway management cannot be blinded due to the physical differences of the device and the method required. The clinician applying the airway management will be able to discriminate between devices and is therefore open label. 
Individually randomised
Each eligible patient will be randomised with an allocation ratio 1:1 to SGA:TI. The randomisation algorithm will be provided by Warwick Clinical Trials Unit (WCTU). A computer-generated randomisation sequence will be created, stratified by hospital site and time of day (8am to 6pm daily, or outside of these hours). Time of day is included as a stratification variable because cardiac arrests overnight tend to have less favourable outcomes.
Superiority
There is no control intervention as the trial aims to provide a recommendation on which airway device between SGA and TI works better. The null hypothesis is therefore that there is no difference in outcome between SGA and TI devices. 

[bookmark: _Toc218603826]Outcome measures

Primary outcome: Functional status measured by mRS[1,2] score at hospital discharge or at 30 days post-randomisation, whichever occurs first. 
Secondary Outcomes: The list of secondary outcomes are as follows.
· Regurgitation during resuscitation: stomach contents seen in the patient’s pharynx, mouth, or nose), and whether this occurred before, during or after advanced airway management.
· Aspiration during resuscitation: stomach contents seen below the vocal cords, inside a correctly placed tracheal tube or the airway channel of a correctly placed supraglottic airway device), and whether this occurred before, during or after advanced airway management.
· Return of Spontaneous Circulation (ROSC) > 20 minutes
· Length of stay in ICU
· Length of stay in hospital
· Survival status at hospital discharge, 3 and 6 months
· mRS score at 3 and 6 months 
 Health Economics Outcome:
· Health-related Quality of Life (EQ-5D-5L)[3]  at discharge or 30 days (whichever occurs sooner), 3 and 6 months
Safety Outcomes: Adverse events/ Serious adverse events
[bookmark: _Toc218603827]Data Sources for AIRWAYS-3

The following data sources will be used to get the desired data for AIRWAYS-3 study.
i. National Cardiac Arrest Audit (NCAA): primary outcome, cardiac arrest details, and other outcomes. A mechanism is in place to direct data entry to the trial database. This will allow sites including overseas sites that are not enrolled in the NCAA to recruit to AIRWAYS-3.
ii. Case Report Forms (CRFs): Primary outcome will also be collected through CRF as a backup for NCAA. In case of any discrepancies between the sources, NCAA will be used as the “gold standard”.
iii. Intensive Care National Audit and Research Centre (ICNARC): Details of admission to hospital and to ICU, and demographic data
iv. NHS digital: We hope we will be able to collect everything we need for the trial from the above sources. However, we may need to link with NHS digital if we have any patients not part of ICNARC or NCAA. ]
[bookmark: _Toc218603828] Sample Size - Original

A total sample of size 4190 patients (2095 patients per group) would be required to detect a superior clinical absolute significant difference of 3% in ‘good’ functional outcome (11.5% with SGA and 8.5% with TI) between the treatment arms at 5% level of significance and 90% power (mRS scores 0-3 corresponds to “good” functional outcome). The sample size was not inflated to accommodate for the withdrawal of participants (including national opt out) because we have approval from the Wales 1 Research Ethics Committee and the Confidentiality Advisory Group (CAG) to collect the primary outcome for everybody randomised in the trial.

[bookmark: _Toc218603829]Sample Size -Revised

In January 2025, the study passed the milestone of 1000 participant recruitment, and the recruitment rate was 1.3 per month per site. However, the total recruitment number was below the target recruitment. This was due to several factors including a delayed start resulting from a protracted CAG approval process, slower than expected site opening and patient enrolment, and being unable to recruit in Scotland and Northern Ireland due to legislative restrictions in these devolved administrations. Consequently, it was evident that reaching the original recruitment target of 4,190 participants would not be feasible without a significant time and cost extension. One of the alternative approaches to complete the trial within a reasonable time frame and funding envelope was to reduce the sample size by considering a power of 80% instead of 90% (as in the original sample size calculation) and analysing the primary outcome as ordinal instead of a binary outcome (as proposed in the original application). This was discussed with the NIHR in a monitoring meeting on 16 September 2024, and it was agreed that the research team would submit this variation to contract application.
In the original application, it was assumed that the proportion of ‘good functional outcome (mRS score 0-3)’ was 8.5% and a 3% minimum clinical absolute significant difference (relative change 35.3%) was considered. However, using data from 31st May 2024, we observed that the overall proportion of a good functional outcome was 5.6%, which was lower than the expected rate of 8.5%. Consequently, the assumed 3% minimum clinical absolute significant difference results in 73.2% relative change, which seemed implausible clinically. With the advice from the Data Monitoring Committee (11th July 2024) and Trial Steering Committee (1st August 2024), we planned to adjust our sample size calculation to reflect the currently observed rate of a “good functional outcome”, in terms of the relative difference, while reducing the minimum clinically significant difference to detect from 3% to 2.5%. 
With the revised parameter estimates, a total sample size of 2360 patients (1180 patients per group) would be required to detect a superior clinical absolute difference of 2.5% in ‘good functional outcome’ (6.85% with SGA and 4.35% with TI, relative change 57.5%) between the treatment arms at 5% level of significance and 80% power (see appendix A for more details). The probabilities used for each mRS score (0-6) are respectively 0.016, 0.006, 0.012, 0.009, 0.003, 0.002, and 0.952. The latter sample size provided a good balance between an adequately powered study as well as detecting a favourable treatment effect.
While reviewing our sample size, we further examined the protocol non-compliance in the study. The trial is a complex study conducted during the most severe life-threatening emergency, and clinical safety is paramount. Non-compliance is expected, and common in similar trials. To date we have focussed on “crossover” (where participants receive the alternative intervention to that which they were assigned). This usually occurs for clinically justified reasons. The DMC has set a maximum threshold of 15% for crossover, which has been achieved consistently to date, the current rate 13%.
However, we observed that, in addition to the crossover described above, 12% of patients are receiving no trial intervention (no advanced airway management). The reasons include:
i.  Following randomisation, the patient achieves a return of spontaneous circulation (ROSC) before any advanced airway intervention is provided.
ii. Following randomization, the resuscitation attempt is identified as inappropriate or futile before any advanced airway intervention is provided.
iii. Incomplete understanding of the study protocol amongst cardiac arrest resuscitation team members.
iv. Variation in clinical practice.
v. Confusion regarding the definition of non-compliance.
vi. Lack of equipoise amongst individual clinicians in a small number of sites.
To address these issues, we have implemented a coordinated programme of interventions and associated training at individual site level, reviewed and approved by our DMC and TSC. Sites have acknowledged the required changes and actions and have shown eagerness to continue to support the successful completion of the trial. We therefore anticipate reducing the non-compliance rate to 10%. To account for the observed non-compliance, following formal review by the DMC, TSC and Sponsor, including consultation with patient and public partners, we agreed to inflate the revised sample size by 10% to 2,624 to account for the observed non-compliance.

[bookmark: _Toc218603830]Randomisation

Treatment allocation will be concealed prior to randomisation using a bespoke, computerised randomisation system using Progressive Web Application (PWA). Eligible participants will be individually randomised with a 1:1 allocation ratio to either SGA or TI arm using a secure, online, central computer-based randomisation system provided by the WCTU programming team, independent of the trial team. The randomisation process will be minimisation stratified by hospital site and time of day (8am to 6pm or outside of these hours). Time of day is included as a stratification variable because cardiac arrests overnight tend to have less favourable outcomes.

[bookmark: _Toc199840977][bookmark: _Toc218603831]Timing of final analysis

The final analysis will be conducted when all participants have completed their 6-months post-randomisation follow-up. 

[bookmark: _Toc218603832]Monitoring of the Trial

Monitoring of the trial is a continuous process, from the start to the end of the study. There are two main components of monitoring:

1. Operational (logistical) monitoring of the trial
2. Statistical monitoring of the trial

[bookmark: _Toc218603833]Operational Monitoring of the Trial

This section explains how we monitor the recruitment of the patients including withdrawals, protocol violations and deviations.
[bookmark: _Toc218603834] Screening data
Screening logs will be assessed to examine reasons why patients have not been enrolled into the study.
· A CONSORT diagram showing the flowchart of patients recruited in the study will be illustrated as in Figure 3.1a
· A detailed diagram showing the flowchart from recruitment to hospital discharge will be illustrated as in Figure 3.1b	
[bookmark: _Toc218603835] Eligibility 
Patients are eligible to be included in the trial if they meet all the inclusion criteria and none of the exclusion criteria.

Inclusion Criteria	
· Adult (known or believed to be age>= 18)
· In-hospital cardiac arrest, attended by the hospital cardiac arrest team in response to a cardiac arrest call (2222 or equivalent), and when a clinician permitted to undertake both tracheal intubation and supraglottic airway placement (so that either intervention can be delivered) is present.
· Undergoing resuscitation requiring advanced airway management in the opinion of the trained clinician responsible for randomisation. 
Exclusion Criteria
· Patients who have a cardiac arrest outside hospital and who are transported to the
hospital in ongoing cardiac arrest
· People who are not a hospital inpatient (e.g., visitor, relative, staff or outpatient)
· Patients who are already tracheally intubated at the time of eligibility assessment
· Patients known to be pregnant
· Patients with a functioning tracheotomy  

[bookmark: _Toc199840983][bookmark: _Toc218603836]Recruitment
A CONSORT diagram showing the flowchart of patients recruited in the study will be illustrated in Figure 3.1a.

[bookmark: _Toc218603837]Withdrawals and Follow-up
Withdrawals will be summarised using frequencies and percentages as in Table S1. The timing of withdrawal will be noted as such
· withdrawals before hospital discharge or at 30 days post randomisation, whichever occurs sooner
· withdrawals at 3 months follow up, and
· withdrawals at 6 months follow up
[bookmark: _Toc199840985][bookmark: _Toc218603838]Baseline patient characteristics
The continuous baseline data will be summarised with descriptive statistics, including n (no. of observed values), mean, standard deviation, median, interquartile range and n of missing data. The categorical baseline data will be summarised with frequency counts and percentages (Table B3). 

[bookmark: _Toc218603839]Protocol violations and deviations
Protocol violations and deviations will be tabulated as in Table B11.
[bookmark: _Toc218603840]Safety data
The Adverse Events (AEs) and Serious Adverse Events (SAEs) will be reported in a listing by treatment arm (see Table B10).
[bookmark: _Toc218603841]Unblinding
Most of the outcomes are objective and will not be influenced by knowledge of treatment allocation. It will not be possible to blind clinical team members to treatment allocation following randomisation. Therefore, there is no requirement for unblinding procedures due to the open-label nature of the trial. 

[bookmark: _Toc218603842]Statistical Monitoring of the Trial

[bookmark: _Toc218603843]Assessment of bias
The baseline characteristics of the enrolled patients by treatment arms will be assessed and reported to the DMC in the DMC meetings.  In addition, we will report the baseline characteristics of the adhered and non-adhered patients by treatment arms (as in Table B3) to see if any systematic bias in recruiting participants into the study.
[bookmark: _Toc218603844]Adherence and Crossover
[bookmark: _Toc202878091][bookmark: _Toc202878155]Adherence will be defined as receiving the allocated intervention as the first attempt at advanced airway management following randomisation. If a second attempt at advanced airway management is made this should also be the allocated intervention. Any attempts made after the 2nd attempt do not need to be the allocated intervention. 

If no second attempt at advanced airway management is made, but the first attempt is the allocated intervention, this will be defined as adherent. 

If a second attempt at advanced airway management is made and this is not the allocated intervention this will be defined as non-adherent. 

If no attempt at advanced airway management is made, this will be defined as non-adherent.

Crossover is a sub-set of non-adherence and will be deemed to have occurred when the alternative advanced airway management strategy is used within the first two attempts (i.e., patients randomised to SGA receive TI, or vice versa).
See Appendix Figure A for the routes for each type of non-adherence. 

[bookmark: _Toc218603845]Interim analysis and stopping guidance
Formal interim analyses will be planned to assess early stopping either for efficacy or harm during the main trial, whilst maintaining the type I error rate of 5%. With the original sample size 4190 (Section 2.5), the following two interim analyses were planned.
· when approximately 10% of the total patient data (n=419) are available (early monitoring), and
· when 50% of the total patient data (n=2095) are available (mid-way monitoring).
The first interim analysis with the 10% of the data (n=419) based on the original sample size was not done because the data from NCAA was not available (primary outcome mRS score is captured in NCAA). 
With the revised sample size of 2624 (Section 2.6), the next interim analysis will be conducted halfway through the study, that is, when 50% of the total patients’ (target sample size) outcome data (n=1312) are available. This was agreed with the DMC (17th January 2025 via email), and the results will be presented in the DMC (30th September 2025).
[bookmark: _Hlk201741655]Considering only one interim analysis at the halfway through the study with the revised sample size, the O’Brien and Fleming boundaries [4,5] to reject the null hypothesis are -2.80 or 2.80. That is, we will reject the null hypothesis if the value of the test-statistics (T) falls outside the interval -2.80 < T< 2.80 (or equivalently if the p-value <0.005). In the final analysis, we will reject the null hypothesis if the p-value<0.048.
	Analysis
	Critical Value 
	alpha

	Interim 
	-2.80 or 2.80 
	0.005

	Final
	-1.98 or 1.98
	0.048


[bookmark: _Toc201239593][bookmark: _Toc201239652][bookmark: _Toc202341375][bookmark: _Toc202877263][bookmark: _Toc202877330][bookmark: _Toc202878094][bookmark: _Toc202878158][bookmark: _Toc202878281][bookmark: _Toc202878343][bookmark: _Toc204872213]
[bookmark: _Toc218603846]Analysis Approach and Analysis data 

[bookmark: _Toc218603847]Analysis approach

All analysis will be done using treatment policy strategy, i.e., Intention-to-Treat (ITT). The participants will be analysed according to the treatment arm they were allocated to, irrespective of the treatment they received. All participants will be included in the analysis regardless of whether they adhered to the protocol. 

[bookmark: _Toc218603848]Analysis datasets

The national data opt out requires that patients who have previously indicated that they do not wish their data to be used for research are not included in research studies unless they expressly give their consent to do so. This trial enrols participants without prior consent, and there is also no opportunity to confirm the patient’s national data opt out status prior to enrolment. As a result, we anticipate that we will inadvertently enrol patients who have a national data opt out in place.  As we mentioned in Section 3.2.1, we have approval from the Wales 1 Research Ethics Committee and the Confidentiality Advisory Group (CAG) to collect the primary outcome for everybody randomised in the trial.
We anticipate that some patients will be randomised but will be ineligible and therefore not included in the ITT analysis.  An independent adjudication committee will determine who will be included or not included in the statistical analysis.  For the post-randomisation exclusions, we will assess their baseline, and any other data collected (that they have agreed to) to ensure that this group is similar to the study (ITT) population and no bias has occurred in excluding these. 
Originally, following consultation with our PPI advisors, we proposed to withdraw from the study all patients who had registered a national data opt out as soon as possible after enrolment. Only a record of the total number of patients withdrawn from each arm for this reason would be retained to comply with the conventions of CONSORT trial reporting and confirm that the proportion of patients with a national data opt out was the same in the two trial groups. 
However,  it was decided by the trial monitoring committee on 16th June 2025 to keep the primary outcome data for NDOO participants. These participants would not be followed up or contacted, but anonymised data, including their primary outcome, would be retained for inclusion in the primary analysis. Due to anonymisation, no data linkage will be performed on these participants, with primary outcome data instead being provided via a separate CRF. 

[bookmark: _Toc218603849]Observed dataset
This will comprise all the data observed with missing values.
[bookmark: _Toc218603850]Imputed dataset
The missing data information will be indicated by footnotes for table and figures. If the amount of missing data differs between the treatment arms, potential reasons will be explored.
We anticipate that there will be a small amount of missing data for outcomes. The AIRWAYS-2 had very little missing primary outcome data (0.08%), less than 1.5% for all other outcomes but one of the secondary outcomes had 6.4% missing data [6]. In AIRWAYS-2, no imputation was done for the primary analysis as only 0.08% primary outcome data are missing. However, in AIRWAY-3, we will follow the following strategy to handle the missing data.
· If the proportion of missing outcome data is less than 5% then only complete case analysis will be performed (i.e., excluding cases with missing outcome data). 
· If the proportion of missing outcome data is above 5%, multiple imputation method will be considered under the assumption that data are missing at random (MAR).

[bookmark: _Toc218603851]Estimand Framework and Main Statistical Analysis 

[bookmark: _Toc199840997][bookmark: _Toc218603852]Statistical Principles

[bookmark: _Toc199840998][bookmark: _Toc218603853]General considerations
The primary outcome data will be summarised with frequency count and percentages (Table B4). The continuous secondary outcomes will be summarised with descriptive statistics using n (no. of observed values), mean, standard deviation, median, interquartile range and no. of missing data by treatment arms (Table B4). The categorial secondary outcomes data will be summarised with frequency count and percentages (Table B4). 
[bookmark: _Toc218603854]Confidence Interval and p-values
All statistical tests will be two-sided at the 5% significance level. The estimate, 95% confidence interval (95% CI) and p-value will be reported for each test undertaken (and may be presented as part of the reporting, depending on the journal). 

[bookmark: _Toc218603855]Estimand framework of the trial

In line with the ICH E9 (R1) addendum on Estimand and sensitivity analyses in clinical trials, Table 1 presents the Estimand framework in relation to the primary outcome of the trial.
	Table 1: Estimand framework for the primary outcome of AIRWAYS-3

	Estimand attribute
	Description


	Objective
	To determine the clinical and cost effectiveness of SGA versus TI during IHCA

	Treatment condition
	   SGA compared to TI at hospital discharge or at 30 days post-randomisation, whichever occurs sooner

	Population
	Adults (known or believed to be age >= 18) who had IHCA, undergoing resuscitation requiring advanced airway management, and attended by the hospital cardiac arrest team including, a clinician permitted to undertake TI and SGA airway placement 

	Variable (outcome)
	The ordinal modified Rankin Scale (mRS) score assessed at hospital discharge or at 30 days post-randomisation, whichever occurs sooner.  

	Summary measures
	Odds ratio/risk difference of "good" functional status between treatment conditions (with 95% CI).

	Intercurrent events (ICE)1
	· ICE1: Crossover
· ICE2: Non-adherence

	Strategies for handling intercurrent events
	· ICE1: Treatment policy – 
· ICE2: Treatment policy – 


	1 Death would be an intercurrent event in this trial, but it’s not listed here as we can observed the outcome data mRS for the participants who died at discharge or 30 days whichever occurs sooner.



[bookmark: _Toc218603856]Main Statistical Analysis

[bookmark: _Toc218603857]Analysis of the primary outcome
The ordinal mRS score will be summarised with frequency counts and percentage by arm. The ordinal regression model will be fitted using proportional odds models. The main analysis will be an unadjusted analysis.  If proportionality assumption is violated then generalised ordinal logistic regression model will be used but need to be cautious to interpret the estimates. If possible, where data allows, the model will be adjusted for the baseline covariates: age, sex, and stratification variables: hospital site (random effects) and time of day (fixed effect). Again we need to be cautious to interpret the adjusted treatment effect estimate. The unadjusted and adjusted odds ratios/risk difference will be presented along with their 95% CI.  
The ordinal nature of the primary outcome will also be assessed using sliding dichotomy as a secondary analysis.
Sliding dichotomy [7,8]:  The baseline prognostic covariates will be used to calculate the probability of unfavourable outcome at discharge or 30-days at hospital, whichever occurs first, using a logistic regression model. The patients will then be grouped into three bands of equal size: best, intermediate, and worst based on their calculated probabilities which are ordered from lowest to highest. In each band, the primary outcome will be redefined by using a modified cut-off point. The adjusted logistic model will be applied in each band. Pooled results will be derived and presented from the three models.  

The dichotomised nature of the primary outcome will be assessed as a secondary analysis.
The mRS score is a 7-point scale (0-6) that is widely used in cardiac arrest research and often dichotomised into 0-3 versus 4-6 categories. The category 0-3 approximating the proportion of patients with a ‘good’ functional outcome and the category 4-6 score approximating the proportion of patients with a ‘poor’ functional outcome. A mRS score of 6 indicates that the patient has died. 
The dichotomised mRS score (‘good (0-3)’ and ‘poor (4-6)’ will be summarised with descriptive statistics (frequency and percentage) by arm. A mixed-effect logistic regression model will be fitted to estimate the treatment effect. The model will be adjusted for the baseline covariates: age, sex, and stratification variables: hospital site (random effects) and time of day (fixed effect). The unadjusted and adjusted odds ratios/risk difference will be presented along with their 95% CI.  

[bookmark: _Toc218603858] Handling Intercurrent events
 The effects of the intercurrent events crossover (ICE1) and non-compliance (ICE2) on the primary outcome, as stated in the estimand framework (Table 1), will be investigated as below. 
crossover (ICE1): The impact of crossover on primary analysis will be investigated using inverse probability weighting (IPW) method. 
Non-adherence (ICE2): Non-adherence is defined in section 3.2.2.  Non-adherence will be assessed using IPW method where first we will calculate the probability of being complier for each participant and then will use these probabilities into the model to estimate the treatment effect.

[bookmark: _Toc218603859] Sensitivity analyses for the primary outcome 
Imputation Analyses: As stated earlier, we anticipate a small amount of missing data for outcomes. The imputation analysis will be considered if the proportion of missing outcome data is more than 5%. 
The imputation analysis will be carried out using multiple imputation and the MICE (multivariate imputation by chained equations) procedure in STATA.  MICE operate under the assumption that given the variables used in the imputation procedure, the missing data are Missing at Random (MAR), which means that the probability that a value is missing depends only on observed values and not on unobserved values. The list of variables included in the adjusted model mentioned earlier will be included in the imputation model. The number of imputations will be decided based on the fraction of missing information [11]. The estimates from be imputed data sets will be combined using Rubin’s rule.
Bayesian analysis: To complement the planned frequentist analysis, the primary outcome will also be analysed using Bayesian methods to evaluate the robustness of the frequentist analysis results under different prior assumptions about the treatment effects. A fixed treatment effect will be considered in the Bayesian model and adjustment for known strong prognostic factors will align with the frequentist model.
We will assume a range of prior distribution (non-informative, sceptical, and optimistic) for the different perspectives on the expected treatment effect (expressed as odds ratio) of using a supraglottic airway (SGA) versus tracheal intubation (TI) on functional status measured by the modified Rankin Scale (mRS) score. Non-informative prior will reflect no prior belief for the treatment effect. Sceptical prior will assume no treatment effect with odds ratio of around 1.0. Optimistic prior will be considered for both SGA and TI, with for the former assuming odds ratio greater than 1.0 and the latter assuming odds ratio less than 1.0. The variance of the prior distribution will depend on the outcome being analysed and will be categorized as strong, moderate, or weak to allow for a range of beliefs. We will be able to estimate the variance of the prior distribution and in turn the variance estimates for the sceptical and optimistic distributions following the formalized interim analysis, when data are available and discussion with the Data Monitoring Committee (DMC) has taken place.
Posterior probabilities will be estimated using Markov Chain Monte Carlo methods with burn-ins period, large number of iterations, and a thinning rate to minimize autocorrelation in the sampled data. The posterior distributions will be summarized using mean odds ratios and highest posterior density 95% credible intervals, providing a probabilistic range for the effect size.

Meta Analysis: Once both the AIRWAYS-3 trial and HART trial are completed, we plan to carry out a meta-analysis combining the primary and secondary outcomes of the two trials. The outcomes we will combine are:
· mRS at 30 days or discharge (whichever is first) – primary outcome of AIRWAYS-3
· Alive and ventilator free survival - primary outcome of HART trial 
· Initial ventilation success
· Regurgitation and aspiration during resuscitation 
· Return of spontaneous circulation 
· Length of stay in ICU
· Length of stay in hospital
· Survival status at hospital discharge
· Serious adverse events
Secondary outcomes that won’t be matched due to not being collected in the HART trial are:
· Survival status at 3 and 6 months
· mRS score at 3 and 6 months
· Health related quality of life (EQ-5D-5L) at discharge, 3 months, and 6 months.
Full details of how the outcomes will be matched can be found in Appendix (Table A2).


[bookmark: _Toc218603860]Analysis of the Secondary Outcomes

The following tables presents the details of the secondary outcome data collection.
	Table 2: Details of the secondary outcome measures

	Secondary outcome
	Timing
	Scoring/values
	Data source

	Regurgitation during resuscitation
	During airway management attempt
	Yes/no (per attempt)
	CRF

	Aspiration during resuscitation
	Post-randomisation after airway management attempt 
	Yes/no (per attempt)
	CRF

	ROSC>20 minutes
	Post-randomisation after airway management attempt 
	Yes/no 
	NCAA, CRF

	ICU and Hospital length of stay
	During ICU/hospital stay
	Days from the point of randomisation
	NCAA, ICNARC

	Survival status 
	Post-randomisation after airway management attempt at discharge/30 days, 3 months, and 6 months
	Yes/no
	CRF, ICNARC, NHS digital

	mRS score at 3 months and 6 months
	At 3 months and 6 months follow up
	Similar to the primary outcome, Section 5.2
	CRF

	Heath Economics outcome
	See  Section 9.
	CRF



The secondary outcomes will be assessed using ITT approach. First, the secondary outcomes will be summarised with descriptive statistics (count, mean, standard deviation, median, and interquartile range for numerical variables, and frequency and percentage for categorical variable). The binary secondary outcomes will be analysed using random effects logistic regression model adjusted for the baseline covariates: age, sex, location of arrest, and stratification variables: hospital site (random effects) and time of day (fixed-effect). The continuous secondary outcomes will be analysed using linear mixed effect model adjusted for adjusted for the baseline covariates: age, sex, location of arrest, and stratification variables: hospital site (random effects) and time of day (fixed-effect). For all the analyses, the unadjusted and adjusted estimate will be reported along with their 95% CI (Table B4). Table 3 presents the summary of the secondary analysis.
	Table 3: Summary of the secondary outcome analysis methods

	Secondary outcomes
	Analysis methods 

	Regurgitation during resuscitation 
	Mixed effect logistic regression model

	Aspiration during resuscitation 
	Mixed effect logistic regression model

	ROSC>20 minutes
	Mixed effect logistic regression model

	ICU & Hospital length of stay
	Linear mixed model

	Survival at hospital discharge, 3 months and 6 months
	Mixed-effect logistic regression model 


	mRS score at 3 months and 6 months 
	Similar to the primary outcome explained in Section 5.2



[bookmark: _Toc199841006][bookmark: _Toc218603861]Safety outcome analysis

As stated in Section 3.1.7, the AEs and SAEs will be reported in a listing by treatment arm (Table B10). Then we will investigate if there is any association between the incidence of AE/SAE and treatment arms using chi-square test.

[bookmark: _Toc218603862]Subgroup analysis

Exploratory subgroup analysis will be performed for the pre-specified subgroup variables. 
· Initial rhythm (shockable/non-shockable) 
· Supraglottic airway (SGA) is in place at the point of randomisation (yes/no)
The subgroup analysis will be conducted using ITT approach. It will involve modelling the primary outcome as explained in Section 5.3.1 adding an interaction term into the model for treatment and subgroup variable. As these analyses are post-hoc analyses which are not powered for any effect size, emphasis will not be based on the statistical testing, rather than the point estimates and 99% confidence intervals (Table B12).
[bookmark: _Toc218603863]Statistical software
STATA version 18 or above will be used for statistical analysis.

[bookmark: _Toc218603864]Health economics analysis
 This section outlines the methods that will be used to conduct the AIRWAYS-3 within-trial cost-effectiveness analysis.
[bookmark: _Toc218603865]General principles of economic analysis
A within-trial analysis will be conducted following the ITT principle. The base case analysis will apply a National Health Service and Personal Social Care (NHS/PSS) perspective in line with the National Institute of Health and Care Excellence (NICE) recommendation for health technology appraisal[10]. Secondary analysis will consider costs from a wider societal perspective. A 6-month analysis time horizon will match the trial follow-up period of 6 months following IHCA. There will be no discounting of within-trial costs and outcomes as these will be collected within a calendar year. If the trial horizon is extended beyond 12 months by modelling, costs and outcomes will be discounted at a 3.5% discount rate in line with NICE reference case[12]. The findings of the economic evaluation will be reported in accordance with the Consolidated Health Economic Reporting Standards (CHEERS) statement for reporting economic evaluation[13].
Following revision of the sample size, and at the request of the funder, we extended the scope of the proposed health economic evaluation in July 2025. Our extended health economic analysis now includes a more comprehensive treatment of uncertainty and specifically considers the ‘real world’ NHS systems and constraints. This will provide NHS service commissioners with important information to guide their future decisions.

[bookmark: _Toc218603866] Resource use and costs
Data will be collected on health and social care service use and cost for each trial participant during the period between randomisation and six-months post-randomisation. Resource use will include: i) trial interventions, ITU resource utilisation and specific treatments (e.g., cardiovascular support) using information collected from the Intensive Care Research National Audit Programme (ICNARC) and supplemented by trial CRFs, ii) information on subsequent hospital inpatient and day case admissions (ICU, HDU and ward days) and outpatient visits will be collected though Hospital Episode Statistics. iii) medications used, community care visits, personnel and social services used, and aids and adaptation used will be collected through trial case report forms (CRF). A sensitivity analysis will replicate the economic analysis from a societal perspective and include out of pocket costs and costs due to lost productivity, captured through CRFs. Resource units in each trial arm will be valued using the National Schedule. Unit costs for community care services will be valued using Personnel and Social Services Unit costs compendium[14] Where appropriate, a per diem costs for in-patient hospital care, delineated by level of intensity will be valued using NHS reference costs[15]. Medication will be costed using the Prescription Cost Analysis (PCA)[16]. Personal and social services used will valued using the PSSRU[14]. Aids and adaptation received will be valued using prices from the NHS supply chain catalogue. Costs due to lost productivity will be valued using published national average weekly earnings[17]. 
[bookmark: _Toc218603867]Outcomes 
In accordance with NICE guidelines, the primary outcome for the within-trial analysis is the quality adjusted life years (QALYs) measure[10]. The QALY combines time and health-related quality of life into a single metric using an area-under-the-curve calculation [18]. Health related quality of life data will be collected from trial participants using the Euroqol EQ-5D-5L[19] at hospital discharge or 30 days post-IHCA, 3- and 6-months post-randomisation, and converted into health state utilities. The EQ-5D-5L is a generic preference based five-dimensional multi-attribute instrument for measuring health-related quality of life. There are two versions of the questionnaire: the 3-level and 5-level version. Patients in AIRWAYS-3 will complete the 5-level version. Where a patient lacks capacity to complete a questionnaire, appropriate proxies will be asked to complete the questionnaire.
Obtaining baseline quality of life data in critical illness settings can be challenging as patients are normally incapacitated or unable to complete patient reported questionnaires at time of randomisation [20]. Baseline health-related quality of life immediately following IHCA will be assumed to be equivalent to the worst health state in the EQ-5D-3L. Alternative assumptions including a zero value (health state for death) and the utility derived from a 55511 health profile (i.e. no mobility, self-care and usual activity but no pain or anxiety) may be explored in a sensitivity analysis. 
Responses to the EQ-5D-5L questionnaires will be converted into utility scores using established algorithms. The method recommended by NICE at the time of analysis will be applied.

[bookmark: _Toc218603868]Analysis

[bookmark: _Toc218603869]Missing data 
Follow-up of trial participants is problematic over long periods of time, and some missing data is expected. Descriptive analysis of the missing data will be carried out, the results of which will inform assumptions about the missing data mechanism.  In line with best practice, the base case analysis will use multiple imputation to account for missing data (if overall missingness exceeds 5% (otherwise complete case analysis will be presented). The base case analysis will present the imputed within trial incremental cost and QALYs gained, adjusted for trial stratification covariates. Supporting sensitivity analyses will include participants with complete data and explore the impact of imputation. 
Imputation will be conducted according to good practice guidance [24]. Multiple imputation provides unbiased estimates of treatment effect if data are missing at random: this assumption will be explored in the data, for example by using logistic regression to explore missingness of costs and QALYs against baseline variables [25].  A regression model will be used to generate multiple imputed datasets (or ‘draws’) for individual treatment groups, where missing values are predicted.  Outcome measures and costs (at each time point) will contribute as predictors and imputed variables. Trial baseline variables significantly associated with missingness (including proxy report where applicable) will be included as predictors in the imputation. Each draw provides a complete dataset, which reflects the distributions and correlations between variables. Predictive mean matching drawn from the five nearest neighbours (knn=5) will be used to enhance the plausibility and robustness of imputed values, as normality may not be assumed. Typically, the imputation model we propose when we do not suspect MNAR is fully conditional (MICE) methods (multiple imputation by chained equations), which are appropriate when missing and correlated data occur in more than one variable.  Each draw will be analysed independently using bivariate regression (see below) and the estimates obtained will be pooled to generate mean and variance estimates of costs and QALYs using Rubin’s rule – a method that captures within and between variances for imputed samples [26].  To minimise the information loss of finite imputation sampling, a minimum of 20 draws will be taken. The distribution of imputed and observed values will be compared visually and statistically to establish the consequences of estimation.
[bookmark: _Toc218603870]Cost effective analysis
Bivariate regression using seemingly unrelated regression equations will be used to model incremental costs and QALYs. This method respects the correlation of costs and outcomes within the data, and allows adjustment for a set of covariates, which can be explored and which improve precision [27].   Baseline QoL scores will be included within all models to allow for potential baseline imbalances [28]. Joint distributions of mean incremental costs and QALYs will be generated using the (non-parametric) bootstrap method, with replicates used to populate the cost-effectiveness plane. Bootstrapping jointly resamples costs and outcomes from the original data with replacement (maintaining the sample correlation structure) to create a new bootstrap sample from which a change in costs and QALYs are estimated. Using non-parametric bootstrapping, 2000 bootstraps will be taken per model or draw evaluated. Mean estimates will be reported with 95% confidence regions. 
The incremental cost-effectiveness ratio (ICER) will be estimated as the difference between treatments in average total costs divided by the difference in average total QALYs. Value-for-money is determined by comparing the ICER with a threshold value, typically the NICE threshold for British studies, of £20k-30k/QALY[12].   This represents the willingness to pay for an additional QALY, and lower values than the threshold could be considered cost-effective for use in the NHS. Base case assumptions will be explored using a range of supportive sensitivity analyses, providing an assessment of the robustness of findings.
The net monetary benefit (NMB) of adopting the new treatment will be reported as a recalculation of the ICER at a range of thresholds of willingness to pay for an additional QALY. The NMB succinctly describes the resource gain (or loss) when investing in a new treatment when resources can be used elsewhere at (up to) the same threshold.  NMB estimates will be used to generate cost-effectiveness acceptability curves (CEACs). The CEAC compares the likelihood that treatments are cost-effective as the willingness to pay threshold varies [21].
Should outcomes not converge, we will construct an appropriate decision-analytical model to extrapolate beyond the proposed trial period to explore the long-term cost-effectiveness of SGA in this clinical population. Survival analysis models will be used to estimate life expectancy of SGA compared to TI beyond the time horizon of the trial. Long term estimates of costs and health consequences will be discounted to present values using discount rates recommended for health technology appraisal in the United Kingdom. A series of probabilistic sensitivity analyses will be undertaken to explore the implications of parameter uncertainty on the incremental cost-effectiveness ratios.
Following discussion with the funder in relation to the revised sample size we now plan to carry out Value of Information analyses to understand more about the uncertainties associated with both within-trial data collection and potentially long-term extrapolation (via a decision-analytic model). These analyses will guide the decision on whether a recommendation based on the current evidence is preferred to no decision and will also highlight which trial outcomes contribute most to decision uncertainty. This information will help us make the most efficient recommendations based on current evidence and potentially guide future data collection, should this be required. 

[bookmark: _Toc218603871]Pre-specified sensitivity analyses 
The cost-effectiveness results will be re-estimated using only those with complete data and from a societal perspective, including personal costs and productivity loses. The statistical analysis plan specifically mentions sensitivity analysis to account for crossovers and compliance. We will consider the appropriateness of IPCW methods or real-world scenario analysis to adjusted life years, QALYs and costs to account for non-random crossover and issues around compliance. As part of our extended economic analysis, we plan additional sensitivity analyses to consider the 'real world' cost impacts associated with potential changes in the resourcing and composition of in-hospital resuscitation teams. This component will require additional data collection from a sample of participating sites on staff resourcing and “false alarm” cardiac arrest calls. Due to heterogeneity between sites and resourcing, we plan to use multiple sensitivity analyses to allow for different configurations of both staff resource and emergency response (e.g. a “two-stage” response in which a skilled airway practitioner only attends if it is confirmed that they are required). The additional demands in terms of research methods and data collection are as follows: 
Research methods: Targeted literature/document review and site survey. Data to be collected:
The composition of staff teams responding currently to cardiac arrest (“2222”) calls;
The rate of “false alarm” cardiac arrest calls;
Duration of cardiac calls (both true cardiac arrests and “false alarm” calls). True cardiac arrests will be stratified by outcome.

[bookmark: _Toc218603872]Pre-specified subgroup analysis:
· Type of initial rhythm (shockable (VT/VF)/non-shockable (PEA/Asystole)
· Supraglottic airway (SGA) is in place at the point of randomisation (yes/no)

[bookmark: _Toc218603873]Stakeholder involvement
In order to enhance the practical clinical applicability to trial teams, we will involve stakeholder research partners (i.e. local and national commissioners, NHS 
trusts, resuscitation teams and guideline developers) to ensure that this work provides 
useful metrics to end-users of the research. This will include a consideration of appropriate 
productivity metrics.
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Table A1: Comparison of 90% and 80% power sample size calculations, with a clinically important difference of 3% and 2.5%, using an ordinal analysis and with and without 10% inflation to account for protocol non-compliance. 
	[bookmark: _Hlk172805587]Proportion of good  outcome1 
	Absolute clinical difference
	Relative change
	Sample size 
(No inflation)
	Sample size 
(10% inflation)

	Control arm
	Intervention arm
	
	
	80% power
	90% power
	80% power
	90% power

	4.1%
	7.1%
	3.0% 
	73.2%
	1640
	2210
	1824
	2456

	4.35%
	6.85%
	2.5%
	57.5%
	2360
	3174
	26242
	3528

	 1Control arm: Tracheal Intubation (TI), and intervention arm: Supraglottic Airway Device (SGA)
2Revised final sample size



Figure A:  Cross-over and non-adherence
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Note: Advanced airway management attempt is any attempt that uses either SGA or TI. Any attempts prior to these that use bag-mask or any other non-advanced airway management intervention do not count in this flowchart as an ‘attempt’.
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AIRWAYS-3: Statistical Analysis Plan
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Table A2: Meta analysis with HART trial
	AIRWAYS 3
	HART Trial
	Additional matching information

	Outcomes
	Outcome definition
	Matching outcome(s)
	Outcome definition
	

	Primary outcome

	Modified Rankin Scale (mRS) score at discharge (or 30 days if still in hospital by day 30)
	7-point scale. Dichotomized into 0-3 (good functional outcome) vs 4-6 (poor functional outcome). Score of 6 indicates patient has died.
	Modified Rankin Scale at hospital discharge
	Collected as scores 0-6. 
	HART trial collects mRS via hospital notes so they will be able to obtain mRS from 30 days if discharge is after 30 days. 

	Secondary outcomes

	Initial ventilation success
	Defined as: Visible chest rise with end tidal carbon dioxide monitoring consistent with successful ventilation (where measured) immediately after insertion of a supraglottic airway device or tracheal tube. 
‘Was attempt successful (yes/no)’ asked at each attempt. 
	First Pass Success for first attempt 

	Was the airway secured on the first attempt? 
Success defined as placement of the intended device into the correct location on the first insertion attempt. 
For a supraglottic airway, this refers to placement in the oropharynx with the correct orientation and position on first insertion into the mouth. 
For endotracheal intubation this refers to placement of the endotracheal tube through the vocal cords on the first entry of the laryngoscope into the mouth. 


	Measured differently but clinically corresponds. 

	Regurgitation during resuscitation
	Defined as: Stomach contents seen in the patient’s pharynx, mouth, or nose, and whether this occurred before, during or after advanced airway management.
	Aspiration/regurgitation of gastric contents (asked twice, for first attempt & SGA/ETI attempt)
	Defined as: Aspiration (stomach contents seen in the airway) or regurgitation (stomach contents seen in the nose/mouth) during the arrest and/or airway management process in the clinical notes or intubation notes. 
	We will combine the regurgitation and aspiration AIRWAYS-3 outcomes into a composite outcome to match the HART trial outcome (i.e. yes/no if at least one of aspiration or regurgitation happened)

	Aspiration during resuscitation
	Defined as: Stomach contents seen below the vocal cords, inside a correctly placed tracheal tube or the airway channel of a correctly placed supraglottic airway device, and whether this occurred before, during or after advanced airway management.
	
	
	

	Return of spontaneous circulation (ROSC)
	Return of spontaneous circulation (ROSC)>20 minutes 
	ROSC achieved (yes/no)
	Sustained return of circulation for ≥20 minutes
	HART ROSC outcome is defined as ≥20 minutes and AIRWAYS-3 ROSC outcome is defined as >20 minutes. Very minor difference. 

	Length of stay in ICU
	Discharge from ICU – Admission from ICU
	Was patient transferred to ICU (yes/no)
	If ROSC was achieved outside of the ICU, was the patient transferred to the ICU? Asked at post ROSC care. Not asked if patient didn’t achieve ROSC. 
	For HART trial, admission date and discharge date can be obtained from hospital notes.

	Length of stay in hospital
	Discharge from hospital – Admission from hospital
	Hospital admission date (mm/dd/yyyy)
Discharge date 
	Date of the first vital sign on a hospital unit.
Date patient first discharged from the hospital.
	

	Survival status at hospital discharge
	Alive yes/no
	Did patient survive to hospital discharge (yes/no)
	
	

	Survival status at 3 months
	Alive yes/no
	None
	
	Not included in meta analysis. 

	Survival status at 6 months
	Alive yes/no
	None
	
	Not included in meta analysis. 

	mRS score at 3 months
	7-point scale. Dichotomized into 0-3 (good functional outcome) vs 4-6 (poor functional outcome). Score of 6 indicates patient has died.
	None
	
	Not included in meta analysis. 

	mRS score at 6 months
	7-point scale. Dichotomized into 0-3 (good functional outcome) vs 4-6 (poor functional outcome). Score of 6 indicates patient has died.
	None
	
	Not included in meta analysis. 

	Safety outcomes

	Adverse events
	An Adverse Event (AE) is defined as any untoward medical occurrence in a participant participating in a clinical study and which does not necessarily have a causal relationship with the treatment/intervention.

	Adverse events
	
	Adverse and serious adverse events will be grouped together as HART trial adverse event definition matches the AIRWAYS-3 SAE definition.  

	Serious adverse events
	A Serious Adverse Event is an AE that fulfils one or more of the following criteria:
Results in death
Is immediately life-threatening
Requires hospitalisation or prolongation of existing hospitalisation
Results in persistent or significant disability or incapacity
Is a congenital abnormality or birth defect
Immediate intervention was required to prevent one of the above or is an important medical condition.

	Adverse events
	Any suspected, unexpected serious adverse event (yes/no).
Details of event given (free text). 
	

	Health economic outcomes

	Health-related Quality of Life (EQ-5D-5L) at discharge (or 30 days if still in hospital by day 30)
	
	None
	
	Not included in meta analysis.

	Health-related Quality of Life (EQ-5D-5L) at 3 months
	
	
	
	Not included in meta analysis. 

	Health-related Quality of Life (EQ-5D-5L) at 6 months
	
	
	
	Not included in meta analysis. 
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Figure 3.1a: CONSORT diagram of the trial AIRWAYS-3
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Figure 3.1b: Patient pathway flowchart



	Table S1: Patient status from team arrival to the end of the study

	
	
	SGA 
(N=xx)
	TI
(N=xx)
	Data source

	Status at 30 days
	Died
	xx (xx%)
	xx (xx%)
	ICNARC, CRF

	
	Discharged
	xx (xx%)
	xx (xx%)
	

	
	Still in hospital 
	xx (xx%)
	xx (xx%)
	

	
	Not reached 30 days
	xx (xx%)
	xx (xx%)
	

	
	Withdrawn 
	xx (xx%)
	xx (xx%)
	

	Status at 3 months
	Died 
	xx (xx%)
	xx (xx%)
	ICNARC, CRF

	
	Responded 
	xx (xx%)
	xx (xx%)
	

	
	Not responded
	xx (xx%)
	xx (xx%)
	

	
	Withdrawn
	xx (xx%)
	xx (xx%)
	

	
	Not due 3 month FU
	xx (xx%)
	xx (xx%)
	

	
	
	xx (xx%)
	xx (xx%)
	

	Status at 6 months
	Died 
	xx (xx%)
	xx (xx%)
	ICNARC, CRF

	
	Responded 
	xx (xx%)
	xx (xx%)
	

	
	Not responded
	xx (xx%)
	xx (xx%)
	

	
	Withdrawn
	xx (xx%)
	xx (xx%)
	

	
	Not due 3 month FU
	xx (xx%)
	xx (xx%)
	



	Table S2: Timing of outcome assessments.

	
	Trial Assessments

	Visit
	1
	2
	3
	4

	Visit Window
(No. Weeks  No. Days) 
	Baseline
	Hospital Discharge (or 30 days post randomisation)
	3 calendar months ( weeks) After V 1
	6 calendar months ( 4 weeks) After V 2

	Informed consent
	
	ü*
	
	

	Inclusion/exclusion criteria
	ü
	
	
	

	Randomisation
	ü
	
	
	

	Intervention
	ü
	
	
	

	Modified Rankin Scale score
	
	ü
	ü
	ü

	Quality of Life (EQ-5D-3L)
	
	ü
	ü
	ü

	Adverse events
	ü
	ü
	ü
	ü

	Resource utilisation 
	
	
	
	ü

	Other
	
	
	
	

	*Once participants have recovered sufficiently (usually around the time of discharge from the Intensive Care Unit) and whilst they are still in hospital, a member of the hospital research team will approach the patient (or if they lack capacity a consultee) to explain the study and seek consent to continue in the trial. Patient withdrawals will be recorded at each time point in the follow-up.
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	Table B3: Baseline characteristics
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	SGA 
(N=xx)
	TI
(N=xx)
	
Data source

	Age
	Mean (SD)
Median (IQR)
Missing (%)
	xx (xx)
	xx (xx)
	NCAA, CRF

	
	
	xx (xx; xx)
	xx (xx; xx)
	

	
	
	xx (xx%)
	xx (xx%)
	

	Sex
	Male
	xx (xx%)
	xx (xx%)
	ICNARC

	
	Female
	xx (xx%)
	xx (xx%)
	

	
	Missing 
	xx (xx%)
	xx (xx%)
	

	Location of arrest
	Ward
	xx (xx%)
	xx (xx%)
	CRF, NCAA

	
	ICU
	xx (xx%)
	xx (xx%)
	

	
	Other
	xx (xx%)
	xx (xx%)
	

	
	Missing
	xx (xx%)
	xx (xx%)
	

	Ethnicity (17)
	Ethn01
	xx (xx%)
	xx (xx%)
	ICNARC

	
	Ethn02
	xx (xx%)
	xx (xx%)
	

	
	Ethn03
	xx (xx%)
	xx (xx%)
	

	
	Missing
	xx (xx%)
	xx (xx%)
	

	Reason for Admission (8)
	Adm01
	xx (xx%)
	xx (xx%)
	ICNARC

	
	Adm02
	xx (xx%)
	xx (xx%)
	

	
	Adm03
	xx (xx%)
	xx (xx%)
	

	
	Missing
	xx (xx%)
	xx (xx%)
	






	Table B4: Primary and secondary outcomes: Modified Rankin Scale (mRS) score at discharge or at 30 days post-randomisation, whichever comes sooner (Primary outcome),  3 months and 6 months (secondary outcomes), survival status at discharge, 3 months and 6 months (secondary outcomes).

	Primary Outcome
	SGA
(N=xx)
	TI
(N=xx)
	Odds Ratio/Risk Difference
(95% CI; p-value)
	Data source

	Modified Rankin Scale (mRS) score (0-6) 
	0
	xx (xx%)
	xx (xx%)
	


-
	NCCA, CRF

	
	1
	xx (xx%)
	xx (xx%)
	
	

	
	2
	xx (xx%)
	xx (xx%)
	
	

	
	3
	xx (xx%)
	xx (xx%)
	
	

	
	4
	xx (xx%)
	xx (xx%)
	
	

	
	5
	xx (xx%)
	xx (xx%)
	
	

	
	6
	xx (xx%)
	xx (xx%)
	
	

	Modified Rankin Scale (mRS) score dichotomised
	‘good’ (0-3)
	xx (xx%)
	xx (xx%)
	xx (xx; xx); xxx
	NCCA, CRF

	
	‘poor’ (4-6)
	xx (xx%)
	xx (xx%)
	
	

	
	Missing
	xx (xx%)
	xx (xx%)
	
	

	Secondary Outcome: Survival status 

	Survival Status at hospital discharge
	Alive
Deceased
Missing
	xx (xx%)
	xx (xx%)
	xx (xx; xx); xxx
	CRF, ICNARC, NHS digital

	
	
	xx (xx%)
	xx (xx%)
	
	

	
	
	xx (xx%)
	xx (xx%)
	
	

	Survival Status at 3 months 
	Alive
Deceased
Missing
	xx (xx%)
	xx (xx%)
	xx (xx; xx); xxx
	CRF, ICNARC, NHS digital

	
	
	xx (xx%)
	xx (xx%)
	
	

	
	
	xx (xx%)
	xx (xx%)
	
	

	Survival Status at 6 months 
	Alive
Deceased
Missing
	xx (xx%)
	xx (xx%)
	xx (xx; xx); xxx
	CRF, ICNARC, NHS digital

	
	
	xx (xx%)
	xx (xx%)
	
	

	
	
	xx (xx%)
	xx (xx%)
	
	

	Initial ventilation success

	Yes 
	xx (xx%)
	xx (xx%)
	xx (xx; xx); xxx
	CRF

	
	No 
	xx (xx%)
	xx (xx%)
	
	

	
	Missing
	xx (xx%)
	xx (xx%)
	
	

	Regurgitation/aspiration during resuscitation

	Yes 
	xx (xx%)
	xx (xx%)
	xx (xx; xx); xxx
	CRF

	
	No 
	xx (xx%)
	xx (xx%)
	
	

	
	Missing
	xx (xx%)
	xx (xx%)
	
	

	ROSC>20 minutes
	Yes 
	xx (xx%)
	xx (xx%)
	xx (xx; xx); xxx
	NCCA, CRF

	
	No 
	xx (xx%)
	xx (xx%)
	
	

	
	Missing
	xx (xx%)
	xx (xx%)
	
	

	
	
	
	
	Mean Difference
(95% CI, P-value)
	

	ICU length of stay
	Mean (sd)
	xx (xx)
	xx (xx)
	xx (xx; xx); xxx
	NCAA, ICNARC

	
	Median (IQR)
	xx (xx; xx)
	xx (xx; xx)
	
	

	
	Missing
	xx (xx%)
	xx (xx%)
	
	

	Hospital length of stay
	Mean (sd)
	xx (xx)
	xx (xx)
	xx (xx; xx); xxx
	NCAA, ICNARC

	
	Median (IQR)
	xx (xx; xx)
	xx (xx; xx)
	
	

	
	Missing
	xx (xx%)
	xx (xx%)
	
	




	Table B5: Tertiary variables
	

	Tertiary Variables
	SGA 
(N=xx)
	TI
(N=xx)
	


	Team response time (derived from Time of 2222 Call and Resus Start/Stop)
	Mean (SD)
Median (IQR)
Missing (%)
	xx (xx)
	xx (xx)
	

	
	
	xx (xx; xx)
	xx (xx; xx)
	

	
	
	xx (xx%)
	xx (xx%)
	

	Status on Team Arrival
	Status01
	xx (xx%)
	xx (xx%)
	NCCA

	
	Status02
	xx (xx%)
	xx (xx%)
	

	
	Status03
	xx (xx%)
	xx (xx%)
	

	
	Status04
	xx (xx%)
	xx (xx%)
	

	
	Missing
	xx (xx%)
	xx (xx%)
	

	Location of Arrest (17)
	Loc01
	xx (xx%)
	xx (xx%)
	NCCA

	
	Loc02
	xx (xx%)
	xx (xx%)
	

	
	Loc03
	xx (xx%)
	xx (xx%)
	

	
	Missing
	xx (xx%)
	xx (xx%)
	

	Presenting/First documented rhythm (9)
	Rhythm01
	xx (xx%)
	xx (xx%)
	NCCA

	
	Rhythm01
	xx (xx%)
	xx (xx%)
	

	
	Rhythm01
	xx (xx%)
	xx (xx%)
	

	
	Missing
	xx (xx%)
	xx (xx%)
	

	Reason resuscitation stopped
	Reason1
	xx (xx%)
	xx (xx%)
	NCAA

	
	Reason2
	xx (xx%)
	xx (xx%)
	

	
	Reason3
	xx (xx%)
	xx (xx%)
	

	
	Reason4
	xx (xx%)
	xx (xx%)
	

	
	Alive
	xx (xx%)
	xx (xx%)
	

	
	Missing
	xx (xx%)
	xx (xx%)
	

	Transient post-arrest location (9)
	Loc01
	xx (xx%)
	xx (xx%)
	NCCA

	
	Loc02
	xx (xx%)
	xx (xx%)
	

	
	Loc03
	xx (xx%)
	xx (xx%)
	

	
	Missing
	xx (xx%)
	xx (xx%)
	

	Location Following Cardiac Arrest
	ITU/HDU
General Ward
Theatre
Cath lab
Other
Missing
	xx (xx%)
	xx (xx%)
	NCAA

	
	
	xx (xx%)
	xx (xx%)
	

	
	
	xx (xx%)
	xx (xx%)
	

	
	
	xx (xx%)
	xx (xx%)
	

	
	
	xx (xx%)
	xx (xx%)
	

	
	
	xx (xx%)
	xx (xx%)
	

	Status at discharge
	Alive
	xx (xx%)
	xx (xx%)
	NCAA

	
	Deceased
	xx (xx%)
	xx (xx%)
	

	
	Missing
	xx (xx%)
	xx (xx%)
	







	Table B6: Airway Management Outcomes (secondary outcome) variable

	ON ARRIVAL
	SGA 
(N=xx)
	TI
(N=xx)
	
Data source

	Airways Management in Place when ROSC achieved -for more than 20 minutes
	None
	xx (xx%)
	xx (xx%)
	CRF

	
	Mouth-to-mouth or Mouth-to-mask
	xx (xx%)
	xx (xx%)
	

	
	Bag Mask Ventilation
	xx (xx%)
	xx (xx%)
	

	
	SGA
	xx (xx%)
	xx (xx%)
	

	
	TI
	xx (xx%)
	xx (xx%)
	

	
	Other
	xx (xx%)
	xx (xx%)
	

	
	Missing
	xx (xx%)
	xx (xx%)
	

	Airways Management in Progress on Arrival
	None
	xx (xx%)
	xx (xx%)
	CRF

	
	Mouth-to-mouth or Mouth-to-mask
	xx (xx%)
	xx (xx%)
	

	
	Bag Mask Ventilation
	xx (xx%)
	xx (xx%)
	

	
	SGA
	xx (xx%)
	xx (xx%)
	

	
	TI
	xx (xx%)
	xx (xx%)
	

	
	Other
	xx (xx%)
	xx (xx%)
	

	
	Missing
	xx (xx%)
	xx (xx%)
	

	Successful Attempt of Airway Management on Arrival
	Yes
	xx (xx%)
	xx (xx%)
	CRF

	
	No
	xx (xx%)
	xx (xx%)
	

	
	Missing
	xx (xx%)
	xx (xx%)
	

	ATTEMPT ONE
	

	Airway Management Attempt ONE
	Bag Mask Ventilation
	xx (xx%)
	xx (xx%)
	CRF

	
	SGA
	xx (xx%)
	xx (xx%)
	

	
	TI
	xx (xx%)
	xx (xx%)
	

	
	Other
	xx (xx%)
	xx (xx%)
	

	
	Missing
	xx (xx%)
	xx (xx%)
	

	Successful Attempt of Airway Management of Attempt ONE 
	Yes
	xx (xx%)
	xx (xx%)
	

	
	No
	xx (xx%)
	xx (xx%)
	

	
	Missing
	xx (xx%)
	xx (xx%)
	

	ATTEMPT TWO
	

	Airway Management Attempt TWO
	Bag Mask Ventilation
	xx (xx%)
	xx (xx%)
	CRF

	
	SGA
	xx (xx%)
	xx (xx%)
	

	
	TI
	xx (xx%)
	xx (xx%)
	

	
	Other
	xx (xx%)
	xx (xx%)
	

	
	Missing
	xx (xx%)
	xx (xx%)
	

	Successful Attempt of Airway Management of Attempt TWO
	Yes
	xx (xx%)
	xx (xx%)
	

	
	No
	xx (xx%)
	xx (xx%)
	

	
	Missing
	xx (xx%)
	xx (xx%)
	

	ATTEMPT THREE
	

	Airway Management Attempt THREE
	Bag Mask Ventilation
	xx (xx%)
	xx (xx%)
	CRF

	
	SGA
	xx (xx%)
	xx (xx%)
	

	
	TI
	xx (xx%)
	xx (xx%)
	

	
	Other
	xx (xx%)
	xx (xx%)
	

	
	Missing
	xx (xx%)
	xx (xx%)
	

	Successful Attempt of Airway Management of Attempt THREE
	Yes
	xx (xx%)
	xx (xx%)
	

	
	No
	xx (xx%)
	xx (xx%)
	

	
	Missing
	xx (xx%)
	xx (xx%)
	

	ATTEMPT FOUR
	

	Airway Management Attempt FOUR
	Bag Mask Ventilation
	xx (xx%)
	xx (xx%)
	CRF

	
	SGA
	xx (xx%)
	xx (xx%)
	

	
	TI
	xx (xx%)
	xx (xx%)
	

	
	Other
	xx (xx%)
	xx (xx%)
	

	
	Missing
	xx (xx%)
	xx (xx%)
	

	Successful Attempt of Airway Management of Attempt FOUR
	Yes
	xx (xx%)
	xx (xx%)
	

	
	No
	xx (xx%)
	xx (xx%)
	

	
	Missing
	xx (xx%)
	xx (xx%)
	

	ATTEMPT FIVE
	

	Airway Management Attempt FIVE
	Bag Mask Ventilation
	xx (xx%)
	xx (xx%)
	CRF

	
	SGA
	xx (xx%)
	xx (xx%)
	

	
	TI
	xx (xx%)
	xx (xx%)
	

	
	Other
	xx (xx%)
	xx (xx%)
	

	
	Missing
	xx (xx%)
	xx (xx%)
	

	Successful Attempt of Airway Management of Attempt FIVE
	Yes
	xx (xx%)
	xx (xx%)
	

	
	No
	xx (xx%)
	xx (xx%)
	

	
	Missing
	xx (xx%)
	xx (xx%)
	

	ATTEMPT SIX
	

	Airway Management Attempt SIX
	Bag Mask Ventilation
	xx (xx%)
	xx (xx%)
	CRF

	
	SGA
	xx (xx%)
	xx (xx%)
	

	
	TI
	xx (xx%)
	xx (xx%)
	

	
	Other
	xx (xx%)
	xx (xx%)
	

	
	Missing
	xx (xx%)
	xx (xx%)
	

	Successful Attempt of Airway Management of Attempt SIX
	Yes
	xx (xx%)
	xx (xx%)
	

	
	No
	xx (xx%)
	xx (xx%)
	

	
	Missing
	xx (xx%)
	xx (xx%)
	



	Table B7: Secondary outcome details on arrival 

	
	SGA 
(N=xx)
	TI
(N=xx)
	Data source

	Regurgitation during resuscitation attempt 
	Before
During
After
No
Missing
	xx (xx%)
	xx (xx%)
	CRF

	
	
	xx (xx%)
	xx (xx%)
	

	
	
	xx (xx%)
	xx (xx%)
	

	
	
	xx (xx%)
	xx (xx%)
	

	
	
	xx (xx%)
	xx (xx%)
	

	Aspiration during resuscitation attempt 
	Before
During
After
No
Missing
	xx (xx%)
	xx (xx%)
	CRF

	
	
	xx (xx%)
	xx (xx%)
	

	
	
	xx (xx%)
	xx (xx%)
	

	
	
	xx (xx%)
	xx (xx%)
	

	
	
	xx (xx%)
	xx (xx%)
	

	Return of Spontaneous Circulation (ROSC) -for more than 20 minutes
	Yes
No
Missing
	xx (xx%)
	xx (xx%)
	CRF

	
	
	xx (xx%)
	xx (xx%)
	

	
	
	xx (xx%)
	xx (xx%)
	

	Survival from Cardiac Arrest
	Yes
No
Missing
	xx (xx%)
	xx (xx%)
	CRF

	
	
	xx (xx%)
	xx (xx%)
	

	
	
	xx (xx%)
	xx (xx%)
	

	Location Following Cardiac Arrest
	ITU/HDU
General Ward
Theatre
Cath lab
Other
Missing
	xx (xx%)
	xx (xx%)
	CRF

	
	
	xx (xx%)
	xx (xx%)
	

	
	
	xx (xx%)
	xx (xx%)
	

	
	
	xx (xx%)
	xx (xx%)
	

	
	
	xx (xx%)
	xx (xx%)
	

	
	
	xx (xx%)
	xx (xx%)
	

	Cardiac Rhythm
	Asystole
Ventricular Fibrillation
Pulseless Ventricular Tachycardia
Pulseless Electrical Activity
Missing
	xx (xx%)
	xx (xx%)
	CRF

	
	
	xx (xx%)
	xx (xx%)
	

	
	
	xx (xx%)
	xx (xx%)
	

	
	
	xx (xx%)
	xx (xx%)
	

	
	
	xx (xx%)
	xx (xx%)
	



	Table B8: Secondary outcomes during hospital stay

	
	SGA 
(N=xx)
	TI
(N=xx)
	Data source


	Intensive Care Unit length of stay
	Mean (sd)
Median (IQR) 
Missing (%)
	xx (xx)
	xx (xx)
	NCAA, ICNARC

	
	
	xx (xx; xx)
	xx (xx; xx)
	

	
	
	xx (xx%)
	xx (xx%)
	

	Hospital length of stay
	Mean (sd)
Median (IQR) 
Missing (%)
	xx (xx)
	xx (xx)
	NCAA, ICNARC

	
	
	xx (xx; xx)
	xx (xx; xx)
	

	
	
	xx (xx%)
	xx (xx%)
	

	Survival Status to Hospital Discharge
	Alive
Deceased
Missing
	n (%)
	n (%)
	NCAA, ICNARC

	
	
	n (%)
	n (%)
	

	
	
	n (%)
	n (%)
	






	Table B9: Time to death summary statistics

	
	
	SGA 
(N=xx)
	TI
(N=xx)
	Data source


	Time to death – derived from randomisation date, date of death.
	Median (IQR)
	xx (xx; xx)
	xx (xx; xx)
	NCAA, ICNARC, CRF

	
	Missing (%)
	xx (xx%)
	xx (xx%)
	





	Table B10: Distribution of AEs and SAEs by treatment arms 

	
	SGA
(N=xx)
	TI
(N=xx)
	
Data source

	Number of AE
	xx (xx%)
	xx (xx%)
	CRF

	Number of patients reported at least one AE
	xx (xx%)
	xx (xx%)
	

	Number of SAE
	xx (xx%)
	xx (xx%)
	

	Number of patients reported at least one SAE
	xx (xx%)
	xx (xx%)
	



	Table B11: Protocol deviations and violations
	

	TNO
	Issue 
	Date aware 
	Date resolved/actions implemented
	Deviation/ violation
	

	
	
	
	
	
	

	
	
	
	
	
	



	Table B12: Subgroup analysis

	Subgroup variables
	SGA
(N=xx)
	TI
(N=xx)
	Odds Ratio/Risk Difference (95% CI, p-value)
	



Forest Plot

	Initial Rhythm
	

	Shockable 
	xx (xx%)
	xx (xx%)
	xx (xx; xx); xxx
	

	Non-shockable
	xx (xx%)
	xx (xx%)
	xx (xx; xx); xxx
	

	Supraglottic airway (SGA) at randomisation
	

	yes 
	xx (xx%)
	xx (xx%)
	xx (xx; xx); xxx
	

	No 
	xx (xx%)
	xx (xx%)
	xx (xx; xx); xxx
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Table C1: completion rates for health economic outcomes
	
	Completion rates

	Assessment point and resource category
	SGA (n=xxx)
	TI (n=xxx)
	Total

	Post-IHCA1
	
	
	

	EQ-5D-5L index
	xxx%
	xxx%
	xxx%

	EQ-5D-5L VAS
	xxx%
	xxx%
	xxx%

	Return of spontaneous circulation (ROSC) > 20 minutes
	xxx%
	xxx%
	xxx%

	3 months’ assessment point
	
	
	

	Time spent in hospital immediately following cardiac arrest
	xxx%
	xxx%
	xxx%

	Use of hospital based or residential care services since being discharged from hospital following cardiac arrest
	xxx%
	xxx%
	xxx%

	Use of community based health and social services since cardiac arrest. this includes any services that are not within the hospital for example, visits to the GP)
	xxx%
	xxx%
	xxx%

	Medication use
	xxx%
	xxx%
	xxx%

	Special equipment or aids
	xxx%
	xxx%
	xxx%

	Time off work
	xxx%
	xxx%
	xxx%

	EQ-5D-5L index
	xxx%
	xxx%
	xxx%

	EQ-5D-5L VAS
	xxx%
	xxx%
	xxx%

	6 month  months’ assessment point
	
	
	

	Time spent in hospital immediately following cardiac arrest
	xxx%
	xxx%
	xxx%

	Use of hospital based or residential care services since being discharged from hospital following cardiac arrest
	xxx%
	xxx%
	xxx%

	Use of community based health and social services since cardiac arrest. this includes any services that are not within the hospital for example, visits to the GP)
	xxx%
	xxx%
	xxx%

	Medication use
	xxx%
	xxx%
	xxx%

	Special equipment or aids
	xxx%
	xxx%
	xxx%

	Time off work
	xxx%
	xxx%
	xxx%

	EQ-5D-5L index
	xxx%
	xxx%
	xxx%

	EQ-5D-5L VAS
	xxx%
	xxx%
	xxx%

	1 response solicited at either hospital discharge or 30 days after cardiac arrest.
	




Table C2: Patient or proxy report of health and social care utilisation during trial follow-up
	
	
	SGA(n=xxxx)
	TI (n=xxxx)
	SGA versus TI

	Assessment point
	Category 
	% missing
	Number of visits, mean (sd)
	Total number of days, mean (sd)
	% missing
	Number of visits, mean (sd)
	Total number of days, mean (sd)
	Mean difference, 1
	P-value


	0 to 3 months post randomisation
	Inpatient stay immediately following arrest
	
	
	
	
	
	
	
	

	
	Intensive care unit
	
	
	
	
	
	
	
	

	
	Cardiac care unit 
	
	
	
	
	
	
	
	

	
	General ward
	
	
	
	
	
	
	
	

	
	Inpatient stay since being discharged from hospital
	
	
	
	
	
	
	
	

	
	Hospital outpatient clinic
	
	
	
	
	
	
	
	

	
	Cardiology
	
	
	
	
	
	
	
	

	
	Surgery
	
	
	
	
	
	
	
	

	
	Hospital accident and emergency department
	
	
	
	
	
	
	
	

	
	Nursing/residential home
	
	
	
	
	
	
	
	

	
	Community health and social care
	
	
	
	
	
	
	
	

	
	GP, surgery visit
	
	
	
	
	
	
	
	

	
	GP, home visit
	
	
	
	
	
	
	
	

	
	District nurse/Health visitor
	
	
	
	
	
	
	
	

	
	Practice nurse
	
	
	
	
	
	
	
	

	
	Occupational therapist
	
	
	
	
	
	
	
	

	
	Counsellor
	
	
	
	
	
	
	
	

	
	Calls to NHS 111
	
	
	
	
	
	
	
	

	
	Calls to ambulance or paramedic
	
	
	
	
	
	
	
	

	
	Speech and language therapist
	
	
	
	
	
	
	
	

	
	Mental health services
	
	
	
	
	
	
	
	

	
	Food, medicine or laundry delivery service
	
	
	
	
	
	
	
	

	
	Social worker contacts
	
	
	
	
	
	
	
	

	
	Medication use 
	
	
	
	
	
	
	
	

	
	Special equipment and aids
	
	
	
	
	
	
	
	

	4-6 months post randomisation
	Inpatient stay immediately following arrest
	
	
	
	
	
	
	
	

	
	Intensive care unit
	
	
	
	
	
	
	
	

	
	Cardiac care unit 
	
	
	
	
	
	
	
	

	
	General ward
	
	
	
	
	
	
	
	

	
	Inpatient stay since being discharged from hospital
	
	
	
	
	
	
	
	

	
	Hospital outpatient clinic
	
	
	
	
	
	
	
	

	
	Cardiology
	
	
	
	
	
	
	
	

	
	Surgery
	
	
	
	
	
	
	
	

	
	Other hospital/residential care
	
	
	
	
	
	
	
	

	
	Hospital accident and emergency department
	
	
	
	
	
	
	
	

	
	Nursing/residential home
	
	
	
	
	
	
	
	

	
	Other hospital/residential care
	
	
	
	
	
	
	
	

	
	Community health and social care
	
	
	
	
	
	
	
	

	
	GP, surgery visit
	
	
	
	
	
	
	
	

	
	GP, home visit
	
	
	
	
	
	
	
	

	
	District nurse/Health visitor
	
	
	
	
	
	
	
	

	
	Practice nurse
	
	
	
	
	
	
	
	

	
	Occupational therapist
	
	
	
	
	
	
	
	

	
	Counsellor
	
	
	
	
	
	
	
	

	
	Calls to NHS 111
	
	
	
	
	
	
	
	

	
	Calls to ambulance or paramedic
	
	
	
	
	
	
	
	

	
	Speech and language therapist
	
	
	
	
	
	
	
	

	
	Mental health services
	
	
	
	
	
	
	
	

	
	Food, medicine or laundry delivery service
	
	
	
	
	
	
	
	

	
	Social worker contacts
	
	
	
	
	
	
	
	

	
	Medication use 
	
	
	
	
	
	
	
	

	
	Special equipment and aids
	
	
	
	
	
	
	
	

	1mean difference and 95% CIs for total number of days or number of contacts/visits when number of days is not relevant





Table C3: Patient and proxy reported health and social care costs during trial follow-up for complete cases
	
	
	SGA (n=xxxx)
	TI (n=xxxx)
	SGA versus TI

	Assessment point
	Category 
	Mean cost (sd)
	Mean cost (sd)
	Mean difference1
	P-value



	0 to 3 months post randomisation
	Inpatient stay immediately following arrest
	
	
	
	

	
	Intensive care unit
	
	
	
	

	
	Cardiac care unit 
	
	
	
	

	
	General ward
	
	
	
	

	
	Inpatient stay since being discharged from hospital
	
	
	
	

	
	Total inpatient costs 
	
	
	
	

	
	Hospital outpatient clinic
	
	
	
	

	
	Cardiology
	
	
	
	

	
	Surgery
	
	
	
	

	
	Hospital accident and emergency department
	
	
	
	

	
	Nursing/residential home
	
	
	
	

	
	Total outpatient costs
	
	
	
	

	
	Community health and social care
	
	
	
	

	
	GP, surgery visit
	
	
	
	

	
	GP, home visit
	
	
	
	

	
	District nurse/Health visitor
	
	
	
	

	
	Practice nurse
	
	
	
	

	
	Occupational therapist
	
	
	
	

	
	Counsellor
	
	
	
	

	
	Calls to NHS 111
	
	
	
	

	
	Calls to ambulance or paramedic
	
	
	
	

	
	Speech and language therapist
	
	
	
	

	
	Mental health services
	
	
	
	

	
	Food, medicine or laundry delivery service
	
	
	
	

	
	Medication use 
	
	
	
	

	
	Special equipment and aids
	
	
	
	

	
	Total other healthcare costs
	
	
	
	

	
	Total cost from 0-3 months
	
	
	
	

	4 to 6 months post randomisation
	Inpatient stay immediately following arrest
	
	
	
	

	
	Intensive care unit
	
	
	
	

	
	Cardiac care unit 
	
	
	
	

	
	General ward
	
	
	
	

	
	Inpatient stay since being discharged from hospital
	
	
	
	

	
	Total inpatient costs 
	
	
	
	

	
	Hospital outpatient clinic
	
	
	
	

	
	Cardiology
	
	
	
	

	
	Surgery
	
	
	
	

	
	Hospital accident and emergency department
	
	
	
	

	
	Nursing/residential home
	
	
	
	

	
	Total outpatient costs
	
	
	
	

	
	Community health and social care
	
	
	
	

	
	GP, surgery visit
	
	
	
	

	
	GP, home visit
	
	
	
	

	
	District nurse/Health visitor
	
	
	
	

	
	Practice nurse
	
	
	
	

	
	Occupational therapist
	
	
	
	

	
	Counsellor
	
	
	
	

	
	Calls to NHS 111
	
	
	
	

	
	Calls to ambulance or paramedic
	
	
	

	
	Speech and language therapist
	
	
	

	
	Mental health services
	
	
	

	
	Food, medicine or laundry delivery service
	
	
	

	
	Medication use 
	
	
	

	
	Special equipment and aids
	
	
	

	
	Total other healthcare costs
	
	
	

	
	Total cost from 4- 6 months 
	
	
	

	



Table C4:  Total economic costs
	
Costing perspective and list of included cost categories
	SGA (n=xxxx)
	TI (n=xxxx) 
	SGA versus TI 

	
	Mean (SE), £
	Mean (SE), £
	Mean difference (bootstrap 95% CI1), £
	P-value2

	
NHS/PSS perspective

	Treatment costs

	Follow-up costs

	Total NHS/PSS costs

	
Societal perspective

	Treatment costs

	Follow-up costs (NHS/PSS)

	Follow-up costs (non-NHS/PSS)

	Total societal costs


1Confidence intervals obtained by bootstrap percentile method 2Two-sided p-values obtained by counting the proportion of bootstrap replicates in which the mean
cost-difference is positive, multiplied by 2 and take a minimum.
Table C5:  Summary of health-related quality of life (utility) scores generated from the EQ-5D-5L instrument
	
	SGA
	TI
	SGA versus TI

	Outcomes
	N
	Mean (SE)
	N
	Mean (SE)
	Mean difference (95% CI)
	P-value

	EQ-5D-5L to 3L cross walk1 
	
	
	
	
	
	

	Post-IHCA2
	xxxx
	
	xxxx
	
	
	

	3 months
	xxxx
	
	xxxx
	
	
	

	6 months
	xxxx
	
	xxxx
	
	
	

	EQ-5D-5L VAS
	
	
	
	
	
	

	Post-IHCA2
	xxxx
	
	xxxx
	
	
	

	3 months
	xxxx
	
	xxxx
	
	
	

	6 months
	xxxx
	
	xxxx
	
	
	

	1The EQ-5D-5L cross-walk utility values were derived using the interim 5L to 3L cross-walk tariffs for the UK [15] 
2Post-IHCA health-related quality of life was collected using the EQ-5D-5L at discharge or 30 days following IHCA

 


Table C6: Unadjusted estimates of Quality-Adjusted Life Years (QALYs) accrued over 6 months of follow-up
	
	SGA
	TI
	SGA versus TI

	Outcome measure
	N
	Mean (SE)
	N
	Mean (SE)
	Mean difference (95% CI)
	P-value

	EQ-5D-5L cross-walk tariff
	xxxx
	
	xxxx
	
	
	



Table 18: Cost-effectiveness results for the within-trial economic analysis
	[bookmark: _Hlk489185449]
	Cost-effectiveness outcomes
	Probability SGA is cost-effective at cost-effectiveness threshold of

	Description
	Mean incremental costs (95% CI), £
	Mean incremental QALYs (95% CI)
	ICER2
	£15,000 per QALY
	£20,000 per QALY
	£30,000 per QALY

	Base case analysis1
	
	
	
	
	
	

	Sensitivity analyses
	
	
	
	
	
	

	Unadjusted analysis
	
	
	
	
	
	

	Complete case analysis
	
	
	
	
	
	

	Sub-groups (TBC)
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