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Abstract 

Background: Cardiac arrest is an often fatal event resulting from sudden loss of heart 

function. When cardiac arrest occurs in the pre-hospital setting it is referred to as an 

out-of-hospital cardiac arrest (OHCA). In Australia, with a population of 26 million, 

OHCA affects an estimated 25,000 people each year; with a mortality rate of 

approximately 88%. A structured approach to OHCA management as defined by the 

‘Chain of Survival’ is critical to high-quality patient outcomes. Comprised of five 

interconnected links, the chain of survival concept spans from early recognition of 

OHCA and activation of emergency medical services (first link), early CPR (second 

link), rapid defibrillation (third link), early advanced life support (fourth link) to 

standardised post-resuscitation care (fifth link). The research included in this thesis 

focuses on the post resuscitation care link in the chain of survival which begins with 

return of spontaneous circulation (ROSC). 

 

ROSC has previously been defined as “spontaneous circulation with no further need 

for chest compressions for at least 20 minutes.” Patients who achieve ROSC are at 

risk of developing post-cardiac arrest syndrome, a complex pathophysiological 

response to whole body ischaemia. Research suggests that early access to a post-

resuscitation care bundle that includes emergent percutaneous coronary 

intervention (PCI), targeted management of body temperature and maintenance of 

normal arterial blood carbon dioxide (PaCO2) and oxygen levels (PaO2) improves 

survival and neurological outcomes after OHCA. However, in the absence of large 

randomised control trials (RCTs), there are conflicting conclusions about the survival 

benefit of some of the individual components of post-resuscitation care, including 

Emergency Medical Services (EMS) transport destination (PCI versus non PCI-capable 

hospital) and the optimal targets for PaCO2 and PaO2 in patients receiving mechanical 

ventilation. Further, there are few multicentre population-based studies that 

examine the impact of these factors on survival and neurological outcomes after 

OHCA and that assess the association between neurological outcome at hospital 

discharge and 12-month survival. Therefore, the broad aim of this thesis was to 

strengthen the evidence for optimising care in the post-resuscitation link in the chain 
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of survival by examining the effect of in-hospital factors on survival and neurological 

outcome after OHCA. 

 

Methods: This thesis is based on a compilation of five peer reviewed manuscripts 

published in Resuscitation, the highest ranked journal in emergency medicine 

(Scimago H-Index 134) plus supporting chapters. In the first study, I conducted a 

multicentre retrospective cohort study of all patients (≥18 years) with OHCA from 

presumed medical aetiologies (presumed cardiac, or unknown, or other medical 

causes), who were attended by St John Western Australia (SJ-WA) paramedics in 

greater metropolitan Perth, WA between the 1st January 2012 and 31st December 

2015 and admitted to hospital with ROSC. The aim of this study was to compare 

survival outcomes of OHCA patients directly transported to a PCI-capable hospital 

(direct transport) with patients transferred to a PCI-capable hospital via another 

hospital without PCI services available (indirect transport) by SJ-WA paramedics. This 

study used data from the prospectively collected SJ-WA database and medical chart 

review at each of the five hospitals included in the study. Survival to hospital 

discharge and survival up to 12-months after OHCA were compared between the 

direct and indirect transport groups using multivariable logistic regression analysis 

and Cox proportional hazards regression respectively, while adjusting for potential 

confounders. 

 

In the second study, I performed a systematic review and meta-analysis to assess the 

effect of a low or high PaCO2 on survival and neurological outcomes in adult patients 

with cardiac arrest of any aetiology. The primary outcome was survival to hospital 

discharge after cardiac arrest. Secondary outcomes included neurological status at 

the end of each study’s follow-up period, hospital discharge destination and 30-day 

survival. Studies were included if patients had suffered an in-hospital cardiac arrest 

or OHCA and who had their exposure to PaCO2 measured by arterial blood gas 

analysis (ABG). To examine this association, I searched MEDLINE, EMBASE, CINAHL 

and Cochrane CENTRAL databases for comparative studies published between 

inception and August 2015. Meta-analysis was conducted if statistical heterogeneity 

was low.  
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The findings of the meta-analysis informed my third study which included all patients 

with OHCA of non-traumatic aetiology transported to one of four adult tertiary 

intensive care units (ICUs) in Perth, Western Australia, between January 2012 and 

December 2017. In this study, I hypothesised that the relationship between PaCO2 

and survival is non-linear, and maintaining an intermediate level of PaCO2 compared 

to a low or high PaCO2 in the first 24-hours of ICU admission is associated with 

improved hospital survival. Secondary outcomes were good neurological outcome at 

hospital discharge, as measured by Cerebral Performance Category (CPC) score of 1 

or 2 and survival to 12-months. I used a four-knot restricted cubic spline function to 

allow for non-linearity between the mean PaCO2 within the first 24 hours of ICU 

admission after OHCA and survival. Optimal PaCO2 cut-points were identified from 

the shape of the spline curve to generate corresponding odds ratios in multivariable 

logistic regression analysis.  

 

The methodology of the fourth study was near identical to the third and included a 

similar cohort of patients. In this study, I hypothesised that abnormalities in mean 

PaO2 (both high and low) would be associated with decreased survival after OHCA. 

The primary outcome was survival to hospital discharge; secondary outcomes were 

CPC score at hospital discharge and 12-month survival. The potential non-linear 

relationship between the mean PaO2 within the first 24-hs of ICU admission and 

patient outcomes was assessed by a four-knot restricted cubic spline function with 

adjustment for potential confounders in multivariable logistic regression analysis. 

 

Finally, I conducted a multicentre retrospective cohort study to describe neurological 

and functional outcomes in adult OHCA patients (≥18 years) attended by SJ-WA 

paramedics in Perth, WA and admitted to hospital, between 1st January 2004 and 

31st December 2019. I used multivariable logistic regression analysis to estimate the 

association of CPC score at hospital discharge with 12-month survival, adjusted for 

known prognostic variables. 

 

Results: In the first study of 509 adults with OHCA of medical aetiology, I found that 

patients directly transported to a PCI-capable hospital for post-resuscitation care had 
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significantly increased survival to hospital discharge when compared to patients 

transferred via another hospital without PCI capability (adjusted odds ratio [aOR] 

1.97, 95% confidence interval [CI] 1.13-3.43). Indirect transport (compared to direct 

transport) was also associated with an increased risk of death up to 12-months 

(adjusted hazard ratio 1.36, 95% CI 1.00-1.84) albeit this result did not reach 

statistical significance. 

 

In the second study, nine observational studies were included in the systematic 

review and eight provided sufficient quantitative data for meta-analysis. I found that 

PaCO2 has a non-linear inverted U-shaped association with survival and outcomes 

after cardiac arrest. Using PaCO2 cut-points of <35 mmHg and >45 mmHg to define 

hypo- and hypercarbia, normocarbia (referred to as normocapnia elsewhere in the 

thesis) was associated with increased hospital survival (OR 1.30, 95% CI 1.23-1.38). 

Normocarbia was also associated with a good neurological outcome (CPC 1 or 2) 

compared to hypercarbia (OR 1.69, 95% CI 1.13-2.51). This finding is in line with 

international resuscitation guidelines’ that normocarbia be targeted during post-

resuscitation care. 

 

Consistent with the findings of the meta-analysis, the third study concluded that a 

nonlinear (inverted U-shape) relationship exists between mean PaCO2 in the first 24-

hours of ICU admission and both hospital survival and survival to 12-months. Of the 

493 patients who provided 3,769 PaCO2 ABG results, I found that normocapnia was 

significantly associated with improved hospital survival compared to either 

hypocapnia (<35 mmHg) (aOR 0.45, 95% CI 0.24-0.83) or hypercapnia (>45 mmHg) 

(aOR 0.45, 95% CI 0.24-0.84). Of the twelve predictors assessed, PaCO2 was the third 

most important predictor, and explained 11.7% of the variability in survival. The 

survival benefits of normocapnia extended to 12-months. Normocapnia was also 

significantly associated with a good neurological outcome at hospital discharge when 

compared to hypo- and hypercapnia. 

 

Using PaO2 as the exposure variable, my fourth study also demonstrated a non-linear 

association with an inverted U-shape between PaO2 and patient outcome. Analysis 
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of 3,764 PaO2 results (from 491 patients) obtained within the 24-hrs of ICU admission, 

found that survival to hospital discharge was highest for patients with a mean PaO2 

between 100 and 180 mmHg (reference category) when compared to patients with 

a mean PaO2 of <100 mmHg (aOR 0.50, 95% CI 0.30-0.84), or >180 mmHg (aOR 0.41, 

95% CI 0.18-0.92). Mean PaO2 within 24-hrs was the third most important predictor 

and explained 9.1% of the variability in survival to hospital discharge. Patients in the 

reference category also demonstrated increased survival to 12-months and good 

neurological outcome (CPC 1 or 2) at hospital discharge.  

  

In the final study, I found that of the 1,062 adult OHCA patients admitted to hospital 

over the 16 year study period most (92.7%) were discharged with a good neurological 

outcome (CPC 1 or 2). Further, a CPC of 1 or 2 at hospital discharge was significantly 

associated with 12-month survival (aOR 3.28, 95% CI 1.69-6.39) when the cohort was 

restricted to WA residents. 

 

Conclusion: The research included in this thesis suggests that a number of potentially 

modifiable post-ROSC factors exist that may impact upon survival and neurological 

outcome after OHCA. These findings have important clinical implications and RCTs 

are needed to confirm the effect of hospital factors on patient outcomes and to 

validate the optimal oxygenation and ventilation targets. Given the strong association 

with survival, and the excellent short and long-term outcomes in the majority of 

OHCA patients who survive to hospital discharge, optimising post-resuscitation care 

should be prioritised. 
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Chapter 1 Introduction  

1.1 Background and Rationale 

Cardiac arrest is an often fatal event, resulting from sudden loss of heart function and 

systemic circulation.1,2 When cardiac arrest occurs in the pre-hospital setting it is 

referred to as an out-of-hospital cardiac arrest (OHCA).2 OHCA is a global public 

health issue with significant social and economic costs; measured in terms of 

premature mortality, neurological injury and functional disability.3-6  

 

According to global registry data, the incidence of Emergency Medical Services (EMS)-

treated OHCA is high, ranging from 30.0 to 97.1 cases per 100,000 population per 

year and survival to hospital discharge or 30-day survival is low at between 3.1 and 

20.4% across OHCA registries.7 Substantial variations in neurological outcomes after 

EMS treated OHCA are also reported, with a favourable neurological outcome at 

hospital discharge or at 30 days estimated to be between 2.8 and 18.2%.7 Australian 

OHCA registry data estimates that as many as 25,000 OHCAs occur each year with 

12% of patients surviving to hospital discharge.8 

 

The aetiology of OHCA is presumed to be medical when no other obvious cause is 

evident, for example drug overdose, submersion, trauma, asphyxia or 

electrocution.1,9 OHCA of presumed medical aetiology comprised 92% of all cases in 

a recent registry-based observational study.9 Regardless of the aetiology, the 

ultimate goal of cardiopulmonary resuscitation (CPR) is to restore the flow of 

oxygenated blood to the brain and heart until restoration of spontaneous circulation 

(ROSC) can be achieved and sustained.10  According to internationally accepted 

definitions, known as the OHCA Utstein Template for Resuscitation Registries, 

“sustained ROSC is deemed to have occurred when chest compressions are not 

required for 20 consecutive minutes and signs of circulation persist (or sustained 

ROSC if extracorporeal circulatory support is applied).”11 
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Post-resuscitation care is started immediately after sustained ROSC to re-establish 

effective regional and organ tissue perfusion, diminish the severity and consequences 

of Post-Cardiac Arrest Syndrome and improve the likelihood of survival with a 

favourable neurological outcome.12 Post-Cardiac Arrest Syndrome is a complex 

pathophysiological response to whole body ischaemia, comprising hypoxic-ischaemic 

brain injury, myocardial dysfunction, systemic ischemia/reperfusion response and 

persistent precipitating pathology.12 Interventions required for post-resuscitation 

care are generally bundled into a care regimen and administered simultaneously.12 

These include identification and treatment of the cause of the cardiac arrest, 

haemodynamic, oxygenation and ventilation management, targeted temperature 

management (TTM), glycaemic control, seizure management and 

neuroprognostication.12 

The ‘Chain of Survival’ concept (Figure 1.1) provides a structured approach to OHCA 

management from the prehospital scene to in-hospital post-resuscitation care and 

identifies the time-critical interventions that have been shown to improve survival 

and neurological outcomes in OHCA patients.13,14 Each link is time critical and 

interdependent.13,14 The sequence of events starts with recognition of the emergency 

and activation of the EMS (first link), early CPR (second link), rapid defibrillation (third 

link), (4) early advanced life support (fourth link), and (5) standardised post-

resuscitation care (fifth link).13,14 It is well recognised that the Chain of Survival is only 

as strong as the weakest link.13 

Figure 1.1 The American Heart Association Chain of Survival.15 

 

The variation in international OHCA survival rates reported above, is likely reflective 

of differences in the strength of the local chain of survival. Therefore, research into 
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strategies to strengthen each link has the potential to significantly improve patient 

outcomes across regions.16 The research included in this thesis concentrates on the 

fifth link – post-resuscitation care. It addresses important knowledge gaps in the 

prevention and treatment of post-cardiac arrest syndrome. These include whether 

the direct transport of adult OHCA patients to a hospital capable of providing 

emergency percutaneous coronary intervention (PCI) by emergency medical services 

(EMS), is associated with a survival advantage when compared to patients first 

transported to a non-PCI capable hospital. They also include the identification of safe 

arterial carbon dioxide tension (PaCO2) and arterial oxygen tension (PaO2) targets in 

mechanically ventilated adult OHCA patients. Studies that report neurological 

outcome at hospital discharge and long-term survival are also required to minimise 

prognostic errors in decision making. In the absence of results from large randomised 

control trials (RCTs) investigating individual components of post-resuscitation care, 

observational studies such as those included in this thesis, provide the best available 

indication of a possible causal relation between an exposure and patient outcome. 

1.2 Research Aim and Objectives 

1.2.1 Research Aim 

The overall aim of this thesis is to explore the effect of in-hospital factors on survival 

and neurological outcome after OHCA. 

1.2.2 Research Objectives 

In order to achieve this aim, the following research objectives will be addressed: 

 

1. To compare survival outcomes of adults with OHCA of medical aetiology directly 

transported to a PCI-capable hospital (direct transport) with patients transferred to 

a PCI-capable hospital via another hospital without PCI services available (indirect 

transport) by EMS. 

 

2. To assess the effect of a low or high PaCO2 on patient outcomes after cardiac arrest 

by systematically reviewing the literature and by combining results from similar 

studies in meta-analyses. 
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3. To assess the associations between different levels of PaCO2 over the first 24 hours 

of ICU admission and survival to hospital discharge, neurological outcome at hospital 

discharge and 12-month survival in adult patients with OHCA of non-traumatic 

aetiology. 

 

4. To assess the associations between different levels of PaO2 over the first 24 hours 

of ICU admission and survival to hospital discharge, neurological outcome at hospital 

discharge and 12-month survival in adult patients with OHCA of medical aetiology. 

 

5. To describe neurological and functional outcomes among OHCA patients who 

survived to hospital discharge and to determine the association between 

neurological outcome at hospital discharge and 12-month survival. 

1.3 Thesis Approach 

This thesis is based on a compilation of peer reviewed publications and supporting 

chapters. An overview of each chapter is provided in Table 1.1.  
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Table 1.1 Overview of Thesis Chapters. 

Chapter Contents Research Aims 

Chapter One Introduction  1. Describe the background and 

rationale of the thesis. 

2. Define the aim of the thesis and 

research objectives. 

3. Provide an overview of the structure 

of the thesis. 

Chapter Two Background and Context 1. Present background information 

about OHCA. 

2. Provide context to the research 

presented in this thesis. 

3. Outline the significance of this 

doctoral research. 

Chapter Three Methods 1. Provide an overview of the thesis 

methods. 

2. Describe the data sources. 

3. Describe the study definitions and 

measurements. 

Chapter Four    The association between EMS transport destination and survival after 

OHCA (Research Objective 1) 

 Manuscript: Direct transport 

to a PCI-capable hospital is 

associated with improved 

survival after adult out-of-

hospital cardiac arrest of 

medical aetiology.17   

To compare survival outcomes of 

adults with OHCA of medical aetiology 

directly transported to a PCI-capable 

hospital with patients transferred to a 

PCI-capable hospital via another 

hospital without PCI services available 

by EMS. 

Chapter Five Systematic review and meta-analysis (Research Objective 2) 

 Manuscript: A systematic 

review and meta-analysis of 

the association between 

arterial carbon dioxide 

tension and outcomes after 

cardiac arrest.18  

To assess the effect of a low or high 

PaCO2 on patient outcomes after 

cardiac arrest by systematically 

reviewing the literature and by 

combining results from similar studies 

in meta-analyses. 

Chapter Six The association of PaCO2 and survival after OHCA (Research Objective 

3) 

 Manuscript: Arterial carbon 

dioxide tension has a non-

To assess the associations between 

different levels of PaCO2 over the first 
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Chapter Contents Research Aims 

linear association with 

survival after out-of-hospital 

cardiac arrest: A multicentre 

observational study.19 

24 hours of ICU admission and survival 

to hospital discharge, neurological 

outcome at hospital discharge and 12-

month survival in adult patients with 

OHCA of non-traumatic aetiology. 

Chapter Seven The association of PaO2 and survival after OHCA (Research Objective 

4) 

 Manuscript: Non-linear 

association between arterial 

oxygen tension and survival 

after out-of-hospital cardiac 

arrest: A multicentre 

observational study.20 

To assess the associations between 

different levels of PaO2 over the first 

24 hours of ICU admission and survival 

to hospital discharge, neurological 

outcome at hospital discharge and 12-

month survival in adult patients with 

OHCA of medical aetiology. 

Chapter Eight Neurological outcome at hospital discharge and survival to 12-months 

(Research Objective 5) 

  Manuscript: Neurological 

outcome in adult out-of-

hospital cardiac arrest – not 

all doom and gloom! 21 

To describe neurological and 

functional outcomes among OHCA 

patients who survived to hospital 

discharge and to determine the 

association between neurological 

outcome at hospital discharge and 12-

month survival. 

Chapter Nine Discussion and conclusions 

 

1. Summarise aims, approach and key 

findings of the thesis. 

2. Discuss the methodological 

strengths and limitations of the thesis. 

3. Discuss recommendations based on 

key findings. 
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Chapter 2      Background and Context 

2.1 Introduction 

The intent of this chapter is to summarise current key concepts relating to OHCA and 

post-resuscitation care; and to describe the context within which this doctoral 

research was conducted (i.e. St John Western Australia, referred to as St John WA). I 

also explain the significance of this research. 

2.2 Background 

2.2.1 Definition 

OHCA is defined as the loss of functional cardiac mechanical activity in association 

with the absence of a detectable carotid pulse, and unresponsiveness with agonal or 

absent respirations occurring outside of a hospital setting.1 OHCA is an unpredictable 

medical emergency and can affect anyone in the community, of any age or gender 

and at any time or place.22 OHCA is a time critical emergency.22 Within seconds of the 

event, reduced blood flow to the brain causes unconsciousness, and irreversible 

damage occurs to brain tissue within a few minutes.22  Early activation of the chain 

of survival is the most important intervention to increase the likelihood of survival 

and reduce the severity of primary and secondary brain injury.13 

2.2.2 Incidence  

The true global incidence of OHCA has been difficult to assess due to differences in 

definitions and reporting.8,23-25 The development of Utstein-style guidelines for the 

uniform reporting of OHCA data by the International Liaison Committee on 

Resuscitation (ILCOR)1, to address this issue, has assisted in the establishment of 

national and regional OHCA registries.7 These include, the Cardiac Arrest Registry to 

Enhance Survival (CARES)26 in the United States, the UK Out-of-hospital Cardiac Arrest 

Outcomes (OHCAO)27 in the United Kingdom, the Pan-Asian Resuscitation Outcomes 

Study (PAROS)28, the European Registry of Cardiac Arrest (EuReCa ONE)29 and the 

Australian and New Zealand Resuscitation Outcomes Consortium (Aus-ROC) OHCA 

Epistry.8  
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A recent comparison of national and regional OHCA registries, found the global 

incidence of EMS reported OHCA was 30.0 to 97.1 individuals per 100,000 

population.7  In comparison with other developed countries, the incidence of EMS-

attended OHCA per 100,000 population in Australia was 46.8.7 This is lower than New 

Zealand (50.2), United Kingdom (52.9), and the United States (62.2) but higher than 

Singapore (42.0).7 Variation in OHCA incidence across countries may be explained by 

differences in the denominator used for population-based EMS-treated cases, case 

ascertainment and social determinants of health.7,8  

 

The Aus-ROC Epistry (epidemiologic registry) provides a comprehensive data source 

to understand the epidemiology of OHCA and to explore sources of variation in 

incidence and outcome across Australia and New Zealand, including regional 

comparisons.8 Results from the Aus-ROC Epistry estimate that around 25,000 cases 

of OHCA occur in Australia each year.8 

2.2.3 Prehospital Prognostic Factors 

A number of modifiable factors in the chain of survival have been identified that 

improve survival and neurological outcome after OHCA.30 These include bystander 

CPR,31 early defibrillation32 and EMS response time from call to scene.31 Non-

modifiable factors associated with improved patient outcomes after OHCA include 

younger age33 and female sex,34 witnessed arrest by bystanders30 and a shockable 

initial arrest rhythm.31,35  

2.2.4 Aetiology 

Historically, the cause of OHCA was presumed to be of a cardiac origin unless an 

obvious non-cardiac cause was identified.9 However, a 2014 review of the Utstein-

style recommendations suggested OHCA aetiology be described as medical unless it 

was known or likely to have been caused by trauma, drug overdose, drowning, 

electrocution, or asphyxia.1 Medical aetiology (presumed cardiac, other medical 

causes, or unknown cause) is the most common classification, and includes up to 92% 

of all OHCAs.9 However, this classification system has yet to be widely adopted by 
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Australian ambulance services.  The term ‘non-traumatic’ has also been used to 

describe OHCA of non-medical aetiology.9 

 

A common underlying pathology for adult OHCA of presumed medical aetiology is 

coronary artery disease,2 with atherosclerotic plaque rupture leading to thrombus 

formation and partial or complete arterial blockage.36  The resulting Acute Coronary 

Syndrome (ACS), further defined as ST segment myocardial infarction (STEMI), non-

ST segment myocardial infarction (NSTEMI) and unstable angina, can lead to severe 

metabolic and electrophysiological changes that induce ventricular arrhythmias such 

as ventricular fibrillation (VF) or ventricular tachycardia (VT) and subsequent 

circulatory collapse.37 However, OHCA of medical aetiology may also result from a 

diverse range of other causes, including non-atherosclerotic disease of the coronary 

arteries, primary arrhythmia without ischaemic heart disease, cardiomyopathy, 

valvular heart disease and congenital heart disease.2  Autopsy remains the gold 

standard for determination of cause of death, especially in young adults where the 

heterogeneity of OHCA aetiology is likely increased.38 

2.2.5 Initial Cardiac Arrest Rhythm  

The initial cardiac arrest rhythm is either: (a) VF or pulseless VT causing ineffective 

myocardial contractions or (b) pulseless electrical activity (PEA) leading to organised 

electrical depolarisation of the heart without synchronous myocardial contractions 

or (c) asystole resulting in the absence of electrical activity and myocardial 

contractions.39,40 However, it can be difficult to determine the initial arrest rhythm as 

the shockable rhythms of VF or VT can deteriorate with time to asystole before the 

first electrocardiogram (ECG) is recorded.41,42  

 

Aus-ROC Epistry data reports that overall, VF is the first monitored cardiac arrest 

rhythm in 27.9% of EMS-attended cases.8 In communities where the chain of survival 

is strong, survival rates for witnessed OHCA with VF as the presenting rhythm can 

reach up to 70%.43,44 For patients with PEA or asystole as an initial arrest rhythm, the 

probability of survival remains low.35,40,45,46 One Australian study reported survival to 

hospital discharge rates for asystole and PEA as low as 1.1% and 5.9% respectively.45 
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A second Australian study found increased mortality for patients with non-shockable 

(as opposed to shockable) initial arrest rhythms in the first 4-years following OHCA.35 

2.2.6 EMS Transport Destination  

It is widely accepted that early access to standardised post-resuscitation care is both 

feasible and associated with higher rates of neurologically intact survival in adult 

OHCA patients.17,47-51 The improved patient outcomes are associated with the 

implementation of a post-resuscitation bundle of care that includes PCI, targeted 

management of body temperature and careful control of oxygenation, ventilation 

and haemodynamic parameters.12 The capability of the first destination hospital has 

been shown to influence patient outcomes in other time critical conditions such as 

trauma52 and stroke.53 Ensuring OHCA patients arrive at the right hospital at the right 

time has important implications for EMS transport protocols. 

 

National54 and international guidelines12,55 recommend that adult OHCA cases of 

presumed medical aetiology are directly transported to a PCI-capable hospital. In this 

respect, admission to a hospital with 24/7 PCI capability, may be considered a 

surrogate for a higher level of post-resuscitation care. As OHCA is frequently 

attributed to coronary artery disease and VF/VT is relatively common in the acute 

phase of STEMI,56 coronary angiography and PCI are important elements of post-

resuscitation care. Research suggests that post-resuscitation coronary angiography, 

with and without PCI is associated with increased survival and favourable 

neurological outcome in adult OHCA patients.57-60 This observation formed the basis 

of Research Objective One in my thesis- to compare survival outcomes of adults with 

OHCA of medical aetiology directly transported to a PCI-capable hospital (direct 

transport) with patients transferred to a PCI-capable hospital via another hospital 

without PCI services available (indirect transport) by EMS. 

2.2.7 Post-resuscitation Care 

The post-resuscitation care link in the Chain of Survival commences immediately after 

sustained ROSC has been achieved.12 Post-resuscitation care is time sensitive and 

should be commenced regardless of location. The primary aim of post-resuscitation 

care is to re-establish effective regional and organ tissue perfusion and diminish the 
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consequences of post-cardiac arrest syndrome.61 ILCOR defines post-cardiac arrest 

syndrome as the collective pathophysiology that occurs with 

hypoxaemic/ischaemic/reperfusion injury.61 Four components of post-cardiac arrest 

syndrome are described: (1) post–cardiac arrest brain injury, (2) post–cardiac arrest 

myocardial dysfunction, (3) systemic ischaemia/reperfusion response, and (4) 

persistent precipitating pathology.61 The systemic effects of post-cardiac arrest 

syndrome have been described as similar to severe sepsis with organ dysfunction, 

hypotension and hypoperfusion61 The severity of post-cardiac arrest syndrome 

depends on the underlying cause of the arrest, time to sustained ROSC and the 

patient’s premorbid health status.61 Patients demonstrating signs of wakefulness at, 

or within a short time of ROSC, are less likely to develop post-cardiac arrest syndrome 

than patients who remain comatose.61  

 

The phases of post-cardiac arrest syndrome  have been defined by time: (1) 

immediate post-arrest phase - first 20 minutes (2) early post-arrest phase - 20 

minutes to 6 to 12 hours (3) intermediate phase – 6 to 12 hours to 72 hours and (4) 

recovery phase – from 72 hours onward (Figure 2.1).61 Following early identification 

of the cause of arrest, international guidelines recommend that clinical interventions 

for post-resuscitation care are bundled into a care regimen (Figure 2.2).12 This 

includes early coronary angiography for patents with presumed OHCA of medical 

aetiology and management of physiological goals for key parameters such as PaCO2 

and PaO2 and body temperature.12 Other clinical interventions include treatment of 

seizures, general intensive care management and targeting a mean arterial blood 

pressure to achieve adequate urine output and normal blood lactate values.12 In the 

later phases of post-cardiac arrest syndrome the focus is on prognostication and 

rehabilitation to optimise the neurological and functional outcomes of survivors.12 

The clinical interventions most relevant to the research included within this thesis are 

discussed below.  
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Figure 2.1 Phases of Post Cardiac Arrest Syndrome.61  
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Figure 2.2 European Resuscitation Council and European Society of Intensive Care 
Medicine Post Resuscitation Care Algorithm.12 

 

 

Abbreviations indicate as follows: SBP; systolic blood pressure, PCI; percutaneous coronary 

intervention, CTPA; computed tomography pulmonary angiogram, ICU; intensive care unit, EEG; 

electroencephalography, ICD; implanted cardioverter defibrillator. 
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Coronary Angiography 

Patients with OHCA of medical aetiology have a high incidence of ACS.12,62 The clinical 

management of ACS depends on whether the underlying cause is STEMI, NSTEMI or 

unstable angina, as defined by ECG criteria.62 STEMI results from complete occlusion 

of a coronary artery whereas NSTEMI and unstable angina occur if the occlusion is 

partial (incomplete).62 NSTEMI may be further distinguished from unstable angina by 

the presence of elevated cardiac biomarkers that reflect myocardial damage.62 Early 

coronary angiography to determine the need for PCI in selected patients following 

resuscitation from OHCA has been shown to improve survival and neurological 

outcomes.63 A 2017 meta-analysis of 23 observational studies found that coronary 

angiography performed within 24 hours of OHCA was associated with improved 

survival and neurological outcomes (compared with angiography performed more 

than 24 hours later or not at all).63 

 

Control of Ventilation 

A significant proportion of adult OHCA patients will remain unconscious after ROSC 

and will require endotracheal intubation and mechanical ventilation in an ICU to 

ensure adequate ventilation and removal of carbon dioxide from the lungs.64 PaCO2 

is inversely proportional to minute alveolar ventilation and a direct reflection of gas 

exchange in the lungs. Abnormalities in PaCO2 within the first 24 hours of ICU 

admission after OHCA are common.64,65 Irrespective of the underlying cause of the 

arrest and post-ROSC factors, clinical interventions that slow metabolism such as the 

targeted management of body temperature may contribute to abnormalities in 

PaCO2.66 High PaCO2 levels associated with insufficient carbon dioxide removal 

(hypoventilation) may result in vasodilation of cerebral blood vessels with a 

subsequent rise in intracranial pressure. Conversely low PaCO2 levels associated with 

excessive carbon dioxide removal (hyperventilation) can induce cerebral 

vasoconstriction and exacerbate post-cardiac arrest brain injury.67 

 

Observational studies examining the association between PaCO2 and survival after 

OHCA suggest that a low PaCO2 in the post-ROSC period (compared to a normal 

PaCO2) is associated with worse patient outcomes.68-71 While international guidelines 
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recommend targeting normal PaCO2 levels in mechanically ventilated OHCA 

patients,12 the optimal PaCO2 target remains controversial. There are few RCTs 

targeting different levels of PaCO2 in adult OHCA patients66,72 and many of the 

existing observational studies have methodological limitations.64,69-71,73-77 For 

example, using PaCO2 data from a single time point64,69,73 or limiting the number of 

PaCO2 samples included in the analysis.71,76,77   

 

These observations formed the basis of the following research objectives in my 

thesis: Research Objective Two - To assess the effect of a low or high PaCO2 on 

patient outcomes after cardiac arrest by systematically reviewing the literature and 

by combining results from similar studies in meta-analysis; and Research Objective 

Three - To assess the associations between different levels of PaCO2 over the first 24 

hours of ICU admission and survival to hospital discharge, neurological outcome at 

hospital discharge and 12-month survival in adult patients with OHCA of non-

traumatic aetiology. 

 

Control of Oxygenation 

Supplemental oxygen is routinely given to patients after OHCA to increase PaO2 and 

improve tissue hypoxia.78 Inadvertent arterial hyperoxaemia (defined as supranormal 

PaO2) may occur in the pre-hospital setting as poor peripheral perfusion during OHCA 

limits the accuracy of pulse oximetry and therefore the ability of the clinician to 

titrate oxygen to normal arterial blood levels.79  In this instance, hyperoxaemia may 

not be detected until the first blood gas sample is analysed in the emergency 

department (ED) or ICU.  Although the functional and pathological effects of 

prolonged hyperoxaemia are well established in animals80 and neonates81,82 the 

impact of post-ROSC hyperoxaemia on survival and neurological outcomes in adults 

remains unclear.  It is thought that hyperoxaemia in adults potentiates secondary 

brain injury through haemodynamic changes resulting in vasoconstriction and 

reduced cardiac output and inflammatory changes producing oxygen free radical 

production triggering cell injury and apoptotic activity.83 

 



16 

Oxygen delivery and consumption can be optimised by maintaining PaO2 within a 

target range in patients requiring mechanical ventilation after OHCA.12 While 

international guidelines recommend targeting normoxaemia, the optimal PaO2 target 

range is unknown. There are few RCTs72,84 comparing different PaO2 targets during 

the early post-resuscitation period, and results from observational studies are 

inconsistent and have substantial methodological limitations. For example, using a 

single PaO2 data point as a measure of oxygen exposure, such as the first recorded 

PaO2,78 the highest PaO2
85,86

 or worst PaO2
70,79

 is unlikely to reflect overall oxygen 

exposure during the early to intermediate post-resuscitation phase. Further, studies 

investigating the association between PaO2 and survival have often assumed PaO2 

has a linear effect on survival rather than allowing the data to be modelled in a non-

linear fashion when such a relationship exists. This observation formed the basis of 

Research Objective Four in my thesis- to assess the associations between different 

levels of PaO2 over the first 24 hours of ICU admission and survival to hospital 

discharge, neurological outcome at hospital discharge and 12-month survival in adult 

patients with OHCA of medical aetiology. 

 

Temperature Control 

International guidelines recommend the targeted management of body temperature 

in adult OHCA patients who remain unresponsive after ROSC, irrespective of initial 

arrest rhythm.12 However, this recommendation is based on weak evidence from 

RCTs with many methodological limitations. The results of the recent TTM2 Trial,87 

which has overcome some of these limitations, found no survival benefit associated 

with targeted hypothermia (33◦ Celsius) over targeted normothermia (37.8◦ Celsius) 

in 1,861 randomised patients.  While these results support active temperature 

management in comatose post-ROSC patients, the optimal target temperature for 

different subgroups of OHCA patients remains unknown.87  

 

2.2.8 Survival and Neurological Outcomes 

The global survival rate to hospital discharge after OHCA has increased over the last 

four decades, probably due to an increased frequency of bystander CPR, early 
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defibrillation88 and advances in post-resuscitation care.12 A 2020 meta-analysis of 141 

studies reporting survival rates of OHCA patients who received CPR, estimated the 

global survival rate to hospital discharge and 12 months to be 8.8% and 7.7% 

respectively.88 The review found significant variability in survival across regions, with 

the highest survival rates observed in Western countries.88 Research suggests that 

patients who experience a bystander-witnessed, shockable cardiac arrest (as defined 

by Utstein Criteria) have increased survival rates.1 In 2019, Seattle and King County 

Medic One/EMS system, considered the gold standard for OHCA survival by the 

international resuscitation community, reported a survival rate of 56% for  patients.89 

While early CPR and defibrillation make a difference, in-hospital post-resuscitation 

care is also important and further clinical research is essential to improve survival and 

neurological and functional outcomes. 

 

Research assessing the neurological and functional status of survivors after OHCA is 

important for evaluating the outcomes of post-resuscitation care.90  A number of 

scoring systems have been developed to measure neurological and functional 

outcomes after OHCA. These include the modified Rankin Score (mRS)91 and the 

Cerebral Performance Category (CPC) score.92,93 While ILCOR recommends use of the 

mRS over CPC scores, due to substantial interrater reliability and increased sensitivity 

in discriminating between mild and moderate disability,94 most OHCA studies 

reporting neurological outcomes use the CPC scoring system.12 

 

The CPC is a five category scale which ranges from unimpaired survival to severe 

dependence and death.92,93 The scores are described as follows: CPC1: full recovery; 

CPC2: moderate disability; CPC3: severe disability; CPC4: coma or vegetative state; 

and CPC5: death. OPC scores at hospital discharge, ranged from OPC1 (capable of 

normal life) to OPC5 (death). CPC scores of ≤ 2 (moderate cerebral disability) suggest 

good neurological recovery.1  Often used in conjunction with the CPC score, the 

overall performance category (OPC) score provides a measure of functional recovery 

after OHCA (Table 2.1).  This type of evaluation is well suited to retrospective cohort 

studies as it is not restricted to a specific time point, does not require direct patient 
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contact and the scores can usually be determined by medical record or chart 

review.90 CPC and OPC scores are most commonly assessed at hospital discharge.90 

  

A recent survey of nine national and seven regional registries reported that for 

patients with EMS treated OHCA, a good neurological outcome at hospital discharge 

or 30 days was estimated to be between 2.8 to 18.2%.7 This increased to between 9.9 

to 33.3% for the subpopulation of patients with bystander witnessed shockable 

OHCA.7 However, this survey also reported significant variations across regions,7 

suggesting further studies describing neurological and functional outcomes are 

required. This would assist in identifying reasons for variation in outcomes of care, 

support neurological prognostication and ensure that families and surrogate decision 

makers have realistic expectations of patient treatment and outcomes. This 

observation formed the basis for Research Objective Five in my thesis- to describe 

neurological and functional outcomes among OHCA patients who survived to hospital 

discharge and to determine the association between neurological outcome at 

hospital discharge and 12-month survival. 
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Table 2.1 Outcome of Brain Injury: The Glasgow-Pittsburgh Cerebral Performance and 
Overall Performance Categories.95 

Cerebral Performance Categories 

 

Overall Performance Categories 

CPC1. Good Cerebral Performance 

Conscious, alert, able to work, might have 

mild neurologic or psychologic deficit. 

OPC1. Good Overall Performance 

Healthy, alert and capable of normal life 

(CPC1). 

CPC2. Moderate Cerebral Disability 

Conscious, sufficient cerebral function for 

independent activities of daily life. Able to 

work in a sheltered environment. 

OPC2. Moderate Overall Disability 

Conscious (CPC2) or moderate disability 

from non-cerebral organ systems 

dysfunction alone (CPC1) or both. Performs 

independent activities of daily life but is 

disabled for competitive work. 

CPC3. Severe Cerebral Disability 

Conscious, dependent on others for daily 

support because of impaired brain function. 

Ranges from ambulatory state to severe 

dementia and paralysis. 

OPC3. Severe Overall Disability  

Conscious (CPC3) or severe disability from 

non-cerebral organ systems dysfunction 

alone (CPC1 or 2), or both. Dependent on 

others for daily support. 

CPC4. Coma or Vegetative State 

Any degree of coma without the presence 

of all brain death criteria. Unawareness, 

even if appears awake (vegetative state) 

without interaction with environment; may 

have spontaneous eye opening and 

sleep/wake cycles. Cerebral 

unresponsiveness. 

OPC4. Coma or Vegetative State 

Same as CPC4. 

CPC5. Brain Death 

Apnoea, areflexia, ECG silence etc. 

OPC5. Brain Death 

Same as CPC5. 
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2.3 Context 

2.3.1 Overview of OHCA in WA 

The first OHCA registry in the Australia/New Zealand region was established with 

vision and foresight by Professor Ian Jacobs in 1996.96 Following his death in 2014, 

responsibility was transferred to Professor Judith Finn, Director of the Pre-hospital, 

Resuscitation and Emergency Care Research Unit (PRECRU) Curtin University Perth, 

WA. The OHCA Database is now managed by the PRECRU Deputy Director Dr Stephen 

Ball with assistance from Ms Alani Morgan, Ms Sheryl Gallant, Ms Lyndall Finn and 

myself, the PhD Candidate. Data from the SJ-WA OHCA Database was used to inform 

the research included in this thesis. 

 

In 2019, there were 1096 EMS-treated OHCA cases in WA.97 This equates to 3 cases 

per day in this state alone.96 In the same year, patients who had resuscitation 

attempted by SJ-WA paramedics had an OHCA of presumed medical aetiology in 

79.8% of cases (unpublished data provided by Dr. S Ball; PRECRU Deputy Director 

30th of July 2021). The aetiology of OHCA in WA during 2019 is further described in 

Figure 2.3. SJ-WA reported a survival to hospital discharge rate of 12% for patients 

who had resuscitation attempted by paramedics.98 The survival rate increased to 

35.1% for patients who experienced a bystander witnessed shockable arrest as 

defined by Utstein criteria.98 In 2019, most patients who survived to hospital 

discharge had a good neurological outcome (CPC 1 or 2) at hospital discharge.21 
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Figure 2.3 The aetiology of OHCA in WA during 2019. 

 
 

Data source: SJ-WA OHCA Database (unpublished data provided by Dr. S Ball; PRECRU Deputy 

Director 30th of July 2021) 

2.3.2 Geography and Demography of Metropolitan Perth 

Western Australia is Australia's largest state, spanning 2,527,013 square kilometres.99 

Perth (the capital city of WA) is located in the south-western corner of the state on 

the traditional lands of the Whadjuk Noongar Aboriginal People.100 Over the study 

period (2004 to 2019), the Perth population increased from 1.49 to 2.0 million people 

representing an actual change of 35.5%.101 In the 2016 Census there were 1,943,858 

people in the Perth metropolitan area: 49.6% were male and 50.4% were female. 

Aboriginal and/or Torres Strait Islander people comprised 1.6% of the population.102 

2.3.3 SJ-WA EMS Overview 

SJ-WA is a not for-profit humanitarian organisation contracted by the WA 

Department of Health to provide emergency and non-emergency road based 

ambulance services across the state of WA.  As the primary provider of emergency 

ambulance services, SJ-WA services a population of 2.5 million people geographically 

dispersed over 2.5 million square kilometres.103 This is the largest area covered by a 

single ambulance provider in the world.103  Of the 194 ambulance depots operating 

in WA, 34 are located within the Perth metropolitan area.104 Of these, 30 are 

OHCA Aetiology

Presumed medical (79.8%) Trauma (13.0%) Drug overdose (4.8%)

Drowning (1.5%) Electrocution (0.2%) Asphyxia (0.7%)
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operational 24 hours a day, 7 days a week and four provide day ambulance services 

only.104 Metropolitan ambulance depots are staffed by a single tier of paramedics 

who provide advanced life support skills according to SJ-WA Clinical Practice 

Guidelines.105 Clinical support paramedics provide clinical leadership and support to 

operational ambulance personnel. They also carry specialised equipment such as 

mechanical chest compression devices and extrication and lifting equipment. 

  

The SJ-WA Clinical Practice Guidelines are consistent with recommendations by the 

Australian Resuscitation Council106 for the life support management of adult OHCA. 

These include, high quality CPR and manual defibrillation, advanced airway 

management (endotracheal intubation, laryngeal mask or surgical airway 

[Cricothyrotomy]), needle thoracocentesis for tension pneumothorax, intravenous 

access for medication and fluid administration.105 Paramedics are authorised to 

terminate resuscitation and declare life extinct when resuscitation efforts are 

considered futile, for example, if the initial arrest rhythm is asystole, non-paramedic 

witnessed and 20 minutes of continuous CPR is performed without ROSC.105 Where 

there are obvious signs of death, such as injuries incompatible with life, resuscitation 

is withheld.105 

 

In Australia, emergency ambulance services are activated by a call for help using the 

24/7 triple zero (000) telephone number.107 In WA, these calls are transferred to the 

SJ-WA State Operations Centre, where communication officers use Medical Priority 

Dispatch System (MPDS)108 via ProQA software to undertake case entry and key 

questioning to determine dispatch priority and response time target and provide 

instructions to implement first aid or CPR.107 This process is supported by Computer 

Aided Dispatch (CAD) software that provides geographical and incident information 

to identify the closest available ambulance crew.107 Where OHCA is suspected, SJ-WA 

will dispatch at least two 2-person Priority 1 (potentially life threatening emergency) 

ambulances with ‘lights and siren’ to the scene with a response time target of less 

than 15 minutes.107 
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SJ-WA Clinical Practice Guidelines in place during the PhD study period, stated that 

OHCA patients who had resuscitation attempted by paramedics and not ceased in 

the field be transported to the nearest ED. Subsequent inter-hospital transfer 

occurred when the patient required a higher level of post-resuscitation care or access 

to another specialty service. Patients directly transported from scene to a PCI-capable 

hospital were defined as ‘direct’ transport patients. Patients transferred to a PCI-

capable hospital via another hospital where PCI was not available to a PCI-capable 

hospital within 24 hours of EMS call were defined as ‘indirect’ transport patients. 

2.3.4 WA Hospital System 

The WA hospital system operates as a hybrid model with a mix of public, private and 

private-public hospital partnerships.109 There are more than 80 hospitals, servicing 

2.5 million people, spread across an area of 2.5 million square kilometres.109 The 

public system ensures that all Australians, permanent residents of Australia and some 

overseas visitors, have access to free treatment as a public patient in a public hospital 

or private-public partnership hospital, paid for by the universal health insurance 

scheme Medicare.110 In addition to Medicare, the purchase of private health 

insurance for in-hospital treatment provides access to both public and private 

hospitals.110   

 

OHCA patients who were transported to hospital in the Perth metropolitan area 

during the study period (2004 to 2019), were transported to one of 11 hospitals with 

an ED that provided 24 hour emergency services: seven public hospitals: four tertiary 

and three general hospitals, one private hospital and three private-public partnership 

hospitals. Of these, six hospitals (four tertiary, one private and one private public 

partnership hospital) were PCI-capable as they had an onsite cardiac 

catheterisation laboratory and the ability to perform PCI. Of the four PCI-capable 

tertiary hospitals, two had restricted operating periods; Fremantle Hospital was 

downgraded to a non-teaching hospital in February 2015 and Fiona Stanley Hospital 

commenced operations in February 2015. The private-public partnership hospital 

with PCI capability (St John of God Midland Hospital) operated from November 2012 

(Table 2.2).  The few patients admitted to the private hospital were excluded from 

https://www-sciencedirect-com.dbgw.lis.curtin.edu.au/topics/medicine-and-dentistry/cardiac-catheterization
https://www-sciencedirect-com.dbgw.lis.curtin.edu.au/topics/medicine-and-dentistry/cardiac-catheterization
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this study as I did not seek Human Research Ethics Committee (HREC) approval from 

that hospital. 

Table 2.2 Metropolitan Perth hospitals stratified by hospital type, PCI capability and 
operating restrictions.109 

Hospital Name Hospital Type PCI-capable Operating restrictions  

Royal Perth Hospital Tertiary Yes Unrestricted 

Sir Charles Gairdner 

Hospital  

Tertiary Yes Unrestricted 

Fiona Stanley Hospital Tertiary Yes Restricted- opened 

February 2015 

Fremantle Hospital Tertiary Yes Restricted- downgraded 

February 2015 

Armadale Health 

Service 

General No Unrestricted 

Rockingham Hospital General No Unrestricted 

Swan District Hospital General No Restricted- closed 

November 2015 

St John of God Murdoch Private Yes Unrestricted 

Joondalup Health 

Campus 

 

Private Public 

Partnership 

Yes Unrestricted 

St John of God Midland Private Public 

Partnership 

No Restricted- opened 

November 2012 

Peel Health Campus Private Public 

Partnership 

No Unrestricted 
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2.4 Significance of Doctoral Research 

There is growing evidence that advances in post-resuscitation care have led to 

improvements in survival rates and neurological morbidity following OHCA.12  

Certainly, the individual and combined components of post-cardiac arrest syndrome 

may be treatable if the patient is managed appropriately with coordinated, 

collaborative care and resources.  However, in the absence of high-certainty evidence 

from large RCTs,12 well designed observational studies, such as those included in this 

thesis, are required to inform international guidelines for post resuscitation care.  

 

In the first retrospective cohort study, I investigated whether direct transport to a 

PCI-capable hospital for post-resuscitation care is associated with a survival 

advantage for adults with OHCA of medical aetiology.17  EMS transport protocols 

should now be informed by studies such as this, comparing patient characteristics 

and outcomes following OHCA between those patients transported to hospitals with 

or without PCI-capability. Also, this PhD study was included in a systematic review of 

17 observational studies and one RCT, that addressed the question as to whether 

post resuscitation care at a cardiac arrest centre, compared to care in a hospital not 

designated as a cardiac arrest centre, is associated with a better patient outcomes.51 

This systematic review informed ILCOR guidelines, that state wherever possible, adult 

OHCA patients with medical aetiology should be cared for in a hospital with 24/7 PCI 

capability.111 

 

In the second and third retrospective cohort studies included in this thesis, I assessed 

the associations between different levels of PaCO2
19 and PaO2

20 over the first 24 

hours of ICU admission and survival to hospital discharge, neurological outcome at 

hospital discharge and 12-month survival in adult patients with OHCA of non-

traumatic aetiology. An ILCOR systematic review investigating oxygen and ventilation 

targets after cardiac arrest, (based on 36 observational studies and seven RCTs) 

concluded that point estimates of individual studies generally favoured normoxemia 

and normocapnia when compared to hypo and hyperoxaemia and hypo and 

hypercapnia.112 However, many of the included studies were limited by an excessive 
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risk of bias and did not reach statistical significance.112 Given the quality of this 

evidence, studies addressing the limitations of previous analyses are required to 

identify optimal PaCO2 and PaO2 targets after OHCA. Many of these limitations were 

identified in my systematic review and meta-analysis investigating the association 

between PaCO2 and outcome after cardiac arrest.18 This information was used to 

inform the methodology of the retrospective cohort studies included in this thesis 

which importantly did not assume a linear relationship between PaCO2 and PaO2 and 

outcome after OHCA. This in turn identified U-shaped relationships between mean 

PaCO2 and PaO2 for periods up to 72 hours after ICU admission for OHCA and 

identified target ranges for PaCO2 and PaO2 associated with optimum outcomes that 

should be maintained over this time period. These studies should now be 

incorporated into evidence to inform international guideline recommendations. 

 

In the fourth retrospective cohort study included in this thesis, I described 

neurological and functional outcomes of adult OHCA patients admitted to hospital 

and estimated the association of CPC score at hospital discharge with 12-month 

survival, adjusted for known prognostic variables.21 International guidelines 

acknowledge that the CPC score is the most widely used outcome measure after 

cardiac arrest.12 This study provides additional information about the association 

between CPC score at hospital discharge and survival to 12-months that can inform 

prognostic decision making. It may also help to reduce the risk of premature 

withdrawal of life sustaining therapy in patients who have a chance of meaningful 

neurological recovery. 

2.5 Conclusion 

This chapter provided background and context to the research included in this thesis. 

It also outlined the significance of this doctoral research. The next chapter presents 

the methodology used to conduct the four multicentre retrospective cohort studies 

presented in this thesis. 
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Chapter 3      Methods 

3.1 Overview   

This chapter provides an overview of the methods used to undertake the four 

retrospective multicentre cohort studies included in this thesis. The chapter describes 

the research ethics, study design and setting, inclusion and exclusion criteria, data 

sources, patient outcomes and statistical methods used to analyse the data in each 

study. Further details of the methods used in each study are described in the 

publications incorporated into the subsequent chapters. The methods for the 

systematic review and meta-analysis are presented separately in Chapter Five. 

3.2 Research ethics 

The research presented in this thesis was conducted in accordance with the National 

Health and Medical Research Council National Statement on Ethical Conduct in 

Human Research (2007) – updated March 2014. 

 

This PhD research project sits under an overarching study titled “Functional status of 

survivors of out-of-hospital cardiac arrest in Perth Western Australia”. This study has 

been approved by the HREC of the lead site Sir Charles Gairdner Hospital 

(RGS0000001631 2012-184). The PhD Candidate has been listed as a co-investigator 

on this study and has been employed as the primary data collector since July 2013. 

Ethics approval was granted by the Curtin University Human Research Ethics 

Committee (HREC) (HR 199/2014) and the relevant hospital HRECs: Sir Charles 

Gairdner and Osborne Park Health Care Group HREC (Royal Perth Hospital, Sir Charles 

Gairdner Hospital, Fremantle Hospital, Fiona Stanley Hospital, Armadale Kelmscott 

District Hospital and Rockingham Kwinana District Hospital (#2012-184)); Ramsay 

Health Care WA/SA HREC: (Joondalup Health Campus and Peel Health Campus 

(#1225)); and St John of God Healthcare HREC (St John of God Hospital Midland, St 

John of God Hospital Murdoch, and St John of God Hospital Subiaco (#1209)). Copies 

of the ethics committee certificates of approval are contained in Thesis Appendix A.   
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Approval to access St John Western Australia (SJ-WA) Patient Care Records (both 

paper based and electronic) was granted by the St John Western Australia Research 

Advisory Group (now called the Research Governance Committee). This data was 

managed at PRECRU (Curtin University) and protected by robust data security 

protocols. 

 

Access to PathWest Laboratory Medicine WA (PathWest) data was provided by 

PathWest, the pathology and forensic arm of the WA health system.  

 

I was required to sign a confidentiality agreement with PRECRU, SJ-WA, the WA 

Department of Health and PathWest prior to accessing any patient identified data. I 

am also a Registered Nurse and patient confidentiality is a required agreement with 

the registering body Australian Health Practitioner Regulation Agency (Ahpra).  All 

data was de-identified prior to statistical analysis and confidentiality is ensured as 

published data is aggregate. 

3.3 Study design and setting 

This thesis includes four observational studies designed to examine post-

resuscitation care factors associated with survival and neurological outcome after 

OHCA. These were all retrospective cohort studies. A summary of each study 

including the study design is provided in Table 3.1 and further information is included 

in each manuscript. The study setting was greater metropolitan Perth, WA. The study 

setting has previously been described in Chapter 2.3. 
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Table 3.1 Overview of the design of each multicentre retrospective cohort study 
included in this thesis. 

Chapter Study information 

Chapter Four Manuscript: Direct transport to a PCI-capable hospital is associated 

with improved survival after adult out-of-hospital cardiac arrest of 

medical aetiology.17 

Study design: Multicentre retrospective cohort study  

Study period: 2012 to 2015 (4 years) 

Data sources:  

1. SJ-WA OHCA Database 

2. The WA Registry of Births, Deaths and Marriages 

3. Medical chart review   

Chapter Six Manuscript: Arterial carbon dioxide tension has a non-linear 

association with survival after out-of-hospital cardiac arrest: A 

multicentre observational study.19 

Study design: Multicentre retrospective cohort study   

Study period: 2012 to 2017 (6 years) 

Data sources: 

1. SJ-WA OHCA Database 

2. The WA Registry of Births, Deaths and Marriages  

3. Medical chart review   

4. PathWest Laboratory Medicine WA 

Chapter Seven Manuscript: Non-linear association between arterial oxygen 

tension and survival after out-of-hospital cardiac arrest: A 

multicentre observational study.20 

Study design: Multicentre retrospective cohort study   

Study period: 2012 to 2017 (6 years) 

Data sources: 

1. SJ-WA OHCA Database 

2. The WA Registry of Births, Deaths and Marriages  

3. Medical chart review   

4. PathWest Laboratory Medicine WA  

Chapter Eight Manuscript: Neurological outcome in adult out-of-hospital cardiac 

arrest - Not all doom and gloom!21 

Study design: Multicentre retrospective cohort study   

Study period: 2004 to 2019 (16 years) 

Data sources: 

1. SJ-WA OHCA Database 
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Chapter Study information 

2. The WA Registry of Births, Deaths and Marriages 

3. Medical chart review   

 

3.4 Data sources  

Four separate data sources were used to complete the research included in this 

thesis: 

1. SJ-WA OHCA Database 

2. The WA Registry of Births, Deaths and Marriages 

3. Medical chart review (electronic and paper based)  

4. PathWest Laboratory Medicine WA  

Each of these data sources are described in more detail below. 

3.4.1 SJ-WA OHCA Database 

The SJ-WA OHCA Database contains prospectively collected data for all OHCA cases 

attended by SJ-WA paramedics in metropolitan Perth since inception and state-wide 

since 2014.96 The variables included in the database are based on internationally 

recognised definitions outlined in the ‘Utstein’ template from ILCOR.1 In this context 

an OHCA patient is defined as “…someone with no signs of circulation - specifically 

the absence of a carotid pulse, in combination with unconsciousness 

/unresponsiveness, and agonal/absent breathing; with the event occurring outside 

of hospital.”96 The case inclusion and exclusion criteria for this database are described 

in Table 3.2.96  

 

The SJ-WA OHCA Database captures information from two sources; the CAD System 

Database and the electronic patient care record (ePCR) (paper based prior to 2011).96 

CAD data provides geographical and incident information for each emergency call 

including the date, location of the incidence and critical time stamps (activation, 

response, on-scene and transport intervals).96 The CAD Database assigns a unique 

‘case number’ to each ambulance or emergency vehicle dispatched to an emergency 

call. Where multiple ambulances or emergency vehicles attend the same incident, an 
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‘incident number’ is generated to link each ‘case number’. CAD data is interrogated 

on a routine basis to identify OHCA cases and the results are reviewed manually by 

PRECRU clinical staff to ensure the accuracy and completeness of data before 

inclusion in the SJ-WA OHCA Database.96 

 

The ePCR is a confidential medico-legal document that includes administrative, 

demographic and clinical data for each patient attended by SJ-WA.  The primary ePCR 

is completed by the paramedic providing the majority of patient treatment. 

Administrative data includes prefilled crew, location information and time data. It 

also includes the problem urgency and problem code that best describes the patient 

condition. OHCA is usually identified as Problem Code 418 (cardiac arrest) or 419 

(post cardiac arrest). A list of SJ-WA Problem Codes is included in Thesis Appendix B. 

 

Demographic information includes patient sex, date of birth, residential address and 

contact details. Clinical information includes vital sign monitoring, interventions and 

medications. The minimum requirements for vital sign monitoring include respiratory 

rate, heart rate, blood pressure, oxygen saturation, pain score and level of 

consciousness (Glasgow Coma Scale). Patients may also have an ECG, end-tidal 

carbon dioxide, oxygen saturation, dyspnoea, pain scores and blood glucose levels 

recorded. 

 

Prehospital variables collected in the SJ-WA Database and abstracted for this study 

included geographic location of the event (rural versus metropolitan), whether 

resuscitation was attempted by paramedics (yes/no), OHCA aetiology (cardiac versus 

non-cardiac) patient age and sex, location of arrest (home, public place, other), 

witness status (paramedic, bystander, unwitnessed), performance of bystander CPR 

(yes/no), initial arrest rhythm (unknown classified as non-shockable), asystole or VF 

ever reported and any prehospital ROSC (yes/no).  

 

Date and time variables were also abstracted including date and time of the arrest, 

day of arrest (weekday versus weekend), time of the arrest (night versus day), median 

EMS response time (using time interval from EMS call to arrival on scene), median 
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time to first ED (using time interval from EMS call to arrival at first ED) and median 

time to PCI-capable hospital (using time interval from EMS call to arrival in cardiac 

catheterisation laboratory). Where multiple ambulance crews attended the arrest, I 

preferentially selected data captured by the primary crew. 

Table 3.2 Inclusion/exclusion criteria for the SJ-WA OHCA Database.96 

Inclusion criteria: all of the following Exclusion Criteria: any of the following 

All patients (of any age) who suffer a 

cardiac arrest in an out-of-hospital 

setting (including residential care 

facilities). 

 

Any patient who suffers a cardiac arrest in a 

hospital facility where SJ-WA may be in 

attendance but are not the primary care 

providers. 

Occurred in the State of Western  

Australia and were attended by SJ-WA 

Any patient who suffers a cardiac arrest 

during an inter-hospital transfer where SJ-

WA may be providing transport but are not 

the primary care providers 

a. All unconscious patients who are also 

pulseless with either agonal or no 

breathing on arrival of SJ-WA OR  

b. All patients who become unconscious 

and pulseless with either agonal or no 

breathing in the presence of SJ-WA (so 

called EMS 

witnessed/paramedic/witnessed arrests) 

OR  

c. Patients who have a pulse on arrival of 

SJ-WA following successful defibrillation 

provided by a bystander prior to arrival of 

SJ-WA. 

Any patient where bystander/lay person 

suspected a cardiac arrest, but the patient is 

not in cardiac arrest on arrival of SJ-WA, and 

no defibrillation has occurred. 

 Patients with brief episodes of pulselessness 

who DO NOT receive CPR or defibrillation 

from SJ-WA 

 

3.4.2 WA Registry of Births, Deaths and Marriages  

In accordance with WA legislation, the WA Registry of Births, Deaths and Marriages 

creates and preserves records of births, deaths and marriages occurring within the 

state. Under agreement with PRECRU, the Registry provides confidential death 

information for medical research purposes. These data were used to determine 
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patient survival to 30 days and 12-months. If there was no record of the patient in 

the Registry at 30 days or 12-months it was assumed that the patient was still alive. 

3.4.3 Medical chart review  

Retrospective medical chart review was conducted at each study hospital to abstract 

the in-hospital variables. Where patients were transferred between hospitals, I 

reviewed the medical charts at both the referring hospital and receiving hospital. Of 

the hospitals included in the study, only two hospitals (Fiona Stanley Hospital and St 

John of God Midland Hospital) had implemented an electronic clinical information 

system. I used Statistical Package for Social Sciences (SPSS) software to create an 

electronic abstraction form. This form included a combination of free text and coded 

responses for data entry. All data were collected by experienced research nurses who 

had received training in the electronic data abstraction form.   

 

The medical chart consisted of a complete record of the patient’s key clinical data 

and medical history, such as demographics, past medical history, ED and hospital 

discharge diagnoses, clinical interventions, vital signs, medications, treatment plans, 

radiology and cardiac catheterisation images.  For patients admitted to ICU, the 

medical chart also included a critical care flow sheet. Each flow sheet was reviewed 

to capture clinical observations, interventions, medications and pathology results.   

3.4.4 PathWest Laboratory Medicine WA 

PathWest Laboratory Medicine WA provided the ABG data used in the multicentre 

cohort studies examining the association between PaCO2 and PaO2 and survival after 

OHCA. PaCO2 and PaO2 values in the first 72 hours of ICU admission was abstracted 

from each ABG result to provide information on the patients’ ventilation and 

oxygenation status respectively. ABG analysis is the internationally recognised gold 

standard method for assessment of pulmonary gas exchange and acid base 

homeostasis in critically ill patients.113 The machines used for point-of care testing for 

ABG analysis are owned by PathWest and form part of their overall laboratory 

services. ABG data from PathWest was cross checked against the patient ICU flow 

sheets to ensure accuracy and completeness of the dataset.   

 



34 

PathWest has a comprehensive schedule of internal and external audits as part of a 

quality assurance and improvement program.114 The organisation also participates in 

proficiency testing programs provided by the Royal College of Pathologists of 

Australasia and other external providers.114 PathWest testing facilities are routinely 

accredited by the following organisations: 

 National Association of Testing Authorities (NATA): international standards 

ISO 15189 (Medical Testing), and ISO/IEC 17025 (Biological Testing) including 

Media Preparation and Forensic Biology. 

 Therapeutic Goods Administration (TGA): sterility testing of pharmaceutical 

products, serological testing of human tissue and cell therapy donations, 

microbial contamination testing of human tissue and cell therapy donations 

and products and In house In Vitro Devices (IVDs) used for human diagnosis 

and treatment.  

 Royal College of Pathologists (RCPA): Pathologist Accreditation and ongoing 

professional development.114 

3.5 Data Linkage 

Deterministic data linkage was conducted to combine death data from the WA 

Registry of Births, Deaths and Marriages with the SJ-WA OHCA Database. Data linkage 

was conducted by PRECRU Director Professor Judith Finn or Deputy Director Dr 

Stephen Ball. I also used deterministic data linkage to link PathWest ABG data with 

my PhD study database using a unique hospital unit medical record number (UMRN). 

Any patient with a missing UMRN was linked on date of birth and first and last name. 

Patients in the datasets were de-identified before the data were provided for 

analysis. 

3.6 Inclusion and exclusion criteria 

The inclusion and exclusion criteria varied across the four observational studies 

included in this thesis. In the first study,17 investigating the association between EMS 

transport destination and survival OHCA, I included all patients (≥18 years) with OHCA 

of medical aetiology (presumed cardiac or unknown, other medical causes) who were 

attended by SJ-WA paramedics in in greater metropolitan Perth, WA between 1 
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January 2012 and 31 December 2015 (4 years) and who were admitted to a study 

hospital with ROSC. I excluded patients whose ED attendance could not be verified 

from medical chart review and those with missing medical charts. A medical chart 

was determined to be ‘missing’ if it could not be located after three separate requests 

to the admitting hospital. I decided a priori to exclude patients if they had a second 

OHCA within 7 days of hospital discharge due to the potential influence on pre-CPC 

and OPC scores. I also excluded patients admitted to the Hospital in the Home’ (HITH) 

program, as they were already receiving acute hospital level care in the community. 

 

 In the second19 and third20 studies investigating the association of PaCO2 and PaO2 

and survival after OHCA, I included all patients (≥18 years), with OHCA of presumed 

non-traumatic aetiology and medical aetiology respectively, who were attended by 

SJ-WA paramedics in greater metropolitan Perth, WA between 1 January 2012 and 

31 December 2017 (six years) and who were admitted to a study hospital with ROSC. 

In line with the first study,17 I excluded patients with missing medical records and 

those admitted from HITH. I also excluded patients who did not receive mechanical 

ventilation on admission to ICU, those who did not have an ABG recorded within the 

first six hours of ICU admission and any patient who did not have a PaCO2 or PaO2 

value recorded during their ICU admission. 

 

In the final study, describing neurological and functional outcomes among OHCA 

patients who survived to hospital discharge, I included adults with OHCA of any 

aetiology who had resuscitation attempted by SJ-WA paramedics, in greater 

metropolitan Perth, and who survived to hospital discharge at one of eleven hospitals 

between 1st January 2004 and 31st December 2019 (16 years). I excluded patients 

with missing medical charts and interstate/overseas visitors from the multivariable 

logistic regression analysis (to minimise loss to follow-up). 

3.7 Patient outcomes 

There is variation in the patient-centred outcomes used in the four retrospective 

cohort studies included in this thesis. For clarification, the cohort definition and 

outcome used in each study is described in Table 3.3 below.  
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Table 3.3 Cohort definition and patient-centred outcomes included in each study. 

Chapter Study information 

Chapter Four Manuscript: Direct transport to a PCI-capable hospital is associated 

with improved survival after adult out-of-hospital cardiac arrest of 

medical aetiology.17 

Cohort: All cases of adult OHCA (>18years) of presumed medical 

aetiology resuscitated by SJ-WA paramedics and admitted to a PCI-

capable hospital with ROSC. 

Outcomes: There is one primary and three secondary outcomes in this 

study: 

1. Survival to hospital discharge (primary outcome) 

2. 30-day survival (secondary outcome) 

3. 12-month survival (secondary outcome) 

4. Good neurological outcome at hospital discharge (secondary 

outcome) 

Chapter Six Manuscript: Arterial carbon dioxide tension has a non-linear 

association with survival after out-of-hospital cardiac arrest: A 

multicentre observational study.19 

Cohort: All cases of adult OHCA (>18years) of presumed medical 

aetiology resuscitated by SJ-WA paramedics with ROSC and who 

required mechanical ventilation on arrival to an ICU. 

Outcomes: There is one primary and two secondary outcomes in this 

study: 

1. Survival to hospital discharge (primary outcome) 

2. 12-month survival (secondary outcome) 

3. Good neurological outcome at hospital discharge (secondary 

outcome) 

Chapter Seven Manuscript: Non-linear association between arterial oxygen tension 

and survival after out-of-hospital cardiac arrest: A multicentre 

observational study.20 

Cohort: All cases of adult OHCA (>18years) of presumed medical 

aetiology resuscitated by SJ-WA paramedics with ROSC and who 

required mechanical ventilation on arrival to an ICU. 

Outcomes: There is one primary and two secondary outcomes in this 

study: 

1. Survival to hospital discharge (primary outcome) 

2. 12-month survival (secondary outcome) 

3. Good neurological outcome at hospital discharge (secondary 

outcome) 
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Chapter Study information 

Chapter Eight Manuscript: Neurological outcome in adult out-of-hospital cardiac 

arrest - Not all doom and gloom!21 

Cohort: All cases of adult OHCA (>18years) of any aetiology who had 

resuscitation attempted by SJ-WA paramedics and who survived to 

hospital discharge at one of eleven hospitals with an emergency 

department (ED) in Perth, WA. 

Outcome: There is one primary outcome in this study: 

1. 12-month survival (primary outcome)   

 

3.8 Statistical analysis  

In each of the four retrospective cohort studies, continuous variables were reported 

as means and standard deviation or medians and interquartile range, and categorical 

variables as counts and percentages. Differences between groups were assessed 

using the t-test or Mann-Whitney-U or Kruskal-Wallis test for continuous variables, 

and Chi-square or Fisher’s exact test for categorical variables as appropriate. All 

statistical tests were two tailed and a p value <0.05 was considered statistically 

significant for all analyses. I used SPSS for Windows (version 24.0, IBM, USA) for all 

analyses with the exception of the restricted cubic spline regression used in the 

PaCO2
19 and PaO2

20 studies which was performed using S-PLUS software (version 8.2, 

TIBCP Software Inc., USA). 

 

In the first study, I compared survival outcomes of adults with OHCA of medical 

aetiology directly transported by EMS to a PCI-capable hospital (direct transport) with 

patients transferred to a PCI-capable hospital via another hospital without PCI 

capability.17 I analysed the total cohort of patients admitted to a PCI-capable hospital 

as well as three subgroups of patients admitted to ICU. Subgroup analysis included 

(a) all patients admitted to ICU with mechanical ventilation, (b) all patients who 

received coronary angiography within 24 hours of EMS call and (c) all patients who 

proceeded to PCI. I used multivariable logistic regression analysis to examine the 

independent association of transport group (direct versus indirect) and survival to 

hospital discharge. The multivariable model was adjusted for ‘Utstein’ variables and 
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other potential explanatory factors that have a known association with OHCA 

outcome1 including age (years; continuous), sex (male/female), location of arrest 

(home versus public location), witness status (paramedic/bystander/unwitnessed), 

bystander CPR (yes/no), initial arrest rhythm (shockable versus non-shockable), 

prehospital ROSC (yes/no) and EMS response time (minutes; categorical). I also 

adjusted for time of arrest (day; 0700-1859), day of arrest (weekday versus 

weekend), and diagnosis of ACS in ED (yes/no). EMS response time was categorised 

as the data was not normally distributed. The median EMS response time was used 

to identify categories to separate patients with shorter and longer response times 

from the majority of patients included in the cohort. 

 

In a separate analysis, I conducted a Cox-proportional hazards model to examine the 

independent association between transport group and survival to 12-months. I also 

used Kaplan-Meier survival curves and log rank tests to compare the direct and 

indirect transport groups and to eliminate the effect of any potential non-

proportionality in the 12-month survival analysis.  To test the robustness of my 

results, I performed two sensitivity analyses. The first analysis excluded all patients 

in the total cohort whose initial arrest rhythm was unknown to estimate the effect of 

these missing data. In the second analyses, I excluded all patients in the total cohort 

with a pre-arrest CPC score of 3 (or less) to eliminate the effect of poor neurological 

status on survival outcomes after OHCA. 

 

In the second study, I hypothesised that the mean PaCO2 in the first 24 hours after 

ICU admission has a non-linear relationship with survival and neurological outcome 

after OHCA and aimed to identify optimal PaCO2 cut points for survival.19 This 

hypothesis was based on the findings of published studies that report a non-linear 

relationship between physiological variables and clinical outcomes in critically ill 

adults 115,116 including those reporting the association between PaCO2 and survival69 

and neurological outcome117 after OHCA. It also reflected the findings of my 

systematic review and meta-analysis of 23,434 cardiac arrest patients that found 

PaCO2 during the post-resuscitation phase had a significant inverted ‘U-shaped’ 

association with survival and neurological outcome after cardiac arrest.18  
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In this study, I used multivariable logistic regression analyses to adjust for the effect 

of biologically plausible predictors of survival after OHCA, irrespective of their p value 

in univariable analyses. These variables were selected a priori based on the Utstein 

template because they have a known association with OHCA outcomes.1 I assessed 

the relative importance of mean PaCO2 to other predictors in explaining the 

variability in observed hospital mortality by each predictor’s Chi Square contribution 

in the multivariable logistic model. 

 

I then identified optimal PaCO2 cut-points based on the shape of the spline curve 

derived from a four-knot restricted cubic spline function.118 A restricted cubic spline 

function is a way of summarising a relationship between dependent and independent 

variables that are not linear.118 The range of values of the independent variable is 

split with “knots” defining the segments with separate curves being fitted to each 

segment with the resulting fitted curve being smooth and continuous.119 The number 

of knots was based on the sample size to ensure that there were sufficient 

observations between each knot to fit each polynomial function.119 In this study, 

restricted cubic spline regression was used to describe the dose-response association 

between PaCO2 and outcome, provide a visual tool to check the assumption of 

linearity of the association and to minimise residual confounding when adjusting for 

the continuous exposure.119  

 

In the third study, I used a near identical patient cohort and statistical analysis plan 

to the second, to determine if PaO2 has a non-linear relationship with survival after 

OHCA.20 I hypothesised that maintaining an intermediate level of PaO2 in the first 24 

hours of ICU admission would be associated with improved hospital survival and 

neurological outcome at hospital discharge and survival to 12 months.20 I included a 

description of the statistical analyses in the supplementary material of the 

manuscript. This reads as follows: “As stated, we assessed the importance of mean 

PaO2 relative to plausible physiological predictors in explaining the variability in the 

observed hospital mortality by each predictor’s Chi Square contribution in a 

multivariable logistic regression. This is similar to the incremental contribution of 
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each predictor to the area under the receiver operating characteristics curve, or c-

index, of the final model. After confirming a non-linear inverted U-shaped 

relationship between the mean PaO2 and survival, cut points were then identified 

visually, based on the shape of the spline curve, and used to generate corresponding 

odds ratios to facilitate clinical interpretation of this inverted U-shaped relationship. 

We then performed a stepwise forward logistic regression to confirm the robustness 

and consistency of the non-linear relationship between the mean PaO2 and survival, 

after adjusting for plausible physiological predictors of survival after OHCA. In 

conducting the multivariable analyses, we also added two a priori defined predictors 

to other known predictors of survival after OHCA, whether the patients had a 

diagnosis of ST-segment elevation myocardial infarction on arrival to the emergency 

department and received within 24-hours of the emergency medical services call”.20 

 

In the fourth and final retrospective cohort study, I aimed to describe neurological 

and functional outcomes among OHCA patients who survived to hospital discharge 

and to determine the association between neurological outcome at hospital 

discharge and 12-month survival.21 I used adjusted multivariable logistic regression 

analysis to identify the association between CPC score at hospital discharge and 12-

month survival.21 Covariates included in the model were: age (years; continuous), sex 

(male/female), witness status (paramedic/bystander/unwitnessed), location of 

arrest (home versus public location), early CPR (includes ‘bystander CPR’ and 

‘paramedic CPR’ for paramedic-witnessed arrests), initial arrest rhythm (shockable 

versus non-shockable), aetiology of arrest (cardiac versus non cardiac) and calendar 

year categorised into 4 year epochs.21 

3.9 Conclusion 

This chapter summarised the methods used for the four multicentre cohort studies 

included in this thesis. Further information about the methods used for the individual 

studies are detailed in the relevant study chapters. In each study, I used high quality 

data sources, included robust patient-centred outcomes and employed a rigorous 

approach to data collection to minimise loss to follow up. 
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The next chapter presents the findings of the first study investigating the association 

with EMS transport destination and survival after OHCA. This study is titled ‘Direct 

transport to a PCI-capable hospital is associated with improved survival after adult 

out-of-hospital cardiac arrest of medical aetiology’.17 
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Chapter 4      EMS Transport Destination 

4.1 Overview 

In this chapter, the findings from the first multicentre retrospective cohort study 

included in this thesis are presented. This study investigates the association between 

EMS transport destination and survival after OHCA. Early access to post-resuscitation 

care is the fifth link in the ‘Chain of Survival’ concept.120,121 International guidelines 

recommend direct transport of adult patients with OHCA of medical aetiology to a 

specialist cardiac arrest centre that can provide evidence-based post resuscitation 

treatments.12 This includes early coronary revascularisation, targeted management 

of body temperature and control of oxygenation and ventilation.12 However, these 

guidelines are based on very low certainty evidence and there are no large RCTs that 

demonstrate a survival benefit associated with direct transport to a specialist cardiac 

arrest centre in the overall  patient population.12 Further, while evidence suggests 

that direct EMS transport of STEMI patients with OHCA to a specialist cardiac centre 

improves survival,122 it is unclear if this decision strategy benefits patients with OHCA 

from other medical causes. Observational studies that compare patient 

characteristics and outcomes following OHCA of medical aetiology (including 

subgroups of patients) are required to inform clinical decision making and EMS 

transport protocols. 

 

The research aim was: 

To compare survival outcomes of  adults with OHCA of presumed medical aetiology 

directly transported to a PCI-capable hospital (direct transport) with patients 

transferred to a PCI-capable hospital via another hospital without PCI services 

available (indirect transport) by EMS.  

 

The specific objectives were: 

1. To undertake a retrospective cohort study of adult patients with OHCA of 

medical aetiology, attended by SJ-WA paramedics and admitted to a study 

hospital 
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2. To describe the characteristics and patient outcomes for the total cohort 

3. To compare patient outcomes by transport group (direct versus indirect) for 

the total cohort 

4. To describe OHCA characteristics and patient outcomes for a subgroup of 

patients admitted to ICU 

5. To compare patient outcomes by transport group (direct versus indirect) for 

the ICU cohort 

6. To conduct sensitivity analyses to assess the robustness of the results by 

excluding (a) patients whose initial arrest rhythm was unknown and (b) 

patients who had a CPC score of 3 (or less) prior to the arrest from the total 

cohort; and 

7. To compare patients remaining at a non-PCI capable hospital with those 

transferred to a PCI-capable hospital. 

 

This Chapter comprises a manuscript that has been published in a peer-reviewed 

journal and is inserted as a portable document format (PDF) in the format published 

by the journal:  

 

McKenzie N, Williams TA, Ho KM, Inoue M, Bailey P, Celenza A, Fatovich D, Jenkins I, 

Finn J. Direct transport to a PCI-capable hospital is associated with improved survival 

after adult out-of-hospital cardiac arrest of medical aetiology. Resuscitation. 2018 Jul; 

128:76-82.17  

 

Supplementary material supporting this article is presented prior to the Chapter 

summary.  

 

A poster related to this publication was presented at the 11th International Spark of 

Life Conference, Adelaide, South Australia, May 2017, and is included in Thesis 

Appendix C: 
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McKenzie N, Williams TA, Tohira H, Ho KM, Inoue M, Bailey P, Finn J. Direct transport 

to a tertiary hospital improves survival from out-of-hospital cardiac arrest in adults 

with acute coronary syndrome.  

 

 

 

 

 



45 

4.2 Manuscript 
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4.3 Supplemental Tables (Mckenzie et al. Resuscitation. 2018 Jul; 

128:76-82)17 

Table 4.1        (Supplemental Table 1) Univariate and multivariate factors associated with    
STHD for patients admitted to the ICU with MV. 

All patients (n= 377) 

 

Unadjusted OR 

(95%CI) 

p-value Adjusted OR 

(95%CI) 

p-value 

Transport group, direct 1.63 (1.00-2.66) 0.05 2.33 (1.26-4.28) 0.01 

Patient demographics     

Age, years 0.98 (0.96-0.99) 0.001 0.96 (0.94-0.98) <0.001 

Male sex 1.63 (1.02-2.60) 0.04 0.87 (0.46-1.62) 0.65 

Prehospital OHCA 

characteristics 

 

Location of arrest, public 2.46 (1.58-3.85) <0.001 1.28 (0.70-2.31) 0.42 

Witnessed arrest 1.20 (0.80-1.82) 0.37 1.02 (0.60-1.71) 0.95 

Bystander CPR(a) 2.07 (1.33-3.24) 0.001 1.06 (0.59-1.92) 0.84 

Initial arrest rhythm, 

shockable(b) 

6.77 (4.13-11.10) <0.001 2.43 (0.90-6.54) 0.08 

Asystole ever reported(c) 0.13 (0.07-0.25) <0.001 0.21 (0.10-0.45) <0.001 

VF ever reported(d) 6.57 (3.92-11.01) <0.001 1.48 (0.56-3.93) 0.43 

Time of arrest, day (07:00 - 

18:59) 

1.15 (0.74-1.77) 0.53 1.09 (0.62-1.91) 0.78 

Day of arrest, weekday 0.58 (0.37-0.90) 0.02 0.59 (0.34-1.02) 0.06 

Any prehospital ROSC 2.96 (1.59-5.51) 0.001 3.32 (1.54-7.17) <0.001 

EMS response time, minutes(e)     

0 to < 4 2.32 (0.99-5.40) 0.05 1.07 (0.37-3.03) 0.90 

4 to < 8 1.63 (0.85-3.11) 0.14 0.87 (0.38-1.98) 0.74 

8 to < 12 1.27 (0.66-2.44) 0.48 0.71 (0.31-1.62) 0.41 

> 12 1.0  1.0  

OHCA characteristics in-

hospital 

 

Diagnosis of ACS in ED 2.03 (1.28-3.20) 0.002 1.42 (0.79-2.55) 0.24 

TTM in ICU 2.69 (1.55-4.65) <0.001 1.42 (0.72-2.80) 0.32 

     

 

(a) Includes 1 patient where ‘Bystander CPR’ is unknown 

(b) Includes 3 patients where ‘Initial arrest rhythm’ is unknown 

(c) Includes 1 patient where ‘Asystole ever reported’ is unknown 

(d) Includes 1 patient where ‘VF ever reported’ is unknown 
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(e) Using time interval from EMS call to arrival on scene 

 

Abbreviations indicate as follows: ACS; Acute coronary syndrome, CPR; Cardiopulmonary 

resuscitation, ED; Emergency department, EMS; Emergency medical services, ICU; Intensive care unit, 

OHCA; Out of hospital cardiac arrest, ROSC; Return of spontaneous circulation, STHD; Survival to 

hospital discharge, TTM; Targeted temperature management, VF; Ventricular fibrillation.  
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Table 4.2        (Supplemental Table 2) Univariate and multivariate factors associated with 
STHD for patients admitted to ICU with MV and who received coronary 
angiography within 24 hours of EMS call. 

All patients (n= 203) Unadjusted OR 

(95% CI) 

p-value Adjusted OR 

(95% CI) 

p-value 

Transport group, direct 2.43 (1.27-4.63) 0.01 2.54 (1.20-5.40) 0.02 

Patient demographics     

Age, years 0.96 (0.94-0.98) 0.001 0.95 (0.93-0.98) <0.001 

Male sex 1.45 (0.68-3.09) 0.34 1.52 (0.62-3.71) 0.36 

Prehospital OHCA characteristics     

Location of arrest, public 1.52 (0.85-2.70) 0.16 0.83 (0.30-2.36) 0.73 

Witnessed arrest 0.80 (0.45-1.41) 0.44 0.74 (0.38-1.43) 0.37 

Bystander CPR(a) 1.70 (0.90-3.22) 0.10 1.04 (0.48-2.29) 0.91 

Initial arrest rhythm, shockable(b) 3.03 (1.39-6.62) 0.01 2.81 (1.16-6.81) 0.02 

Time of arrest, day (07:00 to 

18:59) 

0.87 (0.48-1.58) 0.64 1.11 (0.53-2.31) 0.78 

Day of arrest, weekday 0.79 (0.42-1.47) 0.45 0.96 (0.48-1.95) 0.92 

Any prehospital ROSC 4.00 (1.75-9.13) 0.001 3.45 (1.31-9.12) 0.01 

Median EMS response time, 

minutes(c) 

    

0 to < 5 2.17 (0.90-5.25) 0.09 1.45 (0.53-3.95) 0.47 

5 to < 10 1.56 (0.80-3.04) 0.20 1.14 (0.52-2.47) 0.74 

> 10 1.0  1.0  

OHCA characteristics in-hospital     

TTM in ICU 1.67 (0.70-3.99) 0.26 1.29 (0.49-3.43) 0.60 

 

(a)  Includes 1 patient where ‘Bystander CPR’ is unknown 

(b)  Includes 1 patient where ‘Initial arrest rhythm’ is unknown 

(c)  Using time interval from EMS call to arrival on scene 

 

Abbreviations indicate as follows: CPR; Cardiopulmonary resuscitation, EMS; Emergency medical 

services, MV; Mechanical ventilation, OHCA; Out-of-hospital cardiac arrest, ROSC; Return of 

spontaneous circulation, TTM; Targeted temperature management. 
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Table 4.3 (Supplemental Table 3) Univariate and multivariate factors associated with 
STHD for patients admitted to ICU with MV and who received PCI within 24 
hours of EMS call. 

All patients (n= 103) Unadjusted OR 

(95% CI) 

p-value Adjusted OR  

(95% CI) 

p-value 

Transport group, direct 3.58 (1.50-8.51) 0.004 4.37 (1.49-

12.79) 

0.01 

Patient demographics     

Age, years 0.99 (0.96-1.02) 0.36  0.97 (0.93-

1.003) 

0.07  

Male sex 3.54 (1.01-12.36) 0.05 3.01 (0.64-

14.23) 

0.16 

Prehospital OHCA characteristics     

Location of arrest, public 1.64 (0.71-3.75) 0.25 1.07 (0.37-3.06) 0.90 

Witnessed arrest 1.33 (0.59-2.98) 0.50 1.94 (0.69-5.44) 0.21 

Bystander CPR(a) 2.10 (0.88-5.02) 0.10 1.41 (0.47-4.26) 0.54 

Initial arrest rhythm, shockable(b) 1.67 (0.52-5.38) 0.39 1.60 (0.37-6.94) 0.53 

Any prehospital ROSC 6.42 (1.94-21.24) 0.002 4.42 (0.96-

20.24) 

0.06 

Median EMS response time, 

minutes(c) 

    

0 to < 5 1.62 (0.62-4.27) 0.33 1.55 (0.50-4.77) 0.58 

5 to < 10 1.18 (0.38-3.67) 0.77 1.35 (0.36-5.09) 0.66 

> 10 1.0  1.0  

OHCA characteristics in-hospital     

TTM in ICU 1.14 (0.37-3.48) 0.82 1.59 ( (0.39-

6.60) 

0.52 

 

(a) Includes 1 patient where ‘Bystander CPR’ is unknown 

(b) Includes 1 patient where ‘Initial arrest rhythm’ is unknown 

(c) Using time interval from EMS call to arrival on scene 

 

Abbreviations indicate as follows: CPR; Cardiopulmonary resuscitation, EMS; Emergency medical 

services, ICU; Intensive care unit, ROSC; Return of spontaneous circulation, TTM; Targeted 

temperature management. 
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4.4 Supplemental Figures (Mckenzie et al. Resuscitation. 2018 Jul; 

128:76-82)17 

Figure 4.1  (Supplemental Figure 1) Kaplan-Meier survival plots stratified by transport 
group (direct versus indirect) for all patients admitted to a PCI-capable hospital 
(N=509) (Log Rank test p=0.07). 

 
 

Abbreviations indicate as follows: PCI; Percutaneous coronary intervention. 
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Figure 4.2 (Supplemental Figure 2) Flow chart of included patients by admitting ward. 

 
 

Abbreviations indicate as follows: CCL; Cardiac catheterisation laboratory, CCU; Coronary care unit, 

CPC; Cerebral Performance Category, ICU; Intensive care unit, MV; Mechanical Ventilation, PCI; 

Percutaneous coronary intervention, STHD; Survival to hospital discharge. 
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Figure 4.3 (Supplemental Figure 3) Kaplan-Meier survival plots stratified by transport 
group (direct versus indirect) for all patients receiving MV on admission to ICU 
of a PCI-capable hospital (n=377) (Log Rank test p=0.07). 

 
 

Abbreviations indicate as follows: ICU; Intensive care unit, MV; Mechanical ventilation, PCI; 

Percutaneous coronary intervention. 
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Figure 4.4 (Supplemental Figure 4) Kaplan-Meier survival plots stratified by transport 
group (direct versus indirect) for all patients receiving MV on admission to ICU 
of a PCI-capable hospital and who received coronary angiography within 24 
hours of EMS call (n=203) (Log Rank test p=0.01). 

 
 

Abbreviations indicate as follows: ICU; Intensive care unit, MV; Mechanical ventilation, PCI; 

Percutaneous coronary intervention. 
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Figure 4.5 (Supplemental Figure 5) Kaplan-Meier survival plots stratified by transport 
group (direct versus indirect) for all patients receiving MV on admission to ICU 
of a PCI-capable hospital and who received PCI within 24 hours of EMS call 
(n=103) (Log Rank test p=0.01). 

 
 

Abbreviations indicate as follows: ICU; Intensive care unit, MV; Mechanical ventilation, PCI; 

Percutaneous coronary intervention. 
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4.5 Appendices (Mckenzie et al. Resuscitation. 2018 Jul; 128: 76-

82)17 

Table 4.4 (Appendix 1) Results of adjusted sensitivity analysis excluding 12 patients 
where ‘initial arrest rhythm’ is unknown. 

  STHD 12-month survival 

All patients (N= 509) N (%) Adjusted odds ratio 

(95% CI) 

Adjusted hazard ratio 

(95% CI) 

Direct transport 404 (79.4) 1.97 [1.12-3.46] 1.36 [1.003-1.84] 

Secondary transport 105 (20.6) 1.0 1.0 

 

Table 4.5 (Appendix 2) Results of adjusted sensitivity analysis excluding patients with a 
CPC score of 3 prior to OHCA. 

  STHD 12-month survival 

All patients (N= 498) n (%) Adjusted odds ratio 

(95% CI) 

Adjusted hazard ratio 

(95% CI) 

Direct transport 393 (78.9) 2.28 (1.34-3.90) 1.39 (1.02-1.88) 

Secondary transport 105 (21.1) 1.0 1.0 
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4.6 Summary 

This multicentre retrospective cohort study showed that for adults with OHCA of 

presumed medical aetiology, direct transport to a PCI-capable hospital for post-

resuscitation care was associated with significant survival benefits compared to 

indirect transport via another hospital without PCI capability.17 Specifically, direct 

transport patients were twice as likely to survive to hospital discharge, than those 

transferred via another hospital.17 My findings suggest that while prehospital factors 

such as bystander CPR and early defibrillation are important, early access to a 

standardised post-resuscitation care bundle may also improve survival and 

neurological outcome in adult OHCA patients.17 My findings are consistent with 

current international guidelines12 and support the implementation of specialist 

cardiac arrest centres in Australia.123 

 

This study forms part of a growing number of publications investigating whether care 

at specialist cardiac arrest centres improves patient outcomes. A subsequent 

publication comparing patient characteristics and outcomes following OHCA patients 

transported to hospitals with or without PCI-capability within New Zealand found 

improved 30-day survival for the direct transport group.48  A 2019 systematic review 

and meta-analysis of 17 observational studies found that care at a cardiac arrest 

centre is associated with improved survival to hospital discharge with favourable 

neurological outcome.51 However, the authors concluded that while their findings 

were generally supportive of transporting OHCA patients to cardiac arrest centres 

they should be interpreted with caution because of the nature of observational 

studies.51 This systematic review and meta-analysis included the PhD study17 that is 

subject of Chapter 4 in this thesis. 

 

Improved patient outcomes with direct EMS Transport to specialist centres has been 

described for trauma,52,124,125 stroke126-128 and STEMI122 leading to the acceptance of 

specialised treatment centres for these conditions. The weight of evidence, although 

this is not yet conclusive, supports the introduction of cardiac arrest centres. While it 

would be ideal to confirm these findings with a large multicentre RCT, the number 
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and consistency of observational studies supporting cardiac arrest centres suggests 

that equipoise no longer exists to conduct such studies.   

 

In the next chapter, I consider another strategy that may help to improve patient 

outcomes after cardiac arrest. The targeted management of PaCO2 in mechanically 

ventilated patients admitted to ICU. A systematic review and meta-analysis of the 

association between arterial carbon dioxide tension and outcomes after cardiac 

arrest follows in Chapter Five. 
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Chapter 5      Systematic Review and Meta-analysis  

5.1 Overview of Chapter 5 

Chapter Two provided a contextual overview of OHCA and described post-

resuscitation care strategies that have been shown to reduce the severity of post-

cardiac arrest syndrome. One important strategy is the targeting of normal PaCO2 

levels in mechanically ventilated adult OHCA patients, but the evidence to inform 

international guidelines is weak.12 While there have been multiple observation cohort 

studies investigating the relationship between PaCO2 and survival in cardiac arrest 

patients these are inherently limited by lack of randomisation of exposure and 

subject to bias and confounding.64,68,73,117 Further, there have been few RCTs 

investigating PaCO2 as a potential therapeutic target in this population of critically ill 

patients66,72 and results from an ongoing multinational study have yet to be 

published.129,130 

 

Given the limited evidence, I aimed to assess the effect of a low or high PaCO2 on 

patient outcomes after cardiac arrest by systematically reviewing the literature and 

by combining results from similar studies in meta-analysis.18 The Preferred Reporting 

Items for Systematic Reviews and Meta-analysis (PRISMA) protocol directed this 

study.131 Details of the protocol were registered in the international database of 

prospectively registered systematic reviews (PROSPERO; CRD42015024907).132 The 

PRISMA protocol checklist and the PROSPERO registration are included in Thesis 

Appendix D and E respectively. This systematic review and meta-analysis provides the 

foundation for the second retrospective cohort study included in this thesis: Arterial 

carbon dioxide tension has a non-linear association with survival after OHCA: A 

multicentre observational study.19  

 

This Chapter comprises a manuscript that has been published in a peer-reviewed 

journal and is inserted as a PDF in the format published by the journal:  
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McKenzie N, Williams TA, Tohira H, Ho KM, Finn J. A systematic review and meta-

analysis of the association between arterial carbon dioxide tension and outcomes 

after cardiac arrest. Resuscitation. 2017 Feb; 111: 116-126.18   

 

Supplemental material supporting this article is presented prior to the Chapter   

summary.  

 

A poster related to this publication was presented at the American Heart Association 

(AHA) Scientific Sessions, New Orleans, United States of America, 2016 and is 

included in Thesis Appendix F: 

 

McKenzie N, Williams TA, Tohira H, Ho KM, Finn J. A systematic review and meta-

analysis of the association between arterial carbon dioxide tension and outcomes 

after cardiac arrest.   
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5.2 Manuscript 
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73 
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5.3 Supplemental Tables (Mckenzie et al. Resuscitation 2017 Feb; 

111:116-126)18 

Table 5.1 (Table S1) Search strategy (Ovid MEDLINE(R) 1946 to Present with Daily 
Update). 

Line Number Searches Subject Headings 

1 exp heart arrest/ Heart Arrest 

2 cardiac arrest.mp. 

3 in-hospital cardiac arrest.mp. 

4 out-of-hospital cardiac arrest.mp. 

5 cardiorespiratory arrest.mp 

6 cardiopulmonary resuscitation.mp. 

7 1 or 2 or 3 or 4 or 5 or 6 Carbon Dioxide 

8 exp carbon dioxide/ 

9 hypercarbia.mp. 

10 hypocarbia.mp. 

11 normocarbia.mp. 

12 dyscarbia.mp. 

13 hypercapnia.mp. 

14 hypocapnia.mp. 

15 normocapnia.mp. 

16 8 or 9 or 10 or 11 or 12 or 13 or 14 or 15 Outcomes assessment 

17 exp outcomes assessment/ 

18 survival.mp. 

19 neurological outcome.mp. 

20 prognosis.mp. 

21 cerebral performance category.mp. 

22 17 or 18 or 19 or 20 or 21 

23 7 and 16 and 22 

24 limit 23 to animals 

25 23 not 24 

26 limit 25 to review articles 

27 25 not 26 

28 limit 27  to case reports 

29 27 not 28  
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30 limit 29 to letter 

31 29 not 30  

32 limit 31  to comment 

33  31 not 32 
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Table 5.2 (Table S2) Newcastle-Ottawa Scale (NOS) risk of bias assessment. 

Quality 

assessment 

criteria 

Acceptable(*) Weil28 

1985 

Moon24 

2007 

Schneider3 

2013 

Roberts2 

2013 

Lee4  

2014 

Vaahersalo12 

2014 

Eastwood20 

2015 

Wang23 

2015 

Helmerhorst11 

 2015 

Selection 

Truly 

representative of 

the study cohort 

CA with ROSC and 

ABG analysis 

demonstrating 

exposure to hypo- or 

hypercarbia 

         

Somewhat 

representative of 

the study cohort 

CA with ROSC and 

ABG analysis 

demonstrating  

exposure to hypo- or  

hypercarbia and any 

clinical intervention 

that may select 

toward better overall 

outcome  

         

Selection of the 

non-exposed 

cohort 

CA with ROSC and 

ABG analysis  

demonstrating 

exposure to 

normocarbia 

         
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Quality 

assessment 

criteria 

Acceptable(*) Weil28 

1985 

Moon24 

2007 

Schneider3 

2013 

Roberts2 

2013 

Lee4  

2014 

Vaahersalo12 

2014 

Eastwood20 

2015 

Wang23 

2015 

Helmerhorst11 

 2015 

Ascertainment of 

exposure 

Secure medical 

record 
         

Demonstration 

that outcome of 

interest was not 

present at start of 

study 

Post-ROSC ABG 

analysis  

         

Comparability   

Comparability of 

cohorts on the 

basis of a 

validated illness 

severity score 

Yes 

         

Comparability of 

the cohorts on 

the basis of a 

validated 

neurological 

assessment tool 

Yes 

         

Outcome  
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Quality 

assessment 

criteria 

Acceptable(*) Weil28 

1985 

Moon24 

2007 

Schneider3 

2013 

Roberts2 

2013 

Lee4  

2014 

Vaahersalo12 

2014 

Eastwood20 

2015 

Wang23 

2015 

Helmerhorst11 

 2015 

Assessment of 

outcome  

Independent blind 

assessment 

         

Was follow up 

long enough for 

outcomes to 

occur? 

Assessment of 

outcome made at or 

after the time of 

hospital discharge 

         

Adequacy of 

follow up of 

cohorts? 

Greater than 90% 

follow up to the point 

of outcome 

         

Overall quality 

score 

 
5 6 7 7 8 9 7 7 7 

Overall quality 

rating 

 Inter-

mediate 

Inter-

mediate 
High High High High High High High 

 

Abbreviations indicate as follows: ABG; Arterial blood gas, CA; Cardiac arrest, ROSC; Return of spontaneous circulation 

 



81 

5.4 Supplemental Figures (Mckenzie et al. Resuscitation 2017 Feb; 

111:116-126)18 

Figure 5.1 (Figure S1) Funnel plot of comparison for PaCO2 groups on hospital survival for 
patients suffering IHCA23 or OHCA11 or IHCA/OHCA.3,4,20,24 

 

(a) Low versus normal PaCO2 

 

(b) High versus normal PaCO2 

 

(c) High versus low PaCO2 
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Figure 5.2 (Figure S2) Funnel plot of comparison for PaCO2 groups on neurological 
outcomes using CPC score of 1 or 2 at hospital discharge2,4,23 and 12 months12 
for patients suffering IHCA23 or OHCA12 or IHCA/OHCA.2,4 

 

(a) Low versus normal PaCO2 

 

(b) High versus normal PaCO2 

 

(c) High versus low PaCO2 
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5.5 Summary 

This systematic review and meta-analysis18 of eight observational cohort 

studies64,68,69,73-76,117 included 23,434 patients with cardiac arrest. I found that 

targeting normocarbia in the post resuscitation phase was associated with improved 

hospital survival and improved neurologic outcomes compared to hypercarbia and 

improved rates of discharge home with normocarbia as compared to hypocarbia.18 

The inverted U-shape relationship between PaCO2 and survival suggests that there 

may be a physiological “sweet spot" that corresponds to best patient-centred 

outcomes.133 In the absence of conclusive clinical data and recognising the potential 

harm caused by hypo-and hypercarbia, international guidelines recommend that 

normocarbia be targeted during post-resuscitation care.12 The results are clinically 

relevant and require further investigation by adequately-powered RCTs.18 

 

The importance of this inverted U-shape relationship was highlighted by an 

accompanying editorial in Resuscitation titled ‘Optimal arterial carbon dioxide 

tension following cardiac arrest: Let Goldilocks decide?’ (Thesis Appendix G).134 This 

editorial raised the question as to whether abnormalities in PaCO2 are merely 

reflective of post-arrest pathophysiology or whether PaCO2 is an independent 

promotor of secondary injury, with the authors concluding both propositions are 

likely true. The editorial also reiterated the limitations identified in the systematic 

review including the use of arbitrarily selected cut-points to define PaCO2 thresholds 

and heterogeneity in the timing and duration of ABG analyses.134   The authors 

concluded further studies are required to support the targeted management of 

PaCO2 during the critical post resuscitation period where the patient is susceptible to 

the development of post cardiac arrest syndrome. 

 

In the absence of results from large clinical trials targeting low or high-normal PaCO2 

levels after OHCA, I conducted a multicentre retrospective observational cohort 

study that aimed to determine the optimal PaCO2 cut-points for survival after OHCA. 

The strengths and limitations of the studies included in this systematic review, 

findings from the meta-analysis and results from other published studies 



84 

investigating the association between physiological parameters and outcomes in 

critically ill patients informed the methods of this study. Firstly, I used a four-knot 

restricted cubic spline function to allow for the possibility of a non-linear relationship 

between PaCO2 and outcome. Secondly, I assessed the relative importance of mean 

PaCO2 to other predictors in explaining the variability in observed hospital mortality 

by each predictor’s Chi Square contribution in the multivariable logistic model. This 

is consistent with the editorial comment that PaCO2 could be an independent 

promotor of secondary injury. Thirdly, I avoided the use of arbitrarily selected PaCO2 

cut-points by identifying optimal cut-points based on the shape of the spline curve. 

Finally, I overcame limitations related to single or selected ABG analysis by using all 

ABG results obtained within the first 72 hours of ICU admission. This study is titled 

‘Arterial carbon dioxide tension has a non-linear association with survival after out-

of-hospital cardiac arrest: A multicentre observational study’ and the manuscript is 

presented in Chapter 6. 
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Chapter 6      Arterial Carbon Dioxide Tension 

6.1 Overview 

In this chapter the findings of the second multicentre retrospective cohort study 

included in this thesis are presented. In this study, I hypothesised that normocapnia 

within the first 24 hours after OHCA is associated with better patient-centred 

outcomes when compared to hypo-or hypercapnia.19 This hypothesis was based on 

the findings of my systematic review and meta-analysis that identified an inverted U-

shaped association between PaCO2 and survival following adult cardiac arrest.18 It 

found improved hospital survival and improved neurologic outcomes with 

normocapnia as compared to hypercapnia; and improved rates of discharge home 

with normocapnia as compared to hypocapnia.18 The study was also based on the 

results of other published studies which have shown a non-linear relationship 

between PaCO2 and patient survival69 and neurological outcomes117 in cardiac arrest 

populations.  

 

Titration of mechanical ventilation to achieve a target range of PaCO2 has become an 

integral component of post resuscitation care.12 Evidence suggests that hypocapnia 

causes cerebral vasoconstriction and ischaemic injury while hypercapnia may lead to 

cerebral vasodilatation, increased cerebral blood flow and intracranial 

hypertension.135,136 However, the optimal PaCO2 targets during the post-

resuscitation phase have yet to be identified and there may even be a subgroup of 

patients who derive benefit from mild hypercapnia.66,137 The effect of targeted 

therapeutic mild hypercapnia after cardiac arrest is currently under investigation in 

clinical trials.129,130 However, it is difficult to imagine that there is clinical equipoise to 

randomise adult OHCA patients to other PaCO2 levels that are outside the normal 

range. 

 

With consideration to the available evidence I conducted a multicentre retrospective 

cohort study to determine if PaCO2 has a non-linear association with survival after 

OHCA. 
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The research aim was: 

To assess the associations between different levels of PaCO2 over the first 24 hours 

of ICU admission and survival to hospital discharge, neurological outcome at hospital 

discharge and 12-month survival in adult patients with OHCA of non-traumatic 

aetiology. 

 

The specific objectives were: 

1. To undertake a retrospective cohort study of all adult patients with OHCA of 

medical aetiology, attended by SJ-WA paramedics and who achieved ROSC and 

received mechanical ventilation on arrival to a study hospital 

2. To describe the characteristics and patient outcomes for the total cohort 

stratified by hospital survival status 

3.  To use a four-knot restricted cubic spline function to evaluate the potential for 

non-linearity in the relationship between PaCO2 and survival 

4. To identify optimal PaCO2 cut-points for survival based on the shape of the spline 

curve 

5.   To employ multivariable logistic regression analyses to assess the association 

between mean PaCO2 in the first 24-hours of ICU admission and survival to 

hospital discharge, neurological outcome at hospital discharge or 12-months 

after stepwise forward adjustment for potential confounders and; 

6. To conduct four sensitivity analyses examining whether the mean PaCO2 during 

the first 48 and 72 hours in ICU after OHCA was associated with survival, if there 

was any clustering of mortality with either hypercapnia or hypocapnia within 

certain ICUs using Generalised Estimating Equations and if using different PaCO2 

cut-points would substantially affect the mortality risk estimates associated with 

hypo- or hypercapnia compared to normocapnia. 

 

This Chapter comprises a manuscript that has been published in a peer-reviewed 

journal and is inserted as a PDF in the format published by the journal:  
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Mckenzie N, Finn J, Dobb G, Bailey P, Arendts G, Celenza A, Fatovich D, Jenkins I, Ball 

S, Bray J, Ho KM. Arterial carbon dioxide tension has a non-linear association with 

survival after out-of-hospital cardiac arrest: A multicentre observational study. 

Resuscitation. 2021 May; 162:82-90.19  

 

Supplemental material supporting this article is presented prior to the Chapter 

summary. 
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6.3 Supplemental Tables (Mckenzie et al. Resuscitation. 2021, May; 

162:82-90)19 

Table 6.1 (Supplemental Table 1) Characteristics of out-of-hospital cardiac arrest patients 
of non-traumatic etiology stratified by the mean PaCO2 within the first 24-hours 
of ICU admission. 

 Hypocapnia 

(<35 mmHg) 

n=78 (15.8%) 

Normocapnia 

(35-45 mmHg) 

n=332 (67.3%) 

Hypercapnia 

 (>45 mmHg)  

n=83 (16.8%) 

p-values 

 

Mean PaCO2, mmHg 32.3 39.7 51.1 <0.001 

Age, median (IQR) in 

years 

65 (53-73) 58 (47-70) 60 (49-69)    0.2700. 

Sex, no. (%):-     

     Male  44 (56.4) 246 (74.1) 62 (74.7) 0.01 

     Female 34 (43.6) 86 (25.9) 21 (25.3) 

Pre-arrest CPC score, 

no. (%):- 

    

     CPC 1 or 2 78 (100%) 327 (98.5) 82 (98.8) 0.83 

     CPC 3 0 (0%) 5 (1.5) 1 (1.2) 

Witnessed arrest, no. 

(%):- 

    

     Paramedic 8 (10.3) 20 (6.0) 15 (18.1) 0.01 

     Bystander 35 (44.9) 165 (49.7) 34 (41) 

     Unwitnessed 35 (44.9) 147 (44.3) 34 (41) 

Bystander CPR, no. 

(%) 

50 (64.1) 246 (74.1) 49 (59.0) 0.01 

Initial arrest rhythm, 

no. (%):- 

    

     VF/VT 44 (56.4) 225 (67.8) 40 (48.2) 0.001 

     PEA/Asystole(a) 32 (41.0) 101 (30.4) 43 (51.8) 

EMS response time, 

median (IQR) in 

minutes(b) 

8 (6-10) 8 (6-10) 9 (7-12) 0.01 

Time to arrive the 

first ED, median (IQR) 

in minutes(c) 

47 (37-56) 46 (38-52) 48 (40-59) 0.02 
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 Hypocapnia 

(<35 mmHg) 

n=78 (15.8%) 

Normocapnia 

(35-45 mmHg) 

n=332 (67.3%) 

Hypercapnia 

 (>45 mmHg)  

n=83 (16.8%) 

p-values 

 

Time to arrive the 

tertiary ICU, median 

(IQR) in minutes(d) 

236 (182-278) 224 (176-285) 237 (172-292) 0.99 

Direct transport 

patients (n=367) 

214 (171-267) 213 (165-260) 205 (157-270) 0.79 

Indirect transport 

patients (n=124) 

268 (243-331) 288 (244-350) 296 (242-343) 0.55 

ROSC on arrival to the 

first ED, no. (%) 

60 (76.9) 292 (88.0) 64 (77.1) 0.01 

Diagnosis of ACS at 

ED, no. (%) 

18 (23.1) 117 (35.2) 20 (24.1) 0.02 

Diagnosis of STEMI at 

ED, no. (%) 

12 (15.4) 82 (24.7) 13 (15.7) 0.40 

PCI (≤24-hours), no. 

(%)(e) 

16 (20.5) 110 (33.1) 16 (19.3) 0.58 

Duration of ICU stay, 

median (IQR) in days 

2 (1-4) 3 (1-5) 1 (1-5)  

TTM in ICU, no. (%) 60 (76.9) 284 (85.5) 57 (68.7) 0.001 

Inotropes in ICU, no. 

(%) 

67 (85.9) 285 (85.8) 76 (91.6) 0.38 

 

Data are presented as mean (standard deviation - SD), median (interquartile range - IQR) or count 

(percentage) 

(a) Includes 8 patients where ‘Initial arrest rhythm’ is unknown 

(b) Time interval from EMS call to arrival on scene 

(c)  Time interval from EMS call to arrival at first ED 

(d) Time interval from EMS call to arrival at a tertiary hospital ICU 

(e) Time interval from EMS call to arrival in CCL 

 

Abbreviations indicate as follows: ACS; Acute coronary syndrome, CCL; Cardiac catheterization 

laboratory, CPC, Cerebral Performance Category, CPR; Cardiopulmonary resuscitation, ED; 

Emergency department, EMS; Emergency medical services; ICU, Intensive care unit, PCI; 

Percutaneous Coronary Intervention, PEA; Pulseless electrical activity, ROSC; Return of spontaneous 

circulation, STEMI; ST-elevation myocardial infarction, STHD; Survival to hospital discharge, TTM; 

Targeted temperature management, VF; Ventricular fibrillation; VT; Ventricular tachycardia. 
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Table 6.2 (Supplemental Table 2) Forward stepwise logistic regression assessing the 
associations between the mean arterial carbon dioxide tension (PaCO2) within 
the first 24 hours of admission to the intensive care unit (ICU) – grouped as (a) 
normocapnia (35-45mmHg, n=332), (b) hypocapnia (<35mmHg, n=78) and (c) 

hypercapnia (>45mmHg, n=83)  after out of hospital cardiac arrest and survival 
to hospital discharge or 12 months (N=493). 

Confounders used for 

adjustment 

Mean PaCO2 tension within 

the first 24 hours after 

cardiac arrest in relation to 

survival 

OR (95%CI) 

for survival 

to hospital 

discharge 

(n=232, 47.0%) 

OR (95%CI) 

for survival 

to 12 months 

(n=225, 45.6%) 

None (a) normocapnia  

(b) hypocapnia  

(c) hypercapnia 

1 (reference) 

0.42 (0.25-0.71) 

0.39 (0.23-0.64) 

1 (reference) 

0.36 (0.21-0.62) 

0.35 (0.21-0.59) 

Age (a) normocapnia  

(b) hypocapnia  

(c) hypercapnia 

1 

0.44 (0.26-0.74) 

0.38 (0.23-0.64) 

1 

0.38 (0.22-0.64) 

0.35 (0.21-0.59) 

Age & sex (a) normocapnia  

(b) hypocapnia  

(c) hypercapnia 

1 

0.49 (0.29-0.83) 

0.37 (0.22-0.62) 

1 

0.42 (0.24-0.72) 

0.34 (0.20-0.57) 

Age, sex, & witnessed 

arrest 

(a) normocapnia  

(b) hypocapnia 

(c) hypercapnia  

1 

0.48 (0.28-0.82) 

0.35 (0.20-0.59) 

1 

0.41 (0.24-0.72) 

0.32 (0.19-0.56) 

Age, sex, witnessed 

arrest, & bystander 

CPR 

(a) normocapnia  

(b) hypocapnia  

(c) hypercapnia  

1 

0.49 (0.28-0.84) 

0.36 (0.21-0.61) 

1 

0.42 (0.24-0.61) 

0.33 (0.19-0.57) 

Age, sex, witnessed 

arrest, bystander CPR 

& 

shockable first rhythm 

(a) normocapnia  

(b) hypocapnia 

(c) hypercapnia 

1 

0.48 (0.27-0.86) 

0.41 (0.23-0.75) 

1 

0.40 (0.22-0.73) 

0.38 (0.20-0.69) 

Age, sex, witnessed 

arrest, bystander CPR, 

shockable first rhythm, 

& EMS response time 

(a) normocapnia  

(b) hypocapnia  

(c) hypercapnia 

1 

0.49 (0.27-0.88) 

  0.426 (0.23-0.78) 

1 

0.41 (0.22-0.75) 

0.39 (0.21-0.72) 

Age, sex, witnessed 

arrest, bystander CPR, 

shockable first rhythm, 

EMS response time, & 

time between EMS 

(a) normocapnia  

(b) hypocapnia  

(c)    hypercapnia 

1 

0.48 (0.26-0.86) 

0.42 (0.23-0.77) 

1 

0.40 (0.22-0.72) 

0.38 (0.21-0.71) 



100 

Confounders used for 

adjustment 

Mean PaCO2 tension within 

the first 24 hours after 

cardiac arrest in relation to 

survival 

OR (95%CI) 

for survival 

to hospital 

discharge 

(n=232, 47.0%) 

OR (95%CI) 

for survival 

to 12 months 

(n=225, 45.6%) 

attendance and 

tertiary ICU admission 

Age, sex, witnessed 

arrest, bystander CPR, 

shockable first rhythm, 

EMS response time, 

time between EMS 

attendance and 

tertiary ICU admission 

& pre-cardiac arrest 

CPC score  

(a) normocapnia  

(b) hypocapnia  

(c)    hypercapnia 

1 

0.46 (0.25-0.83) 

0.41 (0.23-0.75) 

1 

0.38 (0.21-0.70) 

0.37 (0.20-0.69) 

Age, sex, witnessed 

arrest, bystander CPR, 

shockable first rhythm, 

EMS response time, 

time between EMS 

attendance and 

tertiary ICU admission, 

pre-cardiac arrest CPC 

score & STEMI 

(a) normocapnia  

(b) hypocapnia  

(c)    hypercapnia 

1 

0.46 (0.25-0.83) 

0.41 (0.23-0.76) 

1 

0.38 (0.21-0.71) 

0.38 (0.20-0.70) 

Age, sex, witnessed 

arrest, bystander CPR, 

shockable first rhythm, 

EMS response time, 

time between EMS 

attendance and 

tertiary ICU admission, 

pre-cardiac arrest CPC 

score, STEMI & PCI 

(a) normocapnia  

(b) hypocapnia  

(c) hypercapnia 

1 

0.46 (0.25-0.83) 

0.41 (0.22-0.75) 

1 

0.38 (0.20-0.70) 

0.37 (0.20-0.69) 

*Final fully adjusted 

multivariable model: 

Age, sex, witnessed 

arrest, bystander CPR, 

(a)   normocapnia  

(b) hypocapnia  

(c) hypercapnia 

1 

0.45 (0.24-0.83) 

0.45 (0.24-0.84) 

1 

0.37 (0.19-0.69) 

0.42 (0.22-0.79) 
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Confounders used for 

adjustment 

Mean PaCO2 tension within 

the first 24 hours after 

cardiac arrest in relation to 

survival 

OR (95%CI) 

for survival 

to hospital 

discharge 

(n=232, 47.0%) 

OR (95%CI) 

for survival 

to 12 months 

(n=225, 45.6%) 

shockable first rhythm, 

EMS response time, 

time between EMS 

attendance and 

tertiary ICU admission, 

pre-cardiac arrest CPC 

score, STEMI, PCI & 

mean PaO2 within the 

first 24 hours in ICU 

 

 - age 

- sex (female) 

- witness arrest: 

       paramedic witnessed vs         

       unwitnessed 

        bystander witnessed vs  

        unwitnessed 

- bystander CPR 

- shockable first rhythm 

- EMS response time 

(per min increment) 

- time between EMS 

attendance and 

tertiary ICU admission 

- good pre-cardiac arrest 

CPC score  

- STEMI 

- PCI 

- Mean PaO2 within the 

first 24 hours:- 

(i) mild to moderate 

hyperoxemic (100-

180mmHg) as the 

reference 

0.98 (0.96-0.99) 

0.63 (0.38-1.05) 

   

6.05 (2.36-15.48) 

 

0.86 (0.54-1.36) 

 

1.94 (1.10-3.40) 

 7.21(4.25-12.24) 

0.93 (0.87-0.99) 

 

0.99 (0.99-1.00) 

 

 5.92 (0.51-68.45) 

 

1.14 (0.61-2.15) 

0.80 (0.45-1.43) 

 

 

1 

 

 

 

0.54 (0.32-0.92) 

0.98 (0.96-0.99) 

0.60 (0.36-1.00) 

 

6.32 (2.40-

16.61) 

 

0.90 (0.56-1.44) 

 

2.24 (1.25-4.02) 

7.94 (4.60-

13.72) 

0.92 (0.86-0.98) 

 

0.99 (0.99-1.00) 

 

6.04 (0.50-

73.52) 

 

1.33 (0.70-2.51) 

0.70 (0.39-1.27) 

 

 

1 
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Confounders used for 

adjustment 

Mean PaCO2 tension within 

the first 24 hours after 

cardiac arrest in relation to 

survival 

OR (95%CI) 

for survival 

to hospital 

discharge 

(n=232, 47.0%) 

OR (95%CI) 

for survival 

to 12 months 

(n=225, 45.6%) 

(ii) hypo or 

normoxemic 

(<100mmHg) 

(iii) severe 

hyperoxemic 

(>180mmHg) 

 

0.75 (0.42-1.34) 

 

 

0.49 (0.28-0.84) 

 

0.75 (0.41-1.36) 

 

*The Hosmer-Lemeshow Chi-Square and Nagelkerke R2 for the final fully adjusted model for survival 

to hospital discharge were 11.57 (p=0.17) and 0.36, respectively. The Hosmer-Lemeshow Chi-Square 

and Nagelkerke R2 for the final fully adjusted model for survival to 12 months were 5.09 (p=0.75) and 

0.40, 

 

Abbreviations indicate as follows: CI; Confidence interval, CPC; Cerebral Performance Category, CPR; 

Cardiopulmonary resuscitation, EMS; Emergency medical services, PCI; Percutaneous coronary 

intervention, STEMI; ST-segment elevation myocardial infarction, OR; Odds ratio, PaCO2; Arterial 

carbon dioxide oxygen tension, PaO2;  Arterial oxygen tension. 

 

Normocapnia (35-45mmHg) was used as the reference group. 
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Table 6.3 (Supplemental Table 3) Final multivariable logistic regression assessing the 
associations between the mean arterial carbon dioxide tension (PaCO2) within 
the first 48 hours of admission to the intensive care unit (ICU) – grouped as (a) 
normocapnia (35-45mmHg, n=348), (b) hypocapnia (<35mmHg, n=81) and (c) 

hypercapnia (>45mmHg, n=63)  after out of hospital cardiac arrest and survival 
to hospital discharge or 12 months (N=492). 

Predictors* OR (95%CI)  

for survival  

to hospital discharge  

(n=231, 47.0%) 

OR (95%CI)  

for survival  

to 12 months  

(n=224, 45.5%) 

Mean PaCO2 tension within the 

first 48 hours after cardiac arrest 

in relation to survival  

(i) normocapnia  

(ii) hypocapnia  

(iii) hypercapnia 

 

 

 

1 

0.44 (0.24-0.79) 

0.31 (0.14-0.67) 

 

 

 

1 

0.40 (0.22-0.74) 

0.26 (0.11-0.58) 

- age 

- sex (female) 

- witness arrest: 

paramedic witnessed vs 

unwitnessed 

bystander witnessed vs    

unwitnessed  

- bystander CPR 

- shockable first rhythm 

- EMS response time (per min 

increment) 

- time between EMS 

attendance and tertiary ICU 

admission 

- good pre-cardiac arrest CPC 

score  

- STEMI 

- PCI 

- mean PaO2 groups within the 

first 48hrs: 

(i) mild to moderate 

hyperoxemic (100-

0.98 (0.96-0.99) 

0.62 (0.37-1.03) 

 

5.73 (2.23-14.73) 

 

             0.80 (0.50-1.27) 

 

1.76 (1-3.12) 

7.12 (4.17-12.17) 

0.93 (0.88-1) 

 

0.99 (0.99-1.00) 

 

 

6.15 (0.49-77.48) 

 

1.10 (0.59-2.07) 

0.92 (0.51-1.65) 

 

 

1 

 

 

0.98 (0.96-0.99) 

0.58 (0.34-0.98) 

 

5.91 (2.24-15.60) 

 

0.84 (0.52-1.35) 

 

2.02 (1.13-3.64) 

7.82 (4.50-13.58) 

0.93 (0.87-0.99) 

 

0.99 (0.99-1.00) 

 

 

6.25 (0.47-83.46) 

 

1.28 (0.67-2.42) 

0.82 (0.45-1.49) 

 

 

1 
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Predictors* OR (95%CI)  

for survival  

to hospital discharge  

(n=231, 47.0%) 

OR (95%CI)  

for survival  

to 12 months  

(n=224, 45.5%) 

180mmHg) as the 

reference 

(ii) hypo or normoxemic 

(<100mmHg) 

(iii) severe hyperoxemic 

(>180mmHg) 

 

0.64 (0.35-1.03) 

 

0.32 (0.11-0.93) 

 

0.63 (0.39-1.04) 

 

0.36 (0.12-1.07) 

 

*The Hosmer-Lemeshow Chi-Square and Nagelkerke R2 for the final fully adjusted model for survival 

to hospital discharge were 12.22 (p=0.14) and 0.38, respectively. The Hosmer-Lemeshow Chi-Square 

and Nagelkerke R2 for the final fully adjusted model for survival to 12 months were 17.61 (p=0.02) and 

0.41, respectively. 

 

Abbreviations indicate as follows:  CI; Confidence interval, CPC; Cerebral Performance Category, CPR; 

Cardiopulmonary resuscitation, EMS, Emergency medical services, PCI; Percutaneous coronary 

intervention, STEMI; ST-segment elevation myocardial infarction, OR; Odds ratio, PaCO2; Arterial 

carbon dioxide tension, PaO2; Arterial oxygen tension.  

 

Normocapnia (35-45mmHg) was used as the reference group. 
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Table 6.4 (Supplemental Table 4) Final multivariable logistic regression assessing the 
associations between the mean arterial carbon dioxide tension (PaCO2) within 
the first 72 hours of admission to the intensive care unit (ICU) – grouped as (a) 
normocapnia (35-45mmHg, n=348), (b) hypocapnia (<35mmHg, n=156) and (c) 

hypercapnia (>45mmHg, n=28)  after out of hospital cardiac arrest and survival 
to hospital discharge or 12 months (N=492). 

Predictors* OR (95%CI)  

for survival  

to hospital discharge  

(n=231, 47.0%) 

OR (95%CI)  

for survival  

to 12 months  

(n=224, 45.5%) 

Mean PaCO2 tension within the 

first 72 hours after cardiac 

arrest in relation to survival  

(a) normocapnia  

(b) hypocapnia  

(c) hypercapnia 

 

 

 

1 

             0.44 (0.24-0.80) 

             0.28 (0.13-0.62) 

 

 

 

1 

0.41 (0.22-0.75) 

0.24 (0.11-0.54) 

- age 

- sex (female) 

- witness arrest: 

      paramedic witnessed vs    

       unwitnessed 

bystander witnessed vs    

unwitnessed  

- bystander CPR 

- shockable first rhythm 

- EMS response time (per 

min increment) 

- time between EMS 

attendance and tertiary ICU 

admission 

- good pre-cardiac arrest CPC 

score  

- STEMI 

- PCI 

- mean PaO2 within the first 

72 hours:- 

(i) mild to moderate 

hyperoxemic (100-

             0.98 (0.96-0.99) 

             0.61 (0.37-1.02) 

  

6.04 (2.33-15.71) 

 

             0.80 (0.50-1.27) 

 

1.77 (1-3.12) 

7.08 (4.15-12.11) 

             0.93 (0.87-0.99) 

 

             0.99 (0.99-1.00) 

 

6.15 (0.49-77.48) 

              

1.08 (0.57-2.04) 

             0.90 (0.50-1.62) 

 

 

 

1 

 

 

0.98 (0.96-0.99) 

0.58 (0.34-0.97) 

 

6.12 (2.31-16.50) 

 

0.84 (0.52-1.35 

 

2.02 (1.13-3.64) 

7.81 (4.49-13.57) 

0.92 (0.87-0.99) 

 

0.99 (0.99-1.00) 

 

6.6 (0.48-89.61) 

 

1.25 (0.66-2.37) 

0.81 (0.45-1.46) 

 

 

 

1 
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Predictors* OR (95%CI)  

for survival  

to hospital discharge  

(n=231, 47.0%) 

OR (95%CI)  

for survival  

to 12 months  

(n=224, 45.5%) 

180mmHg) as the 

reference 

(ii) hypo or normoxemic 

(<100mmHg) 

(iii) severe hyperoxemic 

(>180mmHg) 

0.74 (0.46-1.19) 

 

     0.21 (0.06-0.71) 

0.75 (0.46-1.22) 

 

0.24 (0.07-0.81) 

 

*The Hosmer-Lemeshow Chi-Square and Nagelkerke R2 for the final fully adjusted model for survival 

to hospital discharge were 16.64 (p=0.03) and 0.38, respectively. The Hosmer-Lemeshow Chi-Square 

and Nagelkerke R2 for the final fully adjusted model for survival to 12 months were 15.21 (p=0.06) and 

0.41, respectively. 

  

Abbreviations indicate as follows:  CI; Confidence interval, CPC; Cerebral Performance Category, CPR; 

Cardiopulmonary resuscitation, EMS, Emergency medical services, PCI; Percutaneous coronary 

intervention, STEMI; ST-segment elevation myocardial infarction, OR; Odds ratio, PaCO2; Arterial 

carbon dioxide tension; PaO2; Arterial oxygen tension.  

 

Normocapnia (35-45mmHg) was used as the reference group. 
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6.4 Supplemental Figures (Mckenzie et al. Resuscitation. 2021. May; 

162:82-90)19 

Figure 6.1 (Supplemental Figure 1) A lack of significant relationship between mean arterial 
carbon dioxide tension (PaCO2) within the first 24-hours of intensive care 
admission and the odds of survival to hospital discharge when non-linearity of 
the effect of PaCO2 on survival was not considered, while adjusting for all 
covariates described in Table 2. Dotted lines indicate 95% confidence interval. 
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Figure 6.2 (Supplemental Figure 2) Calibration of the multivariable model (by comparing 
predicted and observed probability of survival to hospital discharge). 

 

 

A 4-knot restricted cubic spline function was used for the mean arterial carbon dioxide (PaCO2) and 

oxygen tension (PaO2) within the first 24-hours of intensive care admission after out of hospital 

cardiac arrest, adjusting for all covariates listed in Table 2. The bias-corrected (continuous) line was 

derived from 200 bootstrapping repetitions to adjust for bias from overfitting. The distribution of the 

predicted probability of survival to hospital discharge of all patient is defined by the density of data 

points on the top of the graph.  

 

Listed below are: 

(1) Indexes of this multivariable model, including both original, training and testing sets. 

(2) P value associated with each predictor in the multivariable model including the non-linear 

components of PaO2 and PaCO2. 
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(1) Indexes of this multivariable model, including both original, training and testing sets. 

Index  Original set Training set Test set  Optimism Index-

corrected  

Dxy    0.647591973 0.675893650 0.61817324   0.05772041       0.58987157 

  

R2    0.392066543   0.427037029  0.34201783   0.08501920       0.30704734 

  

Intercept   0.000000000   0.000000000  0.00453844  -0.00453844        0.00453844 

  

Slope    1.000000000   1.000000000  0.80369288   0.19630712       0.80369288 

  

Emax   0.000000000   0.000000000  0.04949272   0.04949272          0.04949272 

  

D    0.345648304   0.384317192  0.29422423   0.09009297      0.25555534 

  

U   -0.004081633  -0.004081633  0.01390715  -0.01798878     0.01390715 

  

Q    0.349729936   0.388398825  0.28031708   0.10808175      0.24164819 

   

B    0.169787912  0.162398679  0.17794756  -0.01554888     0.18533679 

  

NB: Dxy is the difference between concordance and discordance probabilities; R2 is the Nagelkerke R2; 

intercept reflects the systematic bias of the model; slope reflects whether the predicted risks of the 

model match the observed risks across the full spectrum of the observed risks; Emax is the maximum 

absolute error in predicted probability; indexes of unreliability (U), discrimination (D) and overall 

quality (Q=D-U) are derived from likelihood ratio tests. B is the Brier’s index.   
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(2) P value associated with each predictor in the multivariable model including the non-
linear components of PaO2 and PaCO2. 

Predictors Chi-Square Degree of 

Freedom 

P value 

1. Shockable  rhythm 55.87 2 <0.0001 

2. Witnessed              16.53 2 0.0003 

3. Mean PaCO2 over the 

first 24 hours:-               

15.53 (total) 3 0.0014 

 15.53 (nonlinear component) 2 0.0004 

4. Age                       7.63 1 0.0057 

5. Mean PaO2 over the 

first 24hrs:-          

8.60 (total) 3 0.0350 

 8.58 (nonlinear component)               2 0.0137 

6. Emergency medical 

services response time                  

5.97 1 0.0146 

7. Bystander CPR 5.05 1 0.0247 

8. Sex                    2.89 1 0.0891 

9. Emergency medical 

services arrival to ICU 

time                  

2.79 1 0.0948 

10. Pre-arrest Cerebral 

Performance Category    

2.90 2 0.2346 

 

11. Percutaneous 

coronary intervention 

within the first 24 hours 

0.20 1 0.6537 

12. ST-segment elevation 

myocardial infarction 

0.09 1 0.7632 

TOTAL NON-LINEAR 

COMPONENT     

24.41 4 0.0001 

TOTAL    106.70      19    <0.0001 
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Figure 6.3 (Supplemental Figure 3) An inverted-U shape relationship between mean 
arterial carbon dioxide tension (PaCO2) within the first 24-hours of intensive care 
admission and the odds of survival to 12 months when the non-linear effect of 
PaCO2 on survival was considered using a 4-knot restricted cubic spline function, 
while adjusting for all covariates described in Table 2. Dotted lines indicate 95% 
confidence interval. 
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Figure 6.4 (Supplemental Figure 4) An inverted-U shape relationship between mean 
arterial carbon dioxide tension (PaCO2) within the first 24-hours of intensive care 
admission and the odds of survival with a good Cerebral Performance Category 
(CPC) at hospital discharge when non-linear effect of PaCO2 was considered 
using a 4-knot restricted cubic spline function, while adjusting for all covariates 
described in Table 6.2. Dotted line indicates 95% confidence interval. 
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6.5 Summary 

In this study, I investigated whether PaCO2 has a non-linear association with survival 

after adult OHCA of non-traumatic aetiology.19 I found that the relationship between 

PaCO2 and survival is indeed non-linear (inverted U-shape) and normocapnia within 

the first 24-hours of ICU admission is associated with improved survival when 

compared to patients with hypocapnia (<35 mmHg) or hypercapnia (>45 mmHg).19  

Further, mean PaCO2 in the first 24 hours of ICU admission was the third most 

important predictor of survival, explaining 11.7% in the variability in survival to 

hospital discharge after OHCA.18 My findings of improved patient outcomes are 

consistent with the results of other published studies reporting a non-linear 

relationship between PaCO2 and patient outcomes69,117 and in line with international 

guideline recommendations that ABG samples are monitored and normocapnia be 

targeted during post-resuscitation care.12 As abnormalities in  PaCO2 are common 

after OHCA64,71,138 and manipulation of PaCO2 is relatively easy to achieve with 

mechanical ventilation,64,139 these results have important clinical implications and 

require further consideration in RCTs. 

 

The monitoring of physiological parameters and titration of medical therapies to 

achieve physiological target thresholds for treatment is standard practice in the 

ICU.133 PaO2 can be manipulated through the titration of inspired oxygen 

concentration (FiO2) and positive end expiratory pressure. PaCO2 can be manipulated 

through the titration of tidal volume, applied inspiratory pressure or respiratory 

rate.133 RCTs investigating whether titration of PaO2 or PaCO2 to achieve a target level 

is associated with significant benefits with respect to outcome in critically ill patients 

remain the gold standard, but results are lacking.  In the absence of results from RCTs 

and with consideration to the findings presented in systematic review and meta-

analyses it is reasonable to hypothesise that a U-shaped curve describes the 

association between PaO2
80 and PaCO2

18 and patient centred outcomes after OHCA. 

Although wide reaching conclusions cannot be drawn from these analyses, until 

results from large RCTs are made available the current recommendation to target 

normocapnia makes physiological sense. 
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In the next chapter, I present the findings of the third multicentre retrospective 

cohort study included in this thesis. This is titled ‘Non-linear association between 

arterial oxygen tension and survival after out-of-hospital cardiac arrest: A 

multicentre observational study’.    
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Chapter 7 Arterial Oxygen Tension 

7.1 Overview 

In this chapter, I present the findings of the third multicentre retrospective cohort 

study included in this thesis. The aim of this study was to determine if a non-linear 

relationship exists between PaO2 and survival and neurological outcome in adult 

patients with OHCA of medical aetiology. I hypothesised that abnormalities in mean 

PaO2 (both high and low) in the first 24 hours of ICU admission would be associated 

with worse patient outcomes when compared to an intermediate level of PaO2. This 

hypothesis was based on international guidelines that recommend avoiding 

hypoxaemia and hyperoxaemia in adult OHCA patients with ROSC.140 It was also 

based on the results of observational studies that report a non-linear relationship 

between physiological parameters and outcome in other populations of critically ill 

patients.115,116 

 

The explanations for the nonlinear association between PaO2 and survival after adult 

OHCA have not been well established, with only one prior observational study 

reporting a curvilinear U-shaped relationship between supraphysiological PaO2 levels 

and hospital mortality.69 Further, while observational data consistently shows harm 

from hypoxaemia,70,78,79,138,141 research is conflicting as to the harms of 

hyperoxaemia. A recent meta-analysis of ten observational studies investigating 

oxygen targets after cardiac arrest,112 found no association between hyperoxaemia 

and patient outcomes in six studies68,142-146 and lower survival to hospital discharge 

and/or lower survival with favourable neurological outcome in the remaining four 

studies.86,138,147,148  Of the four  studies, only one reported worse patient outcomes.138 

Despite these findings optimal PaO2 targets to mitigate these harms remain 

unknown.78,147  

 

With consideration to the available evidence, I conducted a multicentre 

observational study to determine whether PaO2 has a non-linear relationship with 

survival and neurological outcome after OHCA. I also aimed to assess the associations 
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between different levels of PaO2 over the first 24-hours of ICU admission and survival 

to hospital discharge, neurological outcome at hospital discharge and 12-month 

survival in adult patients with OHCA of medical aetiology 

 

The specific objectives were: 

1. To undertake a retrospective cohort study of all adult patients with OHCA of 

medical aetiology, attended by SJ-WA paramedics and who achieved ROSC and 

received mechanical ventilation on arrival to a study hospital 

2. To describe the characteristics and patient outcomes for the total cohort 

stratified by hospital survival status 

3.  To use a four-knot restricted cubic spline function to evaluate the potential for 

non-linearity in the relationship between PaO2 and survival 

4. To identify optimal PaO2 cut-points for survival based on the shape of the spline 

curve 

5.    To assess the importance of mean PaO2 relative to plausible physiological 

predictors in explaining the variability in observed hospital mortality by each 

predictors’ chi square contribution in a multivariable logistic regression analysis 

and; 

6. To conduct two sensitivity analyses examining whether the mean PaO2 during 

the first 48 and 72 hours in ICU after OHCA was associated with hospital survival 

and survival to 12-months. 

 

This Chapter comprises a manuscript that has been published in a peer-reviewed 

journal and is inserted as a PDF in the format published by the journal:  

 

Mckenzie N, Finn J, Dobb G, Bailey P, Arendts G, Celenza A, Fatovich D, Jenkins I, 

Ball S, Bray J, Ho KM. Non-linear association between arterial oxygen tension and 

survival after out-of-hospital cardiac arrest: A multicentre observational study. 

Resuscitation. 2021 Jan; 158:130-138.20  

 

Supplemental material supporting this article is presented prior to the Chapter 

summary.  
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7.2 Manuscript 
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7.3 Supplemental Tables (Mckenzie et al. Resuscitation. 2021 Jan; 

158:130-138)20 

Table 7.1 (Supplemental Table 1) Demographic and OHCA characteristics of patients with 
OHCA of medical aetiology admitted to a tertiary hospital stratified by mean 
PaO2 in the first 24-hours of ICU admission. 

 Normoxaemic 

group 

(<100 mmHg) 

 

Mild to moderate 

hyperoxaemic 

group 

(100-180 mmHg) 

Severe 

hyperoxaemic 

group 

(>180 mmHg) 

p-

values 

 

No. (%) of patients 115 (23.4) 336 (68.4) 40 (8.1)  

Mean PaO2, mmHg 81.2 (11.95) 125.2 (19.6) 280.2 (110.2) <0.001 

Median (IQR) Age, 

years 

64 (52-73) 59 (47-69) 53 (44-68) 0.01 

Sex     

     Male  87 (75.7) 238 (70.8) 26 (65.0) 0.39 

     Female 28 (24.3) 98 (29.2) 14 (35.0) 

Pre-arrest CPC score     

     CPC 1 or 2 113 (98.3) 333 (99.1) 39 (97.5) 0.38 

     CPC 3 2 (1.7) 3 (0.9) 1 (2.5) 

Witnessed arrest     

     Paramedic 16 (13.9) 24 (7.1) 3 (7.5) 0.25 

     Bystander 53 (46.1) 164 (48.8) 17 (42.5) 

     Unwitnessed 46 (40.0) 148 (44.0) 20 (50.0) 

Bystander CPR 77 (67.0) 237 (70.5) 29 (72.5) 0.72 

Initial arrest rhythm     

     VF/VT 62 (53.9) 228 (67.9) 18 (45.0) 0.001 

     PEA/Asystole* 53 (46.1) 108 (32.1) 22 (55.0) 

Median (IQR) EMS 

response time, 

minutes† 

8 (6-11) 8 (6-10) 8 (5-11) 0.23 

Median (IQR) time to 

first ED, minutes‡ 

48 (38-56) 46 (38-53) 47 (37-56) 0.42 

Median (IQR) time to 

tertiary ICU, minutes§ 

250 (196-321) 224 (172-281) 196 (163-253) 0.01 

     Direct transport        

     patients (n=367) 

224 (186-267) 211 (160-265) 179 (155-222) 0.20 

     Indirect transport        327 (284-366) 274 (242-339) 251 (233-295) 0.21 
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 Normoxaemic 

group 

(<100 mmHg) 

 

Mild to moderate 

hyperoxaemic 

group 

(100-180 mmHg) 

Severe 

hyperoxaemic 

group 

(>180 mmHg) 

p-

values 

 

     patients (n=124) 

ROSC on arrival to first 

ED 

86 (74.8) 295 (87.8) 33 (82.5) 0.004 

Place of intubation#     

     Pre-hospital  50 (43.5) 137 (40.8) 15 (37.5) 0.76 

     ED 64 (55.7) 196 (58.3) 25 (62.5) 

Diagnosis of ACS at ED 

discharge 

30 (26.1) 115 (34.2) 10 (25.0) 0.18 

Diagnosis of STEMI at 

ED discharge  

20 (17.4) 86 (25.6) 1 (2.5) 0.002 

PCI (≤24-hours)ǁ    28 (24.3) 108 (32.1) 6 (15.0) 0.04 

Duration of ICU stay 

(days) 

2 (1-5) 3 (1-5) 2 (0-5) 0.67 

TTM in ICU  85 (73.9) 289 (86.0) 25 (62.5) <0.001 

Inotropes in ICU 102 (88.7) 291 (86.6) 34 (85.0) 0.78 

 

Data are presented as mean (standard deviation), median (interquartile range) or count (percentage) 

* Includes 8 patients where ‘Initial arrest rhythm’ is unknown 

† Time interval from EMS call to arrival on scene 

‡  Time interval from EMS call to arrival at first ED 

§ Time interval from EMS call to arrival at a tertiary hospital ICU 

ǁ Time interval from EMS call to arrival in CCL 

# Excludes 3 patients intubated in CCL and one patient intubated in OR 

 

Abbreviations indicate as follows: ACS; Acute coronary syndrome, CCL; Cardiac catheterisation 

laboratory, CPC; Cerebral Performance Category, CPR; Cardiopulmonary resuscitation, ED; Emergency 

department, EMS; Emergency medical services, ICU; Intensive care unit, PCI; Percutaneous coronary 

intervention, PEA; Pulseless electrical activity, ROSC; Return of spontaneous circulation, STEMI; ST-

elevation myocardial infarction, STHD; Survival to hospital discharge, TTM; Targeted temperature 

management, VF;  Ventricular fibrillation, VT; Ventricular tachycardia. 
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Table 7.2 (Supplemental Table 2) Logistic regression assessing the associations between 
the mean arterial oxygen tension (PaO2) within the first 24-hours of admission 
to the intensive care unit (ICU) – grouped as (a) normoxaemic (<100 mmHg), (b) 
mild to moderate hyperoxaemic (100-180 mmHg) and (c) severe hyperoxaemic 
(>180 mmHg) after out of hospital cardiac arrest and survival to hospital 
discharge or 12-months with stepwise adjustments for potential confounders 
(N=491). Mild to moderate hyperoxaemic (100-180 mmHg) was used as the 
reference group. 

Confounders used for 

adjustment 

Mean arterial oxygen tension 

within the first 24-hours after 

cardiac arrest in relation to 

survival 

OR (95%CI)  

for survival  

to hospital 

discharge  

(n=231, 47.0%) 

OR (95%CI)  

for survival  

to 12-months  

(n=224, 45.6%) 

None (a) mild to moderate 

hyperoxaemic  

(b) normoxaemic  

(c) severe hyperoxaemic  

1 (reference) 

0.43 (0.28-0.68) 

0.42 (0.21-0.84) 

1 (reference) 

0.40 (0.26-0.63) 

0.44 (0.22-0.88) 

Age (a) mild to moderate 

hyperoxaemic  

(b) normoxaemic  

(c) severe hyperoxaemic  

1  

0.47 (0.30-0.73) 

0.38 (0.19-0.77) 

1  

0.43 (0.27-0.68) 

0.40 (0.20-0.81) 

Age & sex (a) mild to moderate 

hyperoxaemic  

(b) normoxaemic  

(c) severe hyperoxaemic  

1  

0.44 (0.28-0.70) 

0.39 (0.19-0.79) 

1 

0.41 (0.25-0.64) 

0.41 (0.20-0.84) 

Age, sex, & witnessed arrest (a) mild to moderate 

hyperoxaemic  

(b) normoxaemic  

(c) severe hyperoxaemic 

1 

0.43 (0.27-0.68) 

0.39 (0.19-0.80) 

1 

0.40 (0.25-0.64) 

0.41 (0.20-0.85) 

Age, sex, witnessed arrest, & 

bystander CPR 

(a) mild to moderate 

hyperoxaemic  

(b) normoxaemic  

(c) severe hyperoxaemic 

1  

0.42 (0.26-0.67) 

0.37 (0.18-0.76) 

1  

0.39 (0.24-0.62) 

0.39 (0.19-0.80) 

Age, sex, witnessed arrest, 

bystander CPR & 

shockable first rhythm 

(a) mild to moderate 

hyperoxaemic  

(b) normoxaemic  

(c) severe hyperoxaemic 

1  

0.47 (0.29-0.78) 

0.44 (0.20-0.98) 

1  

0.43 (0.26-0.72) 

0.47 (0.21-1.05) 

Age, sex, witnessed arrest, 

bystander CPR, shockable first 

rhythm, & EMS response time 

(a) mild to moderate 

hyperoxaemic  

(b) normoxaemic  

(c) severe hyperoxaemic 

1  

0.48 (0.29-0.80) 

0.43 (0.19-0.95) 

1  

0.44 (0.26-0.73) 

0.45 (0.20-1.02) 

Age, sex, witnessed arrest, 

bystander CPR, shockable first 

(a) mild to moderate 

hyperoxaemic  

1  

0.50 (0.30-0.83) 

1  

0.46 (0.27-0.77) 
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Confounders used for 

adjustment 

Mean arterial oxygen tension 

within the first 24-hours after 

cardiac arrest in relation to 

survival 

OR (95%CI)  

for survival  

to hospital 

discharge  

(n=231, 47.0%) 

OR (95%CI)  

for survival  

to 12-months  

(n=224, 45.6%) 

rhythm, EMS response time, & 

time between EMS 

attendance and tertiary ICU 

admission 

(b) normoxaemic  

(c) severe hyperoxaemic 

0.41 (0.18-0.91) 0.43 (0.19-0.98) 

Age, sex, witnessed arrest, 

bystander CPR, shockable first 

rhythm, EMS response time, 

time between EMS 

attendance and tertiary ICU 

admission, & pre-cardiac 

arrest CPC score 

(a) mild to moderate 

hyperoxaemic  

(b) normoxaemic  

(c) severe hyperoxaemic 

1  

0.50 (0.30-0.84) 

0.41 (0.18-0.92) 

1  

0.46 (0.28-0.78) 

0.43 (0.19-0.98) 

Age, sex, witnessed arrest, 

bystander CPR, shockable first 

rhythm, EMS response time, 

time between EMS 

attendance and tertiary ICU 

admission, pre-cardiac arrest 

CPC score & STEMI 

(a) mild to moderate 

hyperoxaemic  

(b) normoxaemic  

(c) severe hyperoxaemic 

1  

0.51 (0.30-0.84) 

0.41 (0.18-0.93) 

1  

0.46 (0.28-0.78) 

0.44 (0.19-1.00) 

*Age, sex, witnessed arrest, 

bystander CPR, shockable first 

rhythm, EMS response time, 

time between EMS 

attendance and tertiary ICU 

admission, pre-cardiac arrest 

CPC score, STEMI & PCI 

(a) mild to moderate 

hyperoxaemic  

(b) normoxaemic  

(c) severe hyperoxaemic 

1# 

0.50 (0.30-0.84) 

0.41 (0.18-0.92) 

1##  

0.46 (0.27-0.77) 

0.43 (0.19-0.99) 

- age 

- sex (female) 

- witness arrest 

(paramedic witnessed vs 

unwitnessed) 

- bystander CPR 

- shockable first rhythm 

- EMS response time (per 

min increment) 

- time between EMS 

attendance and tertiary 

ICU admission 

- category 1 pre-cardiac 

arrest CPC score  

0.98 (0.96-0.99) 

0.62 (0.38-1.02) 

5.19 (2.05-13.14) 

 

1.99 (1.14-3.48) 

7.01 (4.15-11.83) 

0.92 (0.86-0.98) 

1.00 (1.00-1.00) 

 

4.47 (0.37-53.62) 

 

1.18 (0.63-2.20) 

0.84 (0.47-1.49) 

0.98 (0.96-0.99) 

0.59 (0.35-0.97) 

5.19 (2.01-

13.41) 

 

2.30 (1.30-4.09) 

7.61 (4.44-

13.04) 

0.91 (0.85-0.97) 

1.00 (1.00-1.00) 

 

4.36 (0.34-

55.28) 

 

1.38 (0.73-2.59) 
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Confounders used for 

adjustment 

Mean arterial oxygen tension 

within the first 24-hours after 

cardiac arrest in relation to 

survival 

OR (95%CI)  

for survival  

to hospital 

discharge  

(n=231, 47.0%) 

OR (95%CI)  

for survival  

to 12-months  

(n=224, 45.6%) 

(no disability vs with 

disability) 

- STEMI 

- PCI 

0.75 (0.42-1.34) 

 

Hosmer-Lemeshow Chi-Square and Nagelkerke R2 for the final fully adjusted model for survival to 12-

months were 7.867 (p=0.45) and 0.370, respectively. #The p-value for PaO2 modelled as a continuous 

variable, allowing non-linearity with a 4-knot restricted cubic spline function to predict hospital 

survival, was 0.006; the p-value for shockable rhythm, witnessed arrest, age, sex, bystander CPR, EMS 

response time, EMS to ICU admission, pre-arrest CPC score, STEMI and PCI were <0.001, <0.001, 0.002, 

0.04, 0.01, 0.01, 0.10, 0.10, 0.37, 0.58 and 0.61. ##The p-value for PaO2 modelled as a continuous 

variable, allowing non-linearity with a 4-knot restricted cubic spline function to predict survival to 12-

months, was 0.004; the p-value for shockable rhythm, witnessed arrest, age, sex, bystander CPR, EMS 

response time, EMS to ICU admission, pre-arrest CPC score, STEMI and PCI were <0.001, 0.001, 0.003, 

0.027, 0.004, 0.008, 0.06, 0.46, 0.30 and 0.38 

 

Abbreviations indicate as follows: CI; Confidence interval, CPC; Cerebral Performance Category, CPR; 

Cardiopulmonary resuscitation, EMS; Emergency medical services, ICU; Intensive care unit, OR; Odds 

ratio, PCI;  Percutaneous coronary intervention within the first 24-hours, STEMI; ST-segment elevation 

myocardial infarction. 
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Table 7.3 (Supplemental Table 3) Logistic regression assessing the associations between the mean PaO2 within the first 48-hours of admission to 
the ICU – grouped as (a) normoxaemic (<100 mmHg), (b) mild to moderate hyperoxaemic (100-180 mmHg) and (c) severe hyperoxaemic 
(>180 mmHg) after out of hospital cardiac arrest and survival to hospital discharge or 12-months with stepwise adjustments for potential 
confounders (N=491). Mild to moderate hyperoxaemic (100-180 mmHg) was used as the reference group. 

Confounders used for adjustment Mean arterial oxygen tension within the first 48-

hours after cardiac arrest in relation to survival 

OR (95%CI)  

for survival  

to hospital discharge  

(n=231, 47.0%) 

OR (95%CI)  

for survival  

to 12-months  

(n=224, 45.6%) 

None (a) mild to moderate hyperoxaemic  

(b) normoxaemic  

(c) severe hyperoxaemic 

1 (reference) 

0.52 (0.35-0.78) 

0.28 (0.11-0.66) 

1 (reference) 

0.50 (0.34-0.75) 

0.29 (0.12-0.70) 

Age (a) mild to moderate hyperoxaemic  

(b) normoxaemic  

(c) severe hyperoxaemic 

1  

0.56 (0.37-0.83) 

0.24 (0.10-0.60) 

1  

0.53 (0.36-0.80) 

0.26 (0.11-0.63) 

Age & sex (a) mild to moderate hyperoxaemic  

(b) normoxaemic  

(c) severe hyperoxaemic 

1  

0.52 (0.35-0.60) 

0.24 (0.10-0.60) 

1 

0.50 (0.33-0.76) 

0.26 (0.11-0.64) 

Age, sex, & witnessed arrest (d) mild to moderate hyperoxaemic  

(e) normoxaemic  

(f) severe hyperoxaemic 

1 

0.51 (0.33-0.77) 

0.24 (0.10-0.59) 

1 

0.49 (0.32-0.75) 

0.26 (0.10-0.64) 

Age, sex, witnessed arrest, & bystander CPR (d) mild to moderate hyperoxaemic  

(e) normoxaemic  

(f) severe hyperoxaemic 

1  

0.50 (0.33-0.77) 

0.25 (0.10-0.61) 

1  

0.49 (0.32-0.75) 

0.27 (0.11-0.67) 
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Confounders used for adjustment Mean arterial oxygen tension within the first 48-

hours after cardiac arrest in relation to survival 

OR (95%CI)  

for survival  

to hospital discharge  

(n=231, 47.0%) 

OR (95%CI)  

for survival  

to 12-months  

(n=224, 45.6%) 

Age, sex, witnessed arrest, bystander CPR & 

shockable first rhythm 

(d) mild to moderate hyperoxaemic  

(e) normoxaemic  

(f) severe hyperoxaemic 

1  

0.52 (0.33-0.82) 

0.27 (0.10-0.77) 

1  

0.50 (0.31-0.79) 

0.30 (0.11-0.85) 

Age, sex, witnessed arrest, bystander CPR, shockable 

first rhythm, & EMS response time 

(d) mild to moderate hyperoxaemic  

(e) normoxaemic  

(f) severe hyperoxaemic  

1  

0.55 (0.35-0.87) 

0.29 (0.11-0.82) 

1  

0.53 (0.33-0.85) 

0.33 (0.12-0.93) 

Age, sex, witnessed arrest, bystander CPR, shockable 

first rhythm, EMS response time, & time between 

EMS attendance and tertiary ICU admission 

(c) mild to moderate hyperoxaemic  

(d) normoxaemic  

(e) severe hyperoxaemic 

1  

0.56 (0.35-0.88) 

0.28 (0.10-0.77) 

1  

0.54 (0.34-0.87) 

0.31 (0.11-0.87) 

Age, sex, witnessed arrest, bystander CPR, shockable 

first rhythm, EMS response time, time between EMS 

attendance and tertiary ICU admission, & pre-cardiac 

arrest CPC score 

(iv) mild to moderate hyperoxaemic  

(v) normoxaemic  

(vi) severe hyperoxaemic 

1  

0.56 (0.35-0.89) 

0.28 (0.10-0.78) 

1  

0.55 (0.34-0.88) 

0.31 (0.11-0.88) 

Age, sex, witnessed arrest, bystander CPR, shockable 

first rhythm, EMS response time, time between EMS 

attendance and tertiary ICU admission, pre-cardiac 

arrest CPC score & STEMI 

(a) mild to moderate hyperoxaemic  

(b) normoxaemic  

(c) severe hyperoxaemic 

1  

0.56 (0.35-0.89) 

0.28 (0.10-0.79) 

1  

0.55 (0.34-0.87) 

0.31 (0.11-0.88) 

*Age, sex, witnessed arrest, bystander CPR, shockable 

first rhythm, EMS response time, time between EMS 

(a) mild to moderate hyperoxaemic  

(b) normoxaemic  

1 

0.56 (0.35-0.89) 

1  

0.55 (0.34-0.88) 
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Confounders used for adjustment Mean arterial oxygen tension within the first 48-

hours after cardiac arrest in relation to survival 

OR (95%CI)  

for survival  

to hospital discharge  

(n=231, 47.0%) 

OR (95%CI)  

for survival  

to 12-months  

(n=224, 45.6%) 

attendance and tertiary ICU admission, pre-cardiac 

arrest CPC score, STEMI & PCI 

(c) severe hyperoxaemic 0.28 (0.10-0.79) 0.31 (0.11-0.89) 

 - age 

- sex (female) 

- witness arrest (paramedic witnessed vs 

unwitnessed) 

- bystander CPR 

- shockable first rhythm 

- EMS response time (per min increment) 

- time between EMS attendance and 

tertiary ICU admission 

- category 1 pre-cardiac arrest CPC score  

(no disability vs with disability) 

- STEMI 

- PCI 

0.98 (0.96-0.99) 

0.62 (0.38-1.01) 

5.27 (2.08-13.33) 

 

1.87 (1.07-3.27) 

7.05 (4.18-11.91) 

0.93 (0.87-0.99) 

1.00 (0.99-1.00) 

 

4.67 (0.38-58.02) 

 

1.20 (0.63-2.24) 

0.93 (0.52-1.65) 

0.98 (0.96-0.99) 

0.59 (0.35-0.97) 

5.22 (2.02-13.44) 

 

2.16 (1.22-3.83) 

7.67 (4.48-13.15) 

0.92 (0.86-0.98) 

0.99 (0.99-1.00) 

 

4.61 (0.35-60.64) 

 

1.39 (0.74-2.62) 

0.83 (0.46-1.49) 

*The Hosmer-Lemeshow Chi-Square and Nagelkerke R2 for the final fully adjusted model for survival to hospital discharge were 6.644 (p=0.58) and 0.348, 

respectively. The Hosmer-Lemeshow Chi-Square and Nagelkerke R2 for the final fully adjusted model for survival to 12-months were 7.135 (p=0.52) and 0.369, 

respectively. 

 

Abbreviations indicate as follows: CI; Confidence interval, CPC; Cerebral Performance Category, CPR; Cardiopulmonary resuscitation, EMS; Emergency medical 

services; OR; Odds ratio, PCI; Percutaneous coronary intervention within the first 24-hours, STEMI; ST-segment elevation myocardial infarction. 
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Table 7.4 (Supplemental Table 4) Logistic regression assessing the associations between the mean PaO2 within the first 72- hours of admission to 
the ICU – grouped as (a) normoxaemic (<100 mmHg), (b) mild to moderate hyperoxaemic (100-180 mmHg) and (c) severe hyperoxaemic 
(>180 mmHg) after OHCA and STHD or 12-months with stepwise adjustments for potential confounders (N=491). Mild to moderate 
hyperoxaemic (100-180 mmHg) was used as the reference group. 

Confounders used for adjustment Mean arterial oxygen tension within the 

first 72-hours after cardiac arrest in 

relation to survival 

OR (95%CI)  

for survival  

to hospital discharge  

(n=231, 47.0%) 

OR (95%CI)  

for survival  

to 12-months  

(n=224, 45.6%) 

None (a) mild to moderate hyperoxaemic  

(b) normoxaemic  

(c) severe hyperoxaemic 

1 (reference) 

0.61 (0.41-0.90) 

0.19 (0.10-0.52) 

1 (reference) 

0.59 (0.40-0.88) 

0.20 (0.10-0.55) 

Age (a) mild to moderate hyperoxaemic  

(b) normoxaemic  

(c) severe hyperoxaemic 

1  

0.66 (0.44-0.98) 

0.17 (0.10-0.47) 

1  

0.64 (0.43-0.95) 

0.18 (0.10-0.50) 

Age & sex (a) mild to moderate hyperoxaemic  

(b) normoxaemic  

(c) severe hyperoxaemic 

1  

0.62 (0.42-0.93) 

0.17 (0.10-0.48) 

1 

0.60 (0.40-0.90) 

0.18 (0.10-0.51) 

Age, sex, & witnessed arrest (a) mild to moderate hyperoxaemic  

(b) normoxaemic  

(c) severe hyperoxaemic 

1 

0.58 (0.39-0.88) 

0.17 (0.10-0.46) 

1 

0.58 (0.38-0.87) 

0.18 (0.10-0.50) 

Age, sex, witnessed arrest, & bystander CPR (a) mild to moderate hyperoxaemic  

(b) normoxaemic  

(c) severe hyperoxaemic 

1  

0.57 (0.38-0.87) 

0.17 (0.10-0.48) 

1  

0.57 (0.37-0.86) 

0.19 (0.10-0.53) 

Age, sex, witnessed arrest, bystander CPR & 

shockable first rhythm 

(a) mild to moderate hyperoxaemic  

(b) normoxaemic  

1  

0.61 (0.39-0.95) 

1  

0.60 (0.38-0.94) 
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Confounders used for adjustment Mean arterial oxygen tension within the 

first 72-hours after cardiac arrest in 

relation to survival 

OR (95%CI)  

for survival  

to hospital discharge  

(n=231, 47.0%) 

OR (95%CI)  

for survival  

to 12-months  

(n=224, 45.6%) 

(c) severe hyperoxaemic 0.20 (0.10-0.65) 0.22 (0.10-0.72) 

Age, sex, witnessed arrest, bystander CPR, shockable first 

rhythm, & EMS response time 

(a) mild to moderate hyperoxaemic  

(b) normoxaemic  

(c) severe hyperoxaemic 

1  

0.63 (0.40-0.99) 

0.21 (0.10-0.99) 

1  

0.63 (0.40-0.99) 

0.24 (0.10-0.77) 

Age, sex, witnessed arrest, bystander CPR, shockable first 

rhythm, EMS response time, & time between EMS 

attendance and tertiary ICU admission 

(a) mild to moderate hyperoxaemic  

(b) normoxaemic  

(c) severe hyperoxaemic 

1  

0.65 (0.41-1.03) 

0.19 (0.10-0.63) 

1  

0.65 (0.41-1.03) 

0.21 (0.10-0.70) 

Age, sex, witnessed arrest, bystander CPR, shockable first 

rhythm, EMS response time, time between EMS 

attendance and tertiary ICU admission, & pre-cardiac 

arrest CPC score 

(a) mild to moderate hyperoxaemic  

(b) normoxaemic  

(c) severe hyperoxaemic 

1  

0.65 (0.41-1.04) 

0.19 (0.10-0.63) 

1  

0.65 (0.41-1.04) 

0.21 (0.10-0.70) 

Age, sex, witnessed arrest, bystander CPR, shockable first 

rhythm, EMS response time, time between EMS 

attendance and tertiary ICU admission, pre-cardiac arrest 

CPC score & STEMI 

(a) mild to moderate hyperoxaemic  

(b) normoxaemic  

(c) severe hyperoxaemic 

1  

0.66 (0.41-1.04) 

0.19 (0.10-0.63) 

1  

0.65 (0.41-1.04) 

0.21 (0.10-0.71) 

*Age, sex, witnessed arrest, bystander CPR, shockable 

first rhythm, EMS response time, time between EMS 

attendance and tertiary ICU admission, pre-cardiac arrest 

CPC score, STEMI & PCI 

(a) mild to moderate hyperoxaemic  

(b) normoxaemic   (c) severe hyperoxaemic 

1# 

0.66 (0.42-1.04) 

0.19 (0.10-0.64) 

1##  

0.66 (0.41-1.05) 

0.22 (0.10-0.71) 

- age 0.98 (0.96-0.99) 0.98 (0.96-0.99) 
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Confounders used for adjustment Mean arterial oxygen tension within the 

first 72-hours after cardiac arrest in 

relation to survival 

OR (95%CI)  

for survival  

to hospital discharge  

(n=231, 47.0%) 

OR (95%CI)  

for survival  

to 12-months  

(n=224, 45.6%) 

- sex (female) 

- witness arrest (paramedic witnessed 

vs unwitnessed) 

- bystander CPR 

- shockable first rhythm 

- EMS response time (per min 

increment) 

- time between EMS attendance and 

tertiary ICU admission 

- category 1 pre-cardiac arrest CPC 

score  

(no disability vs with disability) 

- STEMI 

- PCI 

0.63 (0.38-1.03) 

5.79 (2.28-14.69) 

 

1.89 (1.01-3.32) 

7.04 (4.17-11.88) 

0.92 (0.87-0.98) 

 

0.99 (0.99-1.00) 

 

5.02 (0.40-63.40) 

 

 

1.18 (0.63-2.21) 

0.92 (0.52-1.64) 

0.60 (0.36-0.99) 

5.74 (2.23-14.82) 

 

2.18 (1.23-3.88) 

7.69 (4.49-13.15) 

0.91 (0.86-0.97) 

 

0.99 (0.99-1.00) 

 

4.93 (0.37-66.73) 

 

 

1.38 (0.73-2.60) 

0.83 (0.46-1.48) 

 

*The Hosmer-Lemeshow Chi-Square and Nagelkerke R2 for the final fully adjusted model for survival to hospital discharge were 13.208 (p=0.11) and 0.349, 

respectively. The Hosmer-Lemeshow Chi-Square and Nagelkerke R2 for the final fully adjusted model for survival to 12-months were 10.408 (p=0.24) and 0.369, 

respectively. 

 

Abbreviations indicate as follows: CI; Confidence interval, CPC; Cerebral Performance Category, CPR; Cardiopulmonary resuscitation, EMS; Emergency medical 

services; OR; Odds ratio, PCI; Percutaneous coronary intervention within the first 24-hours, STEMI; ST-segment elevation myocardial infarction. 



136 

7.4 Supplemental Figures (Mckenzie et al. Resuscitation 2021 Jan; 

158:130-138)20 

Figure 7.1 (Supplemental Figure 1) All individual PaO2 values (mmHg) over the first 24-
hours of ICU admission. Data are shown according to STHD. 

 
 

Abbreviations indicate as follows: ICU; Intensive care unit, PaO2; Arterial oxygen tension, STHD; 

Survival to hospital discharge. 
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Figure 7.2 (Supplemental Figure 2) Mean PaO2 within the first 24-hours of ICU admission 
with log odds of STHD adjusting for plausible physiological predictors of survival 
(listed in Table 2) without allowing non-linearity with a restricted cubic spline 
function for the mean PaO2. Dotted lines indicate 95 % confidence intervals. 

 
 

Abbreviations indicate as follows: PaO2; Arterial oxygen tension, STHD; Survival to hospital discharge. 
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Figure 7.3 (Supplemental Figure 3) Calibration of the final multivariable model allowing 
non-linearity for the mean PaO2 within the first 24-hours of admission after 
OHCA after adjusting for the plausible predictors of survival (listed in Table 2). 
The ideal calibration line is defined by the black dotted line, the apparent 
calibration line of the model is defined by the red dotted line and the bias-
corrected (using bootstrapping sampling with 200 repetitions) is defined by the 
green continuous line. The distribution of the predicted chance of survival to 
hospital discharge of all patients is defined by the density of data points on the 
top of the graph. 

 

 

Abbreviations indicate as follows: OHCA; Out-of-hospital cardiac arrest, PaO2; Arterial oxygen 

tension. 
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Figure 7.4 (Supplemental Figure 4) Percentage of ABG samples and 95% CI with PaO2 
<60mmHg in the first 24-hours of ICU admission. 

 
 

Abbreviations indicate as follows: ABG; Arterial blood gas, CI; Confidence interval, ICU; Intensive care 

unit, PaO2; Arterial oxygen tension. 
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Figure 7.5 (Supplemental Figure 5) The association between the mean PaO2 within the first 
24-hours after OHCA and odd of having a good CPC score - independent in 
activities of daily living - at hospital discharge. Contribution of each predictor 
including the non-linear component of the PaO2 in the multivariable model is 
listed below the graph. 

 

 
 

Abbreviations indicate as follows: CPC; Cerebral Performance Category, CPR; Cardiopulmonary 

resuscitation, EMS; Emergency medical services, ICU; Intensive care unit, STEMI; ST-segment elevation 

myocardial infarction, PaO2; Arterial oxygen tension, PCI; Percutaneous coronary intervention within 

the first 24-hours.  
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7.5 Summary 

In this study, I investigated whether PaO2 has a non-linear relationship with survival 

and neurological outcome in adult OHCA patients admitted to ICU. I assessed the 

potential for a non-linear relationship with a 4-knot restricted cubic spline function 

and determined that an inverted U-shape relationship exists between PaO2 and 

favourable patient outcomes. Using the shape of the spline curve to identify optimal 

PaO2 cut-points, I defined normoxaemia as <100 mmHg, mild to moderate 

hyperoxaemia as 100 to 180 mmHg and severe hyperoxaemia as >180 mmHg. I then 

used stepwise forward logistic regression analysis to generate corresponding odds 

ratios. I found that when compared to normoxaemia or severe hyperoxaemia, 

exposure to mild to moderate hyperoxaemia within the first 24 hours of ICU 

admission was associated with a significantly higher chance of survival to hospital 

discharge, good neurological outcome at hospital discharge and survival to 12-

months. I also found that mean PaO2 within 24 hours of ICU admission was the third 

most important predictor of in-hospital mortality, explaining 9.1% of the variability in 

survival to hospital discharge.  

 

These results are consistent with other retrospective studies86,138,147,148 and meta-

analysis112 that suggest abnormalities in PaO2 are associated with worse patient 

outcomes after cardiac arrest.  They also highlight an important variability in the 

definition of hyperoxaemia and normoxaemia used in other published studies. Many 

studies reporting PaO2 cut-points after adult cardiac arrest define hyperoxaemia 

69,78,79,138,141,143,145-147,149 as PaO2 of approximately 300 mmHg and normoxaemia as a 

PaO2 between 60 and 299 mmHg.69,78,79,138,141,145,146,148 However, evidence to support 

the use of these cut-points in humans is lacking.150 By allowing PaO2 to be associated 

with patient outcomes in a non-linear and non-monotonic fashion, I demonstrated 

that harm from hyperoxaemia may occur at levels lower than 300mmHg.  
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A second source of heterogeneity in observational studies investigating the 

association between PaO2 and patient outcomes is the time point used to measure 

oxygen exposure. Studies that have used the first,78 worst,79,141 or highest85,86,149 PaO2 

during ICU admission are at risk of exposure misclassification as PaO2 values may vary 

according to clinical interventions and over time, thereby increasing the risk of under 

or overestimating abnormalities in PaO2.150 By using the mean PaO2 in the first 24 

hours of ICU admission my results are more representative of real oxygen exposure 

in the critical post-ROSC period. 

 

There are few RCTs investigating different levels of PaO2 in adult cardiac arrest 

patients admitted to ICU and results are inconclusive.72,151,152 Of these, only one study 

found increased survival at 90 days in a sub-group of cardiac arrest patients in whom 

hyperoxaemia was aggressively avoided.152 It is hoped that results from the EXACT 

study, an Australian multicentre, single-blind, randomised, parallel-group, control 

trial, will determine whether early oxygen titration improves survival to hospital 

discharge in adult OHCA patients.153 In the interim period, my study demonstrates a 

potential opportunity for improvement in clinical care and suggests that clinicians 

should remain judicious in the use of supplemental oxygen therapy in adult OHCA 

patients. 

  

The next chapter presents the findings of the fourth and final multicentre 

retrospective cohort study included in this thesis. It aims to describe survival and 

neurological outcomes after OHCA and to determine the association between 

neurological outcome at hospital discharge and 12-month survival. It is titled 

‘Neurological outcome in adult out-of-hospital cardiac arrest - Not all doom and 

gloom!’ 
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Chapter 8  Survival and Neurological Outcome after 

OHCA 

8.1 Overview 

In this chapter, I present the findings of the fourth and final multicentre study 

included in this thesis. In this short paper, I aimed to describe neurological and 

functional outcomes among OHCA patients who survived to hospital discharge and 

to determine the association between neurological outcome at hospital discharge 

and 12-month survival.21 This research was based on the observation that although 

the main treatment goal for OHCA survivors is a favourable neurological outcome, 

relatively little is known about the association between neurological outcome at 

hospital discharge and longer-term survival after OHCA.154-157  

 

Studies assessing the neurological and functional status of OHCA survivors are 

important for evaluating the outcomes of resuscitation interventions and post-

resuscitation care.90  As prognostication has become an integral part of post-

resuscitation care,158 such studies are equally important for informing discussions 

with patients and family members and guiding clinical decision making. This includes 

decisions around the appropriateness of admission to the ICU,159 the validity of 

providing ongoing active treatment95,159 and the withdrawal of life-sustaining 

treatment in patients who may otherwise have a chance of achieving a good 

neurological recovery.160  

 

The specific objectives of this study were: 

1. To undertake a retrospective cohort study of all adult patients with OHCA of any 

aetiology, having resuscitation attempted by SJ-WA paramedics and surviving to 

hospital discharge at one of eleven hospitals with an ED in Perth, WA, between 

1st January 2004 and 31st December 2019 attended by SJ-WA 
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2. To describe demographic characteristics of OHCA patients stratified by CPC score 

and; 

3.  To use a multivariable logistic regression analysis adjusted for prognostic 

variables to identify the association between CPC score and 12-month survival. 

 

This Chapter comprises a manuscript that has been published in a peer-reviewed 

journal and is inserted as a PDF in the format published by the journal:  

 

Mckenzie N, Ball S, Bailey P, Finn L, Arendts G, Celenza A, Fatovich D, Jenkins I, 

Mukherjee A, Smedley B, Ghedina N, Bray J, Ho KM, Dobb G, Finn J. Neurological 

outcome in adult out-of-hospital cardiac arrest - Not all doom and gloom! 

Resuscitation. 2021 Oct; 167:227-232.21   

 

Supplementary material supporting this article is presented prior to the Chapter 

summary.  

 

There are three posters related to the data used in this study.  

 

1. McKenzie N, Cheetham S, Williams TA, Inoue M, Fatovich D, Celenza A, Sprivulis P, 

Jenkins I, Tohira H, Ho KM, Bailey P, Finn J. Neurological outcome in adult out-of-

hospital cardiac arrest (OHCA) patients – Not all doom and gloom!   

 

Poster presentation at the 11th International Spark of Life Conference, Adelaide, 

South Australia, May 2017 (Thesis Appendix H).  

 

Poster presentation at the Innovation and Research Week Recycle Conference Poster 

Display, Faculty of Health Sciences, Curtin University, Perth, Western Australia 

October 2017 (Thesis Appendix H) 
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2. The Effect of Sex and Age on Survival and Neurological Outcome of Out-Of-Hospital 

Cardiac Arrest Patients Admitted to Tertiary Intensive Care Units. 

 

Mckenzie N, Ho KM, Bray J, Bailey P, Celenza A, Fatovich D, Jenkins I, Arendts G, Dobb 

G, Ball S, Finn J. The Effect of Sex and Age on Survival and Neurological Outcome of 

Out-Of-Hospital Cardiac Arrest Patients Admitted to Tertiary Intensive Care Units. 

 

Poster presentation at the Australia and New Zealand Intensive Care Society (ANZICS) 

14th World Congress of Intensive Care, Melbourne, Victoria, October 2019 (Thesis 

Appendix I) 

 

Poster presentation at the 7th Emergency Medicine Society of South Africa, Cape 

Town, South Africa, November 2019 (presented by Prof. Finn, J) (Thesis Appendix J).  
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8.2 Manuscript 
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8.3 Supplemental Tables (Mckenzie et al. Resuscitation. 2021 Sept; 167:227-32)21 

Table 8.1 (Supplemental Table 1) The number, proportion and 95% Confidence Interval for the proportion shown as a percentage for pre-and 
post-arrest CPC and OPC scores. 

Pre-arrest 

CPC Score 

No. (%) 95% CI Post-

arrest CPC 

Score 

No. (%) 95% CI Pre-arrest 

OPC Score 

No. (%) 95% CI Post-

arrest 

OPC Score 

No. (%) 95% CI 

CPC 1 983 (92.6) 90.8-94.1 CPC 1 757 (71.3) 68.5-74.0 OPC 1 861 (81.1) 78.6-83.4 OPC 1 620 (58.4) 55.4-61.4 

CPC 2 65 (6.1) 4.8-7.7 CPC 2 227 (21.4) 18.9-24.0 OPC 2 159 (15.0) 12.9-17.3 OPC 2 329 (31.0) 28.2-33.9 

CPC 3 14 (1.3) 0.72-2.2 CPC 3 67 (6.3) 4.9-7.9 OPC 3 42 (4.0) 2.9-5.3 OPC 3 102 (9.6) 7.9-11.5 

CPC 4 0 0 CPC 4 11 (1.0) 0.52-1.85 OPC 4 0 0 OPC 4 11 (1.0%) 0.52-1.85 

 

Total N=1062 

 

Abbreviations indicate as follows: CPC; Cerebral Performance Category, OPC; Overall Performance Category, CI; Confidence interval. 
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8.4 Supplemental Figures (Mckenzie et al. Resuscitation. 2021 Sept; 

167:227-32)21 

Figure 8.1 (Supplemental Figure 1) Proportion of hospital survivors with cerebral 
performance category (CPC) and overall performance category (OPC) scores of 
1 or 2 at hospital discharge by calendar year. 

 

  

200
4

200
5

200
6

200
7

200
8

200
9

201
0

201
1

201
2

201
3

201
4

201
5

201
6

201
7

201
8

201
9

% Good CPC 100 96 87 97 97 94 94 90 96 82 96 89 93 99 91 91

% Good OPC 100 92 87 97 94 89 91 87 93 81 88 86 92 98 88 86

0

10

20

30

40

50

60

70

80

90

100

P
er

ce
n

ta
ge

 (
%

)



154 

Figure 8.2 (Supplemental Figure 2): Number of hospital survivors with cerebral 
performance category (CPC) and overall performance category (OPC) scores of 
1 or 2 at hospital discharge by calendar year. 
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8.5 Summary 

In this cohort of OHCA survivors, I found that whilst overall survival was low, most 

survivors had a good neurological and functional outcome at hospital discharge. 

Further, patients with a CPC of 1 or 2 at hospital discharge were significantly more 

likely to survive to 12-months than those with a CPC of 3 or 4, after adjustment in 

multivariable analysis.  These results support the implementation of multimodal 

prognostication strategies to inform clinical decision making95 and reduce the risk of 

premature withdrawal of life sustaining treatment in patients who may have a chance 

of a good neurological recovery.160 Future research should investigate the utility of 

the CPC score and other neurological and functional scoring systems in different 

subgroups of OHCA patients across different time points. In the final chapter of this 

thesis, I summarise the key findings of my doctoral research, discuss the 

methodological strengths and limitations and provide recommendations to inform 

future research and clinical care. 
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Chapter 9 Discussion and Conclusions 

9.1  Overview 

In this chapter, I summarise the key findings of my doctoral research, in relation to 

each research objective and in the context of recent literature and international 

guideline recommendations. I then discuss the strengths and limitations of my 

research, and outline a set of recommendations to inform policy, practice and 

research, as it applies to the local EMS and hospital system. The chapter concludes 

with an overarching statement of how my research could strengthen the post-

resuscitation link in the Chain of Survival and improve survival and neurological 

outcomes in adult OHCA patients.  

 

9.2 Discussion  

This thesis includes five peer reviewed manuscripts published in Resuscitation, the 

highest ranked journal in emergency medicine.161 The primary purpose of my 

research was to identify strategies to optimise care in the post-resuscitation link in 

the chain of survival by examining the effect of in-hospital factors on survival and 

neurological outcome after OHCA. The following section provides a summary of my 

research in relation to each of the five research objectives included in this thesis. 

These findings are presented in the context of other comparable studies published in 

peer-reviewed journals.  

 

9.2.1 Summary of Key Findings 

The key findings of each study are summarised in Table 9.1, before they are 

discussed further below. 
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Table 9.1 Summary of Key Findings  

Research Objective/ 

Chapter 

Key Finding  

One 

Chapter Four 

Direct EMS transport to a PCI-capable hospital for post 

resuscitation care is associated with a survival advantage for 

adults with OHCA of medical aetiology.17 

Two  

Chapter Five 

PaCO2 has an important inverted U-shape (non-linear) 

association with survival and patient outcomes after cardiac 

arrest, consistent with international guideline 

recommendations that normocarbia be targeted during post-

resuscitation care.19 

Three 

Chapter Six 

Maintaining normocapnia (PaCO2 35-45 mmHg) within the 

first 24-hours of ICU admission is associated with improved 

survival when compared to patients with hypocapnia (<35 

mmHg) or hypercapnia (>45 mmHg). The relationship 

between PaCO2 and survival is non-linear (inverted U-shape).19 

Four 

Chapter Seven 

Maintaining mild to moderate hyperoxaemia (PaO2 100-180 

mmHg) within the first 24-hours of ICU admission is 

associated with improved survival when compared to patients 

with normoxaemia (<100 mmHg) or hyperoxaemia (>180 

mmHg). The relationship between PaO2 and survival is non-

linear (inverted U-shape).20 

Five 

Chapter Eight 

Whilst overall survival is low, most survivors of OHCA have a 

good neurological outcome at hospital discharge and are alive 

at 12-months.21 

 

Research Objective One: The Association between EMS Transport Destination and 

Survival after OHCA 

My first research objective was to compare survival outcomes of adults with OHCA 

of medical aetiology directly transported by EMS to a PCI-capable hospital (direct 

transport) with patients transferred to a PCI-capable hospital via another hospital 

without PCI services available (indirect transport). I used PCI-capability as a surrogate 

measure for a higher level of post-resuscitation care as that delivered in a cardiac 

arrest centre.  To achieve this objective, I conducted a retrospective cohort study of 

509 adults (≥18 years) with OHCA of medical aetiology, attended by SJ-WA 

paramedics between 2012 and 2015 (4 years), who were transported to one of five 

PCI-capable hospitals in Perth, WA.17 The majority of these patients (n=404, 79.4%) 
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were directly transported to a PCI-capable hospital, and after adjusting for known 

confounders, these patients were twice as likely to survive to hospital discharge (aOR 

1.97, 95% CI 1.13-3.43) when compared to those transferred to a PCI-capable hospital 

from another hospital.17 Transport to a PCI-capable hospital also showed a survival 

benefit in three predefined patient subgroups for: (a) all patients requiring 

mechanical ventilation (aOR 2.33, 95% CI 1.26-4.28), (b) all patients who had 

coronary angiography (aOR 2.54, 95% CI 1.20 – 5.40) and (c) all patients who had PCI 

(aOR 4.37, 95% CI 1.49-12.79).17 Further, the adjusted hazard ratio for possible 

increased risk of death up to 12-months was 1.36 (95% CI 1.00 – 1.84), for indirect 

transport patients.17 

 

My study showed significant variability between direct and indirect transport to a PCI 

capable hospital in the rate of survival to hospital discharge after OHCA.17 One 

possible contributing factor is the standard of post resuscitation care available at 

each site. Addressing clinical variation through the use of standardised evidence-

based guidelines and protocols is critical to the delivery of high quality patient care.162 

This is likely to be best achieved through a multi-disciplinary approach in a tertiary 

hospital. While there is no universal definition of what constitutes the minimum 

requirements for post resuscitation care in a tertiary hospital,51 a recent expert 

consensus paper recommended that a cardiac arrest centre should provide access to 

an ED, ICU, 24/7 coronary angiography and medical imaging.163 Despite growing 

evidence to suggest that post-resuscitation care at a cardiac arrest centre is 

associated with improved patient outcomes at hospital discharge,51 post-ROSC 

patients in Australia are not routinely admitted to a hospital capable of providing the 

highest level of post- resuscitation care.123 

 

Post-resuscitation care is time critical, complex, and requires rapid and decisive 

decision making to maximise survival and neurological recovery. There are 

precedents for direct transport to a tertiary hospital for other critically ill patient 

groups including those with STEMI.122 SJ-WA Clinical Practice Guidelines require 

patients with ST elevation on initial field ECG be directly transported to a PCI-capable 

hospital with transmission of the ECG to the treating medical team prior to patient 
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arrival.105 Studies have also shown improved outcomes for patients with major 

trauma transported directly to level 1 trauma centres,164,165 supporting the 

regionalisation of care into trauma centres and EMS hospital bypass protocols that 

ensure trauma patients are directly transported to an appropriate trauma facility 

rather than to the closest hospital.166 

  

The central distribution of tertiary hospitals in the Perth metropolitan area means 

that paramedics may need to bypass secondary hospitals so that OHCA patients can 

be directly admitted to a hospital capable of providing a full range of post-

resuscitation care interventions. This will mean an increase in transport time for 

some patients. However, a systematic review and meta-analysis investigating the 

prognostic impact of transport time in adult OHCA patients found that transport time 

was not associated with hospital survival or neurological outcome at hospital 

discharge.167 This would support a policy of direct transport of OHCA patients to 

cardiac arrest centres even if the initial transport time is increased.  

 

Previous literature has also shown a survival benefit for adult OHCA patients 

admitted to hospitals with PCI-capabilities. A 2017 United Kingdom pilot trial 

randomising 40 OHCA patients without ST-elevation to an intervention arm to receive 

expedited transfer to a cardiac arrest centre or a control arm with delivery to the 

geographically closest hospital, found that transport of OHCA patients to a cardiac 

arrest centre led to significantly higher one-month survival rates with favourable 

neurological outcome.168 The authors recommended the conduct of  a large RCT 

comparing the delivery of OHCA patients without ST-elevation to a dedicated cardiac 

arrest centre for post-resuscitation care, compared with standard care based on the 

safety and feasibility of their pilot study.168 Whether this treatment effect would 

remain in other EMS settings is unknown. 

 

Observational studies have also reported increased survival rates with direct 

transport to a cardiac arrest centre. Two Australian studies found that care at a 

cardiac arrest centre is associated with survival to hospital discharge50 and long term 

survival post hospital discharge169 in multivariable analyses. These findings are 
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consistent with six American studies that report care at cardiac arrest centres after 

OHCA was also associated with increased hospital survival,49,170-172 good neurological 

outcome at hospital discharge49,170,172,173 and long term survival in adjusted 

analysis.174 A more recent study comparing patient characteristics and outcomes 

between adults with OHCA of presumed cardiac aetiology transported to hospitals 

with or without PCI-capability in New Zealand, found that survival to 30-days was 

significantly increased in patients conveyed directly to a hospital with PCI-

capability.48 However, not all studies report a survival benefit associated with direct 

transport to a cardiac arrest centre175,176 and the reasons for these conflicting findings 

warrants further investigation.  

 

Research Objective Two: To Conduct a Systematic Review and Meta-Analysis  

The second research objective of my thesis was to assess the effect of a low or high 

PaCO2 on patient outcomes after cardiac arrest  (both in-hospital cardiac arrest [IHCA] 

and OHCA) by systematically reviewing the literature and by combining results from 

similar studies in meta-analyses.18 I searched across five electronic databases and 

article reference lists using predetermined inclusion criteria to retrieve comparative 

studies investigating the association of PaCO2 and hospital survival or in-hospital 

mortality after cardiac arrest.18  Of the 93 studies identified, nine studies64,68,69,73-

76,117,177 were considered eligible for the systematic review and eight studies provided 

sufficient quantitative data for meta-analysis.18  In a meta-analysis of six 

studies64,69,73-76,177 reporting hospital survival data, I found that normocarbia (35-45 

mmHg) was associated with increased hospital survival (OR 1.30, 95% CI 1.23-1.28) 

when compared to hypo-or hypercarbia.18 In a meta-analysis of four studies68,73,76,117 

reporting CPC scores, I found that normocarbia was also associated with a good 

neurological outcome (CPC 1 or 2) when compared to hypercarbia (OR 1.69, 95% CI 

1.13-2.51).18  My finding that PaCO2 has an inverted U-shaped association with 

hospital survival is in line with the most recent international guidelines12 that 

normocarbia be targeted during post resuscitation care.  

 

This systematic review and meta-analysis highlighted a gap in the literature with 

respect to the optimal PaCO2 targets after OHCA.18  A literature search failed to 
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identify any previous similar English language systematic reviews.  As such, this meta-

analysis was an original piece of research that contributed to the evidence base for 

post-resuscitation care. I used the PRISMA Checklist131 to ensure that all essential 

items for the systematic review were reported (Thesis Appendix D) and registered 

the protocol in PROSPERO132 an international prospective register of systematic 

reviews (Thesis Appendix E). I undertook two sensitivity analyses to determine if the 

choice of studies included in the meta-analysis resulted in major alterations to the 

conclusions.18 The results of these did not have a major impact on the overall 

conclusions of the study.18 

 

The limitations of meta-analyses mean that their conclusions may be superseded by 

larger multicentre high quality RCTs that are considered the second highest level of 

evidence (after systematic reviews of RCTs) for evaluation of the effect of clinical 

interventions.178 Furthermore, there are many examples of differences in the 

outcomes estimated in meta-analyses and subsequent large RCTs.179 Such a RCT, 

TAME Cardiac Arrest (NCT03114033) is currently underway comparing normocapnia 

(35-45 mmHg) with mild hypercapnia (50-55 mmHg) during the first 24 hours of ICU 

admission after cardiac arrest with a recruitment target of 1700 patients.130 

 

 A recent  systematic review and meta-analysis of oxygenation and ventilation targets 

after cardiac arrest was published in Resuscitation in 2020.112 This study included 

seven trials and 36 observational studies comparing oxygenation or ventilation 

targets.112 The authors followed the PRISMSA guidelines and registered the meta-

analysis on PROSPERO but did not report any sensitivity analyses.112 A total of 203 

patients were included in the meta-analysis of clinical trials but the total number of 

patients in the meta-analysis of observational studies was not reported.112 The 

included studies largely overlapped with those included in my meta-analysis,18 with 

the exception of two studies published after the conduct of my systematic review and 

meta-analysis.71,146 With respect to PaCO2, the authors concluded point estimates of 

individual studies generally favoured normocapnia over hypo- or hypercapnia112 

which aligns with the findings of my meta-analysis.18 
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Research Objective Three: The Association of PaCO2 and Survival after OHCA 

The third research objective of my thesis was to assess the association between 

different levels of PaCO2 over the first 24 hours of ICU admission and survival to 

hospital discharge, neurological outcome at hospital discharge and 12-month survival 

in adult patients with OHCA of non-traumatic aetiology. To achieve this objective, I 

conducted a retrospective cohort study19 of adults (≥18 years) with OHCA of non-

traumatic aetiology, attended by SJ-WA paramedics between 2012 and 2017 (6 

years), who were transported to one of four tertiary ICUs in Perth, WA and who 

received mechanical ventilation on arrival. I used a four knot restricted cubic spline 

function to model the relationship between PaCO2 and patient outcomes.19 I then 

inspected the shape of the spline curve to identify optimal PaCO2 cut-points, before 

performing multivariable logistic regression analysis to generate corresponding odds 

ratios.19 After analysing a total of 3769 ABG samples collected during the first 

24 hours of ICU admission from 493 patients, I found that the relationship between 

mean PaCO2 over the first 24 hours and hospital survival was non-linear (inverted U-

shape) and the best PaCO2 cut-points to differentiate survival for the hypocapnic, 

normocapnic and hypercapnic groups was <35 mmHg, 35 to 45 mmHg and >45 mmHg 

respectively.19 The highest survival occurred in the normocapnic group with a mean 

PaCO2 between 35 to 45 mmHg (reference category), compared to those with a mean 

PaCO2 of <35 mmHg (aOR 0.45, 95% CI 0.24-0.83) or >45 mmHg (aOR 0.45, 95% CI 

0.24-0.84).19 Mean PaCO2 in the first 24 hours of ICU admission was the third most 

important predictor, explaining 11.7% of the variability in survival to hospital 

discharge.19 

 

Most OHCA patients admitted to ICU for post-resuscitation care are comatose and 

require mechanical ventilation.95 As mechanical ventilation affects PaCO2 and 

cerebral blood flow is in part regulated by PaCO2,180 it is important to characterise 

the relationship between cerebral blood flow and changes in PaCO2.  In cardiac 

arrest, cerebral blood flow is partially restored with the onset of CPR.180 However, it 

remains well below the approximately 50% of normal flow needed to avoid ischaemic 

injury and maintain neuronal integrity.181  If ROSC occurs, cerebral blood flow is 

restored but this can trigger a reperfusion injury leading to secondary brain injury.181 
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The cellular components of reperfusion injury are complex as is the activation of 

immunological responses and subsequent tissue inflammation.181  A low PaCO2 

decreases cerebral blood flow owing to cerebral vasoconstriction.182 This potentially 

worsens hypoxic ischaemic brain injury.182 Conversely, a high PaCO2 increases 

cerebral blood flow by causing vasodilation, which in turn increases the volume of 

intracranial blood, increasing intracranial pressure and therefore reducing cerebral 

perfusion pressure (systemic mean arterial pressure minus intracranial pressure).182 

 

PaCO2 is determined by metabolic rate and is inversely proportional to minute 

alveolar ventilation, thus for example, halving alveolar ventilation will double the 

PaCO2.
135 Manipulation of PaCO2 is relatively easy in mechanically ventilated ICU 

patients by adjusting tidal volume and respiratory rate.12 PaCO2 is also affected by 

changes in metabolic rate and body temperature.12 Lowering body temperature will 

reduce CO2 production but shivering as a possible side effect of the cooling phase of 

TTM may significantly increase metabolic rate and therefore increase PaCO2.180 It 

follows, that careful monitoring of PaCO2 in the post-resuscitation phase is of critical 

importance. My finding that mean PaCO2 in the first 24 hours of ICU admission is the 

third most important predictor (after initial shockable rhythm and witnessed arrest) 

of the variation in survival,19 highlights the importance of monitoring PaCO2 and 

adjusting ventilation to maintain PaCO2 in the normal range. 

 

In addition to the TAME Cardiac Arrest trial which remains in the recruitment 

phase,130 two smaller multicentre RCTs have evaluated the benefits of mild 

hypercapnia after OHCA.66,72 The COMACARE trial (NCT02698917) was designed to 

assess the feasibility and effect on brain injury markers of targeting low-normal (34-

35 mmHg) or high normal (44-45 mmHg) PaCO2 during the first 36 hours after ROSC 

in comatose mechanically ventilated patients. The authors’ primary endpoint was 

neuron-specific enolase (NSE) concentration which is a widely used biomarker (but 

not in WA ICUs) for prognostication of neurological outcome after cardiac arrest.183 

This small phase II trial found no significant difference in NSE concentration between 

the two groups.72 In the Carbon Control and Cardiac Arrest (CCC; 

ACTRN12612000690853) trial, patients were randomised to target normocapnia 
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(PaCO2 35-45 mmHg) or mild hypercapnia (PaCO2 50-55 mmHg) for the first 24 hours 

after randomisation into the trial.66 The primary outcome was NSE and S100b protein 

concentrations during the first 72 hours in the first 50 patients surviving to day 

three.66  Mild hypercapnia was associated with significantly less increase in NSE 

during the 72 hours of follow-up but S100b protein concentrations did not differ 

significantly between the groups.66  

 

The systematic review and meta-analysis investigating oxygenation and ventilation 

targets after cardiac arrest112 identified 15 observational studies comparing the 

impact of different PaCO2 exposures on patient outcomes published since 

2010,64,68,69,71,76,77,117,138,142,144,146,184-187 but only six studies68,71,77,117,138,146  were 

assessed as having less than a critical risk of bias; and only six studies were confined 

to patients with OHCA.68,69,71,138,146,185 Other studies included patients with both IHCA 

and OHCA and one study did not report the location of the cardiac arrest.64 

Considerable heterogeneity also existed in the timing and duration of ABG analysis 

and study endpoints with the most common being the short term end point of in-

hospital mortality.64,69,76,138,187   Normocapnia was most commonly defined as a PaCO2 

of 35 to 45 mmHg, however slight variations to this range were reported. Roberts et 

al,117,184 Wang et al.138 and Von Auenmueller146 and colleagues defined normocapnia 

as a PaCO2 of 30 to 50 mmHg. Two other studies71,144 report normocapnia as between 

4.5 to 6 kPa equating to 34 to 45 mmHg. Irrespective of their definition for 

normocapnia, most researchers applied linear models to investigate the relationship 

between PaCO2 and patient outcome after cardiac arrest.  

 

Two studies used non-linear modelling to investigate the association between PaCO2 

in-hospital mortality69 and neurological function at hospital discharge in cardiac 

arrest patients.77 In the first of these, Helmerhorst et al.69 used the PaCO2 value 

associated with the ABG with the lowest PaO2/FiO2 ratio. That is, the ABG with the 

“worst” oxygenation during the first 24 hours of ICU admission collected for the 

purposes of illness severity scoring.69 The authors found that PaCO2 had an 

independent U-shaped relationship with hospital mortality. After adjustment for 

confounders, hypocapnia was a significant predictor of hospital mortality (OR 1.37, 
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95% CI 1.17–1.61).69 In the second study, Hope Kilgannon et al.77 did not define 

normocapnia but applied a quadratic function to model the association between 

mean PaCO2 within six hours after ROSC and estimated the optimal PaCO2 for a mRS 

≤3 at hospital discharge as a mean PaCO2 of 68 mmHg.77 Their modelling showed an 

inverted U-shaped relationship between mean PaCO2 and neurological outcome at 

hospital discharge.77 The optimal PaCO2 of 68 mmHg is notably higher than suggested 

by other observational studies but the authors do note an interaction with metabolic 

acidosis, such that the optimal PaCO2 for a good neurological outcome decreased in 

patients with metabolic acidosis.77 

 

My study, addressing the association of PaCO2 and survival after OHCA, also used 

non-linear modelling, namely a four-knot restricted cubic spline function.19 This did 

not force the data into a preconceived relationship between mean PaCO2 and patient 

outcome and allowed the use of data driven PaCO2 cut-points. A further point of 

differentiation from other studies is the inclusion of multiple PaCO2 values up to 72 

hours after ICU admission, thereby overcoming the limitations associated with single 

or selected ABG analysis. This is more representative of the PaCO2 exposure during 

mechanical ventilation in ICU. The fact that this study only included patients with 

OHCA of non-traumatic aetiology provided a more homogeneous population than 

studies that include both IHCA and OHCA. The study provides robust evidence, albeit 

still observational, to support targeting PaCO2 between 35 to 45 mmHg in 

mechanically ventilated OHCA patients. Until evidence from adequately-powered 

RCTs is available, high quality observational studies, such as the one included in this 

thesis19, provide an underlying basis for guidelines on post resuscitation care 

ventilation strategies.  

 

Research Objective Four: The Association of PaO2 and Survival after OHCA  

The fourth research objective of my thesis was to assess the association between 

different levels of PaO2 over the first 24 hours of ICU admission with survival to 

hospital discharge in adult OHCA patients. I conducted a retrospective cohort study20 

of adult (≥18 years) patients with OHCA of presumed medical aetiology, attended by 

SJ-WA paramedics between 2012 and 2017 (6 years) and admitted to one of four ICUs 
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in Perth WA, with mechanical ventilation. The potential non-linear relationship 

between PaO2 and survival was assessed by a four-knot restricted cubic spline 

function and PaO2 cut points were chosen.20 I then performed multivariate logistic 

regression analysis to assess the association between the mean PaO2 within the first 

24 hours of ICU admission after OHCA and survival to hospital discharge with 

adjustments for potential confounders.20 After analysing a total of 3,764 ABG samples 

collected within the first 24 hours of ICU admission for 491 patients, I found that the 

relationship between mean PaO2 and hospital survival was non-linear (inverted U-

shape) and the best PaO2 cut-points to differentiate survival for the normoxaemic, 

mild to moderate hyperoxaemic and the severe hyperoxaemic groups was <100 

mmHg, 100 to 180 mmHg and >180 mmHg respectively.20 When compared to mild to 

moderate hyperoxaemia, normoxaemia (aOR 0.50, 95% CI 0.30-0.84) and severe 

hyperoxaemia (aOR 0.41, 95% CI 0.18-0.92) were associated with a decreased odds 

of survival to hospital discharge.20 Mean PaO2 within 24 hours of ICU admission was 

the third most important predictor (after initial shockable rhythm and witnessed 

arrest) and explained 9.1% of the variability in survival to hospital discharge.20 (Note: 

Both PaCO2 and PaO2 were the third most important predictors of survival to hospital 

discharge in the studies assessing the association between PaCO2
19

 and PaO2
20 and 

survival after OHCA  respectively. PaO2 was the fifth most important predictor of 

survival explaining 5.2% of the variation in survival in the PaCO2 study.19 PaCO2 was 

not included as a confounder for adjustment in the PaO2 study, because at the time 

the study was designed the outcomes from the PaCO2 study were unknown).20 

 

After ROSC, both cerebral oxygen consumption and the cerebral oxygen extraction 

fraction are decreased for 24 to 72 hours, implying that the physiological coupling 

between cerebral blood flow and cerebral requirement is maintained.188,189  

However, brain tissue hypoxia, defined as a brain tissue oxygen tension <20 mmHg, 

has been observed in about half of all comatose patients after ROSC during the period 

of 13 to 40 hours after cardiac arrest.190,191 These studies used an intra-parenchymal 

micro catheter to measure parenchymal brain tissue oxygen tension.190,191 

Furthermore, the patients with brain tissue hypoxia had increased release of 

biomarkers of neuronal injury in jugular venous blood,191 thus there is evidence that 
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hypoxaemia is detrimental after ROSC. Conversely, hyperoxaemia can cause harm 

through the increased production of free oxygen radicals which have been shown to 

worsen neurological injury in experimental studies.192  In other experimental models, 

ventilation with 100% oxygen after cardiac arrest resulted in both worse neurological 

deficit scores and greater histological evidence of neurological damage.192  

 

A recent systematic review and meta-analysis by Holmberg et al.112 on behalf of 

ILCOR, identified seven trials and 30 observational studies related to oxygenation and 

ventilation targets after adult cardiac arrest. The seven trials 66,151,193-196 published 

between 2006 and 2019 involved between 17 and 166 subjects.112 Six trials72,151,193-

196 compared oxygen targets only but only three of these were after admission to the 

ICU,72,151,196 with three being in the pre-hospital setting;193-195 one study spanned 

both settings.151 The meta-analysis for the comparison of low oxygen to high oxygen 

targets in the prehospital setting, included two RCTs193,194 and found a risk ratio of 

0.97 (95% CI 0.68-1.37), which is a non-significant finding.  

 

Each of the three RCTs72,151,196 that included the ICU stay had less than 100 survivors 

in both arms.112 Of the two trials72,196  investigating oxygen strategies in the ICU only, 

one of the trials comparing normoxaemia to moderate hyperoxaemia found no 

difference in hospital survival (Relative Risk [RR] 1.07, 95% CI 0.84-1.36) or hospital 

survival with a favourable neurological outcome at six months (RR 1.13, 95% CI 0.87-

1.47).72 Another small trial with only 17 subjects also found no benefit from lower 

oxygen concentrations on survival (RR 1.13, 95% CI 0.41-3.08) or discharge home (RR 

0.56, 95% CI 0.14-2.29), albeit with wide confidence limits.151 A third investigation 

was a subgroup analysis of 164 patients from a larger cardiac arrest trial196 that 

reported increased survival at 90 days in patients where hyperoxaemia was 

aggressively avoided (RR 1.39, 95% CI 1.01-1.92) but there was no benefit in terms of 

survival to 6 months with a favourable neurological outcome (RR 1.4, 95% CI 0.93-

2.13).196  

 

The observational studies included in the Homberg et al.112 systematic review  

examining the association between PaO2 and patient outcomes after cardiac arrest  
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are generally of poor quality;  with only  ten studies being assessed as  having  less 

than a critical risk of bias, and in all of these studies the risk was assessed as ‘serious’. 

The results from ten observational studies68,86,138,142-148 (rated as having less than a 

critical risk of bias) were inconsistent in terms of the relationship between 

hyperoxaemia and patient outcome after cardiac arrest. In four studies, 

hyperoxaemia was associated with lower survival to hospital discharge and/or less 

favourable neurological outcome.86,138,147,148 In the other six studies there was no 

association between hyperoxaemia and patient outcomes.68,142-146 One study also 

found an association between hypoxaemia and worse patient outcomes.138  

 

Overall, eleven of the observational studies defined the upper limit of normoxaemia 

as approximately 300 mmHg,69,78,79,138,141,143,145-147,149,197; which is well above the 180 

mmHg identified in my study as being the PaO2 above which patient outcomes 

deteriorated.20 Other studies used a wide variety of upper limits for PaO2 or oxygen 

saturation to define hyperoxaemia.112  Ten studies defined hypoxia as a PaO2 of <60 

mmHg, 69,79,85,138,141,143-146,148 which is well below the PaO2 cut-point of 100 mmHg 

associated with  worse patient outcomes in my study.20  

 

Most observational studies included in the Holmberg et al.112 systematic review 

report survival to hospital discharge, in-hospital mortality or mortality at 28 to 30 

days, with the exceptions being Javaudin et al.198 (CPC 3 to 5 at  30 days), Ebner et 

al.143 (CPC 1 to 2 at six  months), Vaahersalo et al.68 (CPC 1 to 2 at one year), Von 

Auenmueller et al. (mortality at 5 days) and Humaloja et al.144 (mortality at one year) 

demonstrating significant heterogeneity in reported outcome measures. I reported 

survival to hospital discharge, survival to hospital discharge with a good neurological 

outcome (CPC 1 or 2 ) and 12-month survival20 providing a mix of short and longer 

term outcomes for comparison with other studies. 

 

Other sources of heterogeneity in the observational studies included in this 

systematic review112 include ABG sampling times which ranged from first78,85 to 

worst69,79,141 to selected145 to all ABGs86,138,149 within specified time points.  My study 

included all PaO2 measurements within the first 72 hours of ICU admission, providing 
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a longer time frame for the mean PaO2 to which patients were exposed. Only Nelskyla 

and colleagues149 used PaCO2 values from the first 72 hours of ICU admission, finding 

there were no statistically significant difference in the number of patients discharged 

from the hospital and thirty day survival between patients exposed to hyperoxaemia 

(>300 mmHg) and those not exposed. This study used a linear model, as have all 

others with the exception of Helmerhorst and collegues,69 to assess the relationship 

between PaO2 and patient outcomes after cardiac arrest.   While I also found no 

significant relationship between mean PaO2 and patient outcomes using a linear 

model in my study, when the data was analysed using a 4 knot restricted cubic spline 

function, there was an inverted U-shaped relationship between PaO2 and patient 

outcomes.20 This is similar to the findings of Helmerhorst et al.69 who reported a U-

shaped relationship between PaO2 and in-hospital mortality. In this study, after 

adjustment for confounders, hypoxia (PaO2 <60 mmHg) was a significant predictor of 

hospital mortality after OHCA (OR 1.34, 95% CI 1.08–1.66).69 However, this study  

used only  a single PaO2 measurement, namely that associated with the lowest 

PaO2/FiO2 ratio within the first 24 hours of ICU admission.69 

 

My study, was confined to adults with OHCA of presumed medical aetiology, included 

all PaO2 results over the first 72 hours of ICU admission, reported both short and long 

term patient outcomes and used non-linear modelling instead of forcing the data to 

fit into a linear relationship which may be non-physiological.20 While other 

publications have featured one or two of these characteristics, this is the only OHCA 

publication to date to feature them all.  

 

Research Objective Five: Neurological Outcome at Hospital Discharge and Survival to 

12-months   

My final research objective was to describe neurological and functional outcomes 

among OHCA patients who survived to hospital discharge and to determine the 

association between neurological outcome at hospital discharge and 12-month 

survival. To achieve this objective, I conducted a multicentre retrospective cohort 

study of adult OHCA patients (≥18 years) attended by SJ-WA paramedics in 

metropolitan Perth who survived to hospital discharge between 1st January 2004 and 
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31st December 2019 (16 years).21 Neurological and functional status at hospital 

discharge (and before the arrest) was determined by CPC and OPC scores, through 

medical record review.21 Using multivariable logistic regression analysis  to estimate 

the adjusted association between CPC score at hospital discharge and 12-month 

survival, I found that while overall survival after OHCA remains low, most of those 

surviving had a good neurological outcome (CPC 1 or 2) at hospital discharge.21  Of 

the hospital survivors, the scores were: CPC1 n=757/1062 (71.3%), CPC2 n=227/1062 

(21.4%), CPC3 n=67/1062 (6.3%) and CPC4 n=11/1062 (1.0%).21 OPC scores followed 

a similar distribution.21 Of the patients with a CPC 1 or 2 at hospital discharge, 938 

(93.7%) were alive at 12-months.21 A good CPC score at hospital discharge (CPC1-2) 

was significantly associated with 12-month survival (aOR 3.28, 95% CI 1.69-6.39).21 

Analysis of data from large OHCA registries and clinical trials show that approximately 

80% of patients who survive to hospital discharge do so with a good neurological 

recovery as defined by a CPC score of 1 or 2.26,155,199 This compares with 92.7% of 

survivors to hospital discharge with a CPC of 1 or 2 in my study described above.21 

The high proportion of survivors with good neurological outcome may reflect 

Australian medical practice in withdrawal of life sustaining treatment in ICU patients 

who do not show signs of neurological recovery after OHCA.200 It has been stated that 

achieving an adequate quality of life is the ultimate goal of resuscitation.180 However, 

clinician reported measures of neurological and functional outcome do not 

necessarily correlate with self-perceived quality of life.180  Patients with  CPC score of 

1, generally have similar health related quality of life to comparable health 

populations,201 but patients with a CPC score of 2 may be significantly impaired when 

assessed by health related quality of life measures.202 The Health Utilities Index 

(version III), the Short-Form 36-Item Health Survey and the EuroQol EQ-5D_5L are 

recommended to assess quality of life after cardiac arrest.94 Individual patient follow-

up to complete one or more of these questionnaires is time consuming and prone to 

loss to follow-up203 and did not form part of the methods for this thesis. The 

challenges of longer term follow-up of ICU patients has been reported elsewhere.204 

I therefore restricted this study to the ascertainment of CPC and OPC at hospital 
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discharge (through medical record review) and 12-month survival as determined by 

death registry data, with minimal loss to follow-up. 

9.3 Research Findings in the Context of International Resuscitation 

Guidelines 

The results of my research are consistent with international guideline 

recommendations,12 with the exception of optimal oxygenation targets as discussed 

below. The European Resuscitation Council (ERC) and European Society of Intensive 

Care Medicine (ESICM) algorithm for post-resuscitation care has recently been 

updated to incorporate resuscitation science that has been published since 2015.12 

The ERC–ESICM guidelines on adult post-resuscitation care are based on ILCOR’s 

Consensus on Science Treatment Recommendations (CoSTR).12 Of the 

recommendations included in this document, those most relevant to my research 

relate to the transport of OHCA patients to a cardiac arrest centre, control of 

oxygenation and ventilation through measurement of PCO2 and PaO2, and the 

reporting of short and long-term outcomes. These are discussed further below. 

 

Cardiac Arrest Centres 

ERC–ESICM guidelines recommend transport of adult OHCA patients with presumed 

non-traumatic aetiology to a cardiac arrest centre in accordance with local transport 

protocols.12 Cardiac arrest centres are hospitals capable of providing a high level of 

post resuscitation care including emergency interventional cardiology, protocolised 

cardiorespiratory support, targeted management of body temperature and 

prognostication.12 This recommendation is based on very-low-certainty evidence 

from a meta-analysis of 17 observational studies that found patients cared for at 

cardiac arrest centres had improved survival to hospital discharge with a favourable 

neurological outcome (OR 2.22, 95% CI 1.74–2.84) and improved survival to hospital 

discharge (OR 1.85, 95% CI 1.46–2.34).51 This recommendation is consistent with the 

results of my study investigating the association between EMS transport destination 

and survival after OHCA, which found higher adjusted hospital survival for patients 

directly transported to a PCI-capable hospital when compared to patients indirectly 
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transferred to a PCI-capable hospital via another hospital.17 My study was included in 

the meta-analysis used to inform this guideline recommendation.51 

 

Control of Ventilation  

ERC–ESICM guidelines recommend that patients requiring mechanical ventilation 

after ROSC, receive lung protective ventilation with a tidal volume of 6-8 mL/kg of 

ideal body weight.12 Ventilation should be adjusted to achieve a target PaCO2 of 35 

to 45 mmHg, monitored via end tidal CO2 values and ABG analysis. Patients receiving 

TTM to achieve a lower body temperature should have PaCO2 measured frequently 

due to the increased risk of hypocarbia.12 This recommendation is based on an ILCOR 

systematic review and meta-analysis that found point estimates of individual studies 

favoured normocapnia compared to hypo or hypercapnia in the critical post-ROSC 

phase.112 My findings that normocapnia within the first 24 hours of ICU admission 

after OHCA is associated with improved survival compared to patients with 

hypocapnia or hypercapnia is consistent with these guideline recommendations.19  

 

Control of Oxygenation 

ERC–ESICM guidelines recommend that post-ROSC, patients receive 100% inspired 

oxygen (or maximum available) until the arterial oxygen saturation or the PaO2 can 

be measured.12 When arterial oxygen saturation or ABG measurements are available, 

FiO2 should be titrated to achieve a PaO2 of 75 to 100 mmHg. Hypoxaemia (PaO2 <60 

mmHg) and hyperoxaemia (>100mmHg) should be avoided.12  The upper boundary 

for PaO2 recommended by the ERC-ESICM guidelines12 and the lower boundary 

identified by the cut-point in my study assessing the association of PaO2 and survival 

after OHCA coincide at 100 mmHg.20 Complying with these guidelines would suggest 

that the range of 100 to 180 mmHg that I identified as cut-points for optimal patient 

outcomes should be avoided. Visual inspection of Figure 2 (Mean PaO2 within the first 

24 hours of ICU admission and log odds of survival to hospital discharge) in my study 

assessing the association of PaO2 and survival after OHCA,20 would suggest that a 

PaO2 <100 mmHg is associated with a significant decrease in hospital survival as the 

mean PaO2 approaches the 75 mmHg lower limit recommended by the ERC–ESICM 
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guidelines.12  A number of reasons may explain the discrepancy between my finding 

and the international guideline recommendations. These are discussed below. 

 

The ERC–ESICM guidelines oxygenation targets were informed by the Holmberg et 

al.112  2020 systematic review and meta-analysis of oxygenation and ventilation 

targets after cardiac arrest. Only four RCTs without a high risk of bias were included 

in the systematic review and two in the meta-analysis.  The two RCTs included in the 

meta-analysis had a total of 89 patients and reported survival to hospital 

discharge.193,194 The authors compared 100% oxygen to a lesser FiO2 titrated using a 

pulse oximeter in the prehospital setting with there being no significant association 

between low oxygen therapy and survival to hospital discharge (RR 0.97, 95% CI 0.68–

1.37).112  

 

Of the two small RCTs included in the systematic review151,195 but not the meta-

analysis, the first targeted an oxygen saturation of 90-94% in the intervention group 

in both the prehospital setting and during the first 72 hours of ICU admission or 

extubation if this occurred first.151 The authors concluded that targeting an oxygen 

saturation of 90 to 94% in the pre-hospital setting was not feasible and may 

potentially expose patients to inadvertent hypoxaemia.151 The primary outcome of 

discharge to home did not significantly differ between the intervention and control 

groups (RR 0.56, 95% CI 0.14–2.29). The second study195 was a cluster randomised 

feasibility study that enrolled only 35 patients. Control patients received 100% 

oxygen and in the intervention group an oxygen saturation of 94 to 98% was targeted 

for one hour after ROSC.195 While the authors report a higher chance of survival in 

patients receiving low oxygen therapy (RR 3.15, 95% CI 1.04–9.52) with a very wide 

confidence interval, they also acknowledge the limitations of the study including that 

it was un-blinded and that the paramedics enrolled for the intervention arm were 

subject to selection bias.195 Thus, the evidence from existing small RCTs to support 

the current ERC–ESICM guidelines is weak and does not exclude the possibility that 

optimal patient outcomes are associated with a PaO2 of 100 to 180 mmHg during the 

first 24 to 72 hours of admission to an ICU after OHCA. 
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The second reason that may explain the discrepancy between my findings and the 

international guideline recommendations is that a low PaO2 may have been a 

surrogate marker of illness severity.20 This is an inevitable limitation of observational 

studies in which the finding of association should not imply causality. This is 

acknowledged as an important limitation in my study assessing the association 

between PaO2 and Survival after OHCA.20 

 

The third reason is that the oxygenation targets in the current ERC–ESICM guidelines 

were not updated in 2015205 and have not been updated since 2010.206 The ILCOR 

systematic review and meta-analysis concluded that a large number of studies 

related to oxygenation targets did not reach statistical significance and were limited 

by an excessive risk of bias.112 While point estimates of individual studies generally 

favoured normoxemia as variously defined by the authors, the overall level of 

evidence is low.112 

 

Outcome measures 

ERC–ESICM guidelines recommend that assessments of physical and non-physical 

capability are performed before hospital discharge in order to identify any 

requirement for patient rehabilitation.12 Other recommendations are to organise 

three month follow-up of hospital survivors to screen for cognitive and emotional 

problems and fatigue and to provide information and support to patients  and family 

members.12  These guidelines refer to suggested follow up at 3, 6 and 12 months and 

to limitations in usual activities at 12-months.12 However, they do not refer 

specifically to OPC scores as a functional outcome measure at hospital discharge or 

longer.12 

 

The most common summary measure of neurological and functional outcome after 

OHCA is the CPC score.12,93 While ILCOR recommends the use of mRS rather than CPC 

scores,  as the mRS is better at discriminating between mild and moderate 

disability90,207 and has substantial interrater reliability,208 it is acknowledged that 

most studies on neurological outcome after cardiac arrest use CPC scores.12 I used 

CPC scores to define neurological outcome at hospital discharge in each of the four 
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observational studies included in this thesis.17,19-21 I also used OPC scores at hospital 

discharge to differentiate between neurological and functional outcome in my fifth 

paper assessing the association between neurological outcome at hospital discharge 

and survival to 12-months.21 I preferentially selected CPC and OPC scores as this 

information has been routinely collected for the SJ-WA OHCA Database since 2004.  

This database is one of four data sources used to inform the research included in this 

thesis. 

 

The current ERC–ESICM guidelines note that in countries where the withdrawal of life 

sustaining treatment is uncommon, the longer term prognosis for patients who are 

still comatose one month after cardiac arrest is poor.12 In high income countries such 

as Australia, where withdrawal of life sustaining treatment in ICU is relatively 

common200 (after prognostication and discussion with family), the majority of 

survivors are defined as having a ‘good’ neurological outcome based on global 

outcome measures such as the mRS and CPC.12 In my study assessing neurological 

outcome at hospital discharge and survival to 12-months, I found that 92.7% of 

hospital survivors had a CPC score of 1 or 2 at hospital discharge and this was 

significantly associated with longer term 12-month survival.21 Revisions of the ERC–

ESICM guidelines could usefully include additional preferred outcome measures in 

order to promote standardised reporting of neurological and functional outcomes 

and long term survival after cardiac arrest. 

9.4 Strengths and Limitations 

Strengths 

There are seven main strengths to my research. First, I conducted four multicentre 

population-based retrospective cohort studies investigating in-hospital prognostic 

determinants after OHCA. These studies were informed by pre-hospital and in-

hospital factors that have previously been found to affect patient outcomes in this 

subpopulation of critically ill adults. In Australia, there are few multicentre 

population-based studies that describe the prehospital and in-hospital management 

of OHCA patients; and that assess the association between post-resuscitation care 

factors, neurological outcome at hospital discharge and 12-month survival. 
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Second, each retrospective cohort study was conducted using high quality 

prospectively collected data from the SJ-WA OHCA Database as well as three other 

reliable data sources; the WA Registry of Births, Deaths and Marriages, PathWest 

Laboratory Medicine WA and medical chart review. The SJ-WA OHCA Database 

operates under rigorous data collection and reconciliation processes that are closely 

monitored and include manual checking of each case. Hospital survival and 

neurological outcomes at hospital discharge were determined by myself, through a 

detailed review of emergency department and inpatient medical records. 

Assessment of inter-rate reliability was conducted on a regular basis to determine 

the level of agreement between myself and another experienced research nurse data 

collector. A defined database was developed a priori to record pre-determined data 

points. Long term patient survival outcomes were ascertained by checking against 

death records from the WA State Registry of Births, Deaths and Marriages.  

 

Third, important methodological limitations identified in previous studies were 

addressed through the use of rigorous analytical and statistical techniques. For 

example, I used a restricted cubic spline function in two studies19,20 to test the 

hypothesis that the relationship between PaCO2 and PaO2 is non-linear, before 

modelling the data in a regression model. I did not force the data to fit a linear 

regression model when testing suggested the relationship between the exposure and 

patient outcome was non-linear (inverted U-shaped).19,20  

 

Fourth, In the same two studies19,20, my extensive dataset of consecutive ABG values 

(up to 72 hours of ICU admission), enabled me to overcome issues associated with 

ABG sampling times and increased the likelihood that my results were more 

representative of the true exposure to PaCO2 and PaO2 during the critical post-ROSC 

period.  

 

Fifth, my study investigating the association between neurological outcome at 

hospital discharge and survival to 12-months,21 is one of few that have assessed the 

relationship between CPC score at hospital discharge and survival in a large 
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multicentre cohort. This study was also informed by a large comprehensive data set 

with neurological and functional outcomes at hospital discharge measured over 16 

years. 

 

Sixth, the long-term patient outcomes (survival to 12-months) included in each study 

are arguably more patient-centred than survival to hospital discharge or 30-days after 

OHCA. It is probable that most patients will view a reasonable life expectancy as an 

appropriate trade-off for the burden of intensive care treatment.  

 

Finally, I received patient PaCO2 and outcome data from four authors68,73,75,76 whose 

studies were included in my systematic review18 and meta-analysis and who only 

reported aggregate data in their respective reviews. This meant that the results of 

my meta-analyses were informed by individual patient level data from seven out of 

eight included studies. This allowed me to better assess the non-linear relationship 

between PaCO2 and patient outcomes and pool these results in meta-analyses. 

 

Limitations 

I acknowledge that my research has potential limitations. These are discussed below. 

 

First, in addition to the fact that causality cannot be definitively established through a 

cohort study, the findings of each study may have been confounded by the severity of 

patient illness, resulting in a biased estimate of the effect of the exposure on patient 

outcome.  In the study investigating the association between PaCO2 and patient 

outcomes,19 patients with abnormal PaCO2 levels may have had a greater severity of 

illness leading to the association with increased in-hospital mortality. Similarly, in the 

study investigating the association between PaO2 and patient outcomes,20 patients 

with more severe illness may have received a higher FiO2 resulting in worse outcomes 

because of their illness severity and not their exposure to oxygen. In both of these 

studies, outcomes were adjusted for use of inotropic medications as a surrogate 

marker for illness severity.  It is possible that the use of a recognised measure of illness 

severity in intensive care patients such as the Acute Physiology and Chronic Health 

Evaluation (APACHE II) score209 may have provided a more robust adjustment for 
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illness severity, but this was not assessed. However, in the absence of results from 

large RCTs, well controlled observational studies such as those included in this thesis, 

provide the best available indication of a possible causal relationship between an 

exposure and patient outcome.  

 

Second, owing to the non-randomised study design of the included studies, I cannot 

exclude the possibility that my results might be confounded by other unmeasured 

factors. For example, in the study investigating the association between EMS 

transport destination and survival after OHCA,17 paramedics may have been biased 

in their choice of initial destination hospital. It is also possible that clinicians at the 

initial destination hospital were biased in their decision to transfer a patient to a PCI-

capable hospital. To examine clinical decision making as a possible source of bias in 

this study, I compared demographic and OHCA characteristics of all patients admitted 

to a PCI-capable hospital by transport group and identified significant differences. I 

then adjusted for these variables in multivariable logistic regression analysis. 

Third, the extent to which the research findings and conclusions of each cohort study 

included in this thesis are applicable to other settings is unknown. As the inclusion 

criteria for each study was restricted to adult patients who had an OHCA in the Perth 

metropolitan area, these results may not be generalisable to non-metropolitan areas 

of WA.  This is because the medical services available outside the metropolitan area 

(perhaps with the exception of Bunbury) are limited as a result of highly dispersed 

population over 2.5 million square kilometres. The findings may also not be 

generalisable to other Australian capital cities. However, the ICUs involved in the 

studies included in this thesis have been submitting their patient data to the ANZICS 

Centre for Outcome and Resource Evaluation (ANZICS CORE Registries)210 regularly 

and the patient characteristics, outcomes and the standardised mortality ratios are 

found to be similar to ICUs in other parts of Australia as well as in New Zealand.210 

While my findings may not be generalisable to other countries due to differences in 

EMS systems and hospital and health services, most are consistent with international 

(ERC–ESICM) guideline recommendations. 
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Fourth, in my final study investigating the association between neurological outcome 

at hospital discharge and 12-month survival,21 I included adult OHCA patients 

admitted to any of 11/11 (100%) Perth hospitals with an ED accepting adult OHCA 

patients in Perth over 16 years.  Given the number of admitting hospitals and the 

extended data period, I was unable to fully account for changes in post-resuscitation 

care that may have impacted upon patient outcomes. I addressed this issue by 

dividing the cohort into four year epochs and including these as a covariate in 

multivariable logistic regression analysis. 

  

Finally, with respect to my systematic review and meta-analysis,18 I could not draw 

definitive conclusions on the optimal PaCO2 level that clinicians should target after 

cardiac arrest. All studies included in the meta-analysis were observational in nature 

and subject to the fundamental limitations inherent in the study design resulting in 

an inability to attribute causation. The majority of the patients included in the review 

were from a single study64 and this  may have influenced my findings that patients 

with normocarbia are more likely to survive to hospital discharge as compared to 

patients with hypercarbia. Further, significant heterogeneity existed within and 

between the included studies, including country of origin, location of cardiac arrest 

(IHCA versus OHCA), the use of TTM and the timing, frequency and selection of ABG 

results. 

Acknowledging the limitations of the studies included in my thesis, I have translated 

the main findings of my research into a set of final recommendations for policy, 

practice and research. These are outlined below.  

9.5 Recommendations for Policy, Practice and Research 

The following policy, practice and research recommendations are provided on the 

basis of my doctoral research. 

 

Policy and Practice 
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 For adult patients with OHCA of presumed medical aetiology, local EMS 

should consider direct transport of the patient to a PCI-capable hospital, 

bypassing closer EDs, when safe to do so.   

 WA Department of Health consider regionalisation of care into cardiac arrest 

centres with clinical services that include targeted management of body 

temperature (fever avoidance), oxygenation and ventilation management 

strategies, a 24/7 percutaneous coronary intervention service and a 

multimodal neuro-prognostication diagnostic service. 

 For adult OHCA patients admitted to ICU with mechanical ventilation, PaCO2 

should be maintained at 35 to 45 mmHg for at least the first 72 hours of ICU 

admission.     

 For adult OHCA patients admitted to ICU with mechanical ventilation, PaO2 

should be maintained at 100 to 180 mmHg for at least the first 72 hours of 

ICU admission.     

 Clinicians should be aware that the neurological and functional outcomes of 

adult OHCA patients who survive to hospital discharge are good. Further, a 

good neurological outcome at hospital discharge is significantly associated 

with survival to 12-months. This information should help inform clinical 

decision making. 

 Longer-term survival and neurological outcomes (such as 30 days and 12-

months) should be incorporated into routine reporting by OHCA registries. 

 

Research  

 Investigate the implementation of a post-resuscitation bundle of care for 

OHCA patients who cannot access a PCI-capable hospital in a timely way (e.g. 

rural patients) and determine the effect on patient outcomes. 

 A large prospective study with pre-determined ABG sampling times over the 

first 72 hours would provide additional and stronger evidence (by reducing 

heterogeneity in sampling times) to support the non-linear association 

between ABG tensions (PaCO2 and PaO2) and patient outcomes. 
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 In the absence of data from large RCTs, conduct a prospective observational 

study that assumes a non-linear relationship between ABG tensions (PaCO2 

and PaO2) and survival and neurological outcome after OHCA. 

 Undertake RCTs of different PaCO2 and PaO2 targets within the normal range 

with end-points that include patient-centred outcomes such as quality of life 

and functional outcomes 12-months after OHCA. 

 Conduct a prospective observational study investigating the relationship 

between neurological function and quality of life measures at predetermined 

points after hospital discharge following OHCA, for example 3, 6 and 12-

months. 

 

9.6 Concluding Remarks 

The evidence is clear, strengthening each link in the OHCA Chain of Survival improves 

patient outcomes and saves lives. The overall aim of this thesis was to strengthen the 

evidence for elements of the post-resuscitation care link in the chain of survival by 

exploring the effect of in-hospital factors on patient survival and neurological 

outcome after OHCA. I found that the initial destination hospital and oxygenation and 

ventilation targets are potentially modifiable post-resuscitation care factors that 

were associated with survival and neurological outcomes after OHCA. I also found 

that most hospital survivors have a good neurological outcome at hospital discharge 

and are alive at 12-months, supporting the need for careful prognostic decision 

making after OHCA. My findings support treatment recommendations in 

international guidelines and have important clinical implications. They will also help 

to inform future clinical trials. RCTs are now needed to provide higher level evidence 

of the effect of in-hospital factors on patient outcomes. These include RCTs 

investigating different PaO2 and PaCO2 targets within the normal range with end-

points that include patient-centred outcomes. Population-based studies that 

describe neurological and functional outcomes after OHCA and that examine the 

association between survival and neurological outcome are required to minimise 

errors in prognostic decision-making. This program of research has highlighted the 
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importance of post-resuscitation care on patient outcomes and extends current 

understanding. Given the high rates of OHCA and low survival, small gains are large.  
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