	QUESTION

	Should Active temperature management (ATM) 32-34°C vs. ATM 36-37.5°C be used for children post cardiac arrest?

	POPULATION:
	Children post cardiac arrest

	INTERVENTION:
	Active temperature management (ATM) 32-34°C

	COMPARISON:
	ATM 36-37.5°C

	MAIN OUTCOMES:
	Favorable neurological outcome 1-year RCT; Favorable neurological outcome (Bayesian) (follow-up: median 12 months); Non-Randomized, Favorable Neurological Outcome, Medium-term Outcome; Health related quality of life, non-randomized, - adjusted. Mean difference in HRQoL; RCT, Survival, 1 year outcome; Survival, RCT. (Bayesian) (follow-up: median 12 months); Non-randomized, Survival, Short-term outcome; Non-Randomized, Survival, Medium-term Outcome (follow-up: 6 months);

	SETTING:
	paediatric critical care environment

	PERSPECTIVE:
	The perspectives include those of children and their families, clinicians, and healthcare systems. Families generally prioritize survival with good neurological outcome, but there is variability in values regarding acceptable outcomes, as highlighted by the P-COSCA initiative. Clinicians seek evidence-based strategies to improve outcomes after pediatric cardiac arrest, while healthcare systems must consider resource allocation, feasibility, and equity in access to advanced therapies.

	BACKGROUND:
	Cardiac arrest in children is a rare but devastating event, with a significant proportion of survivors experiencing severe neurological injury. Active temperature management (ATM) has been proposed as a neuroprotective strategy, based on evidence from preclinical models and neonatal hypoxic-ischemic injury. However, clinical trials in children have not demonstrated clear superiority of hypothermia over normothermia for survival or neurological outcomes. Both approaches require intensive care resources, and there is ongoing debate regarding optimal temperature targets, implementation strategies, and the impact on long-term outcomes.
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ASSESSMENT
	Problem
Is the problem a priority?

	JUDGEMENT
	RESEARCH EVIDENCE
	ADDITIONAL CONSIDERATIONS

	○ No
○ Probably no
○ Probably yes
● Yes
○ Varies
○ Don't know

	A significant number of pediatric cardiac arrest survivors are left with severe neurologic injury. Active targeted temperature management (ATM) (as part of post-cardiac arrest care), has been shown in pre-clinical models of pediatric cardiac arrest and as part of care after neonatal hypoxic ischemic injury, to improve rates of survival and neurologic outcome by modifying post-cardiac arrest syndrome. Clinical interventions that improve pediatric outcomes from cardiac arrest would be viewed as important and desirable by society. 
	


	Desirable Effects
How substantial are the desirable anticipated effects?

	JUDGEMENT
	RESEARCH EVIDENCE
	ADDITIONAL CONSIDERATIONS

	○ Trivial
● Small
○ Moderate
○ Large
○ Varies
○ Don't know

	Improvement in the important outcome of favorable neurological outcome is a highly desired effect from the neuro-protective intervention. The systematic review identified two approaches to analysis of the THAPCA out of hospital cardiac arrest trial data. The original primary analysis using frequentist statistical analysis and a secondary Bayesian analytical approach. The Pediatric Life Support Task Force considered both types of analysis in addition to non-randomized controlled evidence in children.
Good neurobehavioral survival:
For the critical outcome of long-term good neurobehavioral survival (1 year), from 2 RCTs (Moler 2015 , Moler 2017), (1 out-of-hospital (OH) and 1 in-hospital cardiac arrest (IHCA) study) with 517 children who achieved return of circulation but remained comatose with a Glasgow Coma Scale Motor Score <5, showed no statistical benefit or harm of ATM 32-34°C compared to ATM 36-37.5°C (RR=1.05, 95% CI 0.80-1.39).
For the critical outcome of intermediate-term good neurobehavioral survival (6 months), from 1 adjusted observational cohort study (Doherty 2009) with 79 children who achieved ROSC after OH or IHCA,  showed no statistical benefit or harm of ATM <35°C compared to ATM 36-37.5°C or no ATM (aOR=0.50, 95% CI 0.11-2.22)
Survival:
For the critical outcome of long-term survival (1 year), from 2 RCTs (Moler 2015, Moler 2017), (1 OH and 1 IHCA study) with 614 children who achieved return of circulation but remained comatose with a Glasgow Coma Scale Motor Score <5, showed no statistical benefit or harm of ATM 32-34°C compared to ATM 36-37.5°C (RR=1.14, 95% CI 0.94-1.37) 
For the critical outcome of intermediate-term survival (6 months), from 1 adjusted observational cohort study (Doherty 2009) with 79 children who achieved ROSC after OH or IHCA showed no statistical benefit or harm of ATM <35°C compared to ATM 36-37.5°C or no ATM (aOR=0.50, 95% CI 0.11-2.22)

For the critical outcome of short-term survival (30 days or hospital discharge), from 3 non-randomized observational cohort studies (Doherty 2009 , Fink 2010, Magee 2022) with 388 children who achieved ROSC showed no statistical benefit or harm of ATM 32-36°C compared to ATM 36-37.5°C or no ATM. Due to significant clinical heterogeneity, these studies could not be pooled.
Health-Related Quality of Life:
For the important outcome of health-related quality of life (HRQoL), from 1 adjusted observational cohort study (Magee 2022) with 128 children after OH or IHCA showed improved HRQoL physical summary scores in the ATM 33°C group compared to the ATM 36°C group (MD=11.2 HRQoL score higher, 95% CI 3.1 higher to 19.3 higher).
	The SR examined both estimates of effect for the pooled analysis (OHCA and IHCA) and OHCA or IHCA alone. 
The TF also reviewed the new analysis since the previous systematic review, which included the Bayesian re-analysis of the THAPCA-OH study (Harhay 2023), and a study reporting on the Health-Related Quality of Life at a median of 3 years outcome in a mixed cohort of IHCA and OHCA patients (Magee 2022).
For the critical outcome of long-term good neurobehavioral survival (1 year) using Bayesian analysis in the OHCA population only, the evidence of low certainty (downgraded for imprecision) from 1 Bayesian reanalysis of the THAPCA-OH RCT (Harhay 2022) showed a posterior median absolute benefit of 6.8% (95% Credible Interval: -1.9% to 15.4%) with a probability of any benefit of 94%.
For the critical outcome of long-term survival (1 year) using Bayesian analysis in the OHCA population only, the evidence of low certainty (downgraded for imprecision) from 1 Bayesian reanalysis of the THAPCA-OH RCT (Harhay 2022) showed a posterior median absolute benefit of 6.8% (95% Credible Interval: -1.9% to 15.4%) with a probability of any benefit of 94%.







	Undesirable Effects
How substantial are the undesirable anticipated effects?

	JUDGEMENT
	RESEARCH EVIDENCE
	ADDITIONAL CONSIDERATIONS

	○ Large
○ Moderate
● Small
○ Trivial
○ Varies
○ Don't know

	

	ATM of 32-34°C may result in increased duration of stay in ICU owing to later assessment of neurological prognosis. This could result in increased costs for uncertain benefit 

	Certainty of evidence
What is the overall certainty of the evidence of effects?

	JUDGEMENT
	RESEARCH EVIDENCE
	ADDITIONAL CONSIDERATIONS

	● Very low
○ Low
○ Moderate
○ High
○ No included studies

	The overall certainty of effect was very low when assessed with GRADE. Summary of data is presented below.
See Appendix 1


	


	Values
Is there important uncertainty about or variability in how much people value the main outcomes?

	JUDGEMENT
	RESEARCH EVIDENCE
	ADDITIONAL CONSIDERATIONS

	○ Important uncertainty or variability
○ Possibly important uncertainty or variability
● Probably no important uncertainty or variability
○ No important uncertainty or variability

	The main outcome for children after cardiac arrest is survival with good neurological function, which is generally considered highly important by families and clinicians. However, the P-COSCA (Pediatric Core Outcome Set for Cardiac Arrest) identified that stakeholders also value outcomes such as: Quality of life, Functional status, and Long-term neurodevelopment. There is considerable variability in values: Some families prioritize any survival, even with severe disability. Others consider survival without meaningful neurological recovery unacceptable. Cultural, social, and individual factors influence these preferences, creating uncertainty about how much weight different families place on neurological outcomes versus survival alone. 
	


	Balance of effects
Does the balance between desirable and undesirable effects favor the intervention or the comparison?

	JUDGEMENT
	RESEARCH EVIDENCE
	ADDITIONAL CONSIDERATIONS

	○ Favors the comparison
○ Probably favors the comparison
○ Does not favor either the intervention or the comparison
○ Probably favors the intervention
○ Favors the intervention
● Varies
○ Don't know

	The point estimate for the two randomized controlled trial primary analysis did not identify a benefit of the intervention over the comparison for the clinically important outcomes. The Bayesian re-analysis of the THAPCA-OH study (Harhay 2023), and a study reporting on the Health-Related Quality of Life at a median of 3 years outcome in a mixed cohort of IHCA and OHCA patients (Magee 2022) were in favor of the intervention (temperature target 33C). 
	


	Resources required

	JUDGEMENT
	RESEARCH EVIDENCE
	ADDITIONAL CONSIDERATIONS

	○ Large costs
○ Moderate costs
○ Negligible costs and savings
○ Moderate savings
○ Large savings
○ Varies
● Don't know

	The cost of active temperature management was not assessed in the identified literature. 
	Delivery of active temperature management within the included studies required a high resource environment (e.g. ICU), invasive temperature monitoring and the use of servo-controlled external cooling devices. These would require significant resource to acquire, use and maintain. 

	Certainty of evidence of required resources
What is the certainty of the evidence of resource requirements (costs)?

	JUDGEMENT
	RESEARCH EVIDENCE
	ADDITIONAL CONSIDERATIONS

	○ Very low
○ Low
○ Moderate
○ High
● No included studies

	True cost of the intervention is unknown. No literature assessing cost was identified. 
	


	Cost effectiveness
Does the cost-effectiveness of the intervention favor the intervention or the comparison?

	JUDGEMENT
	RESEARCH EVIDENCE
	ADDITIONAL CONSIDERATIONS

	○ Favors the comparison
○ Probably favors the comparison
○ Does not favor either the intervention or the comparison
○ Probably favors the intervention
○ Favors the intervention
○ Varies
● No included studies

	No studies examined the cost-effectiveness of the intervention compared to the comparison. 
	Both ATM 32-34°C and ATM 36-37.5°C require ICU-level care, continuous temperature monitoring, and trained staff. It is unknown if ATM 32-34°C increases nursing workload which would raise costs compared to ATM 36-37.5°C. 

	Equity
What would be the impact on health equity?

	JUDGEMENT
	RESEARCH EVIDENCE
	ADDITIONAL CONSIDERATIONS

	○ Reduced
○ Probably reduced
○ Probably no impact
○ Probably increased
○ Increased
○ Varies
● Don't know

	The impact on health equity was not identified in the literature. 
	Implementation of active temperature management after pediatric cardiac arrest may increase health inequities. Temperature Management protocols require specialized equipment, trained personnel, and intensive monitoring, which are more available in high-resource settings. Hospitals in low-resource or rural areas may lack these capabilities, limiting access for certain populations. This could widen disparities in survival and neurological outcomes for children. 

	Acceptability
Is the intervention acceptable to key interest-holders?

	JUDGEMENT
	RESEARCH EVIDENCE
	ADDITIONAL CONSIDERATIONS

	○ No
○ Probably no
● Probably yes
○ Yes
○ Varies
○ Don't know

	No studies directly examined the acceptability of the intervention. 
	Active temperature management use after cardiac arrest in children has been described in numerous studies. However, recent studies also include a proportion of children after cardiac arrest not receiving active temperature management. 

	Feasibility
Is the intervention feasible to implement?

	JUDGEMENT
	RESEARCH EVIDENCE
	ADDITIONAL CONSIDERATIONS

	○ No
○ Probably no
● Probably yes
○ Yes
○ Varies
○ Don't know

	ATM is in use in many institutions. This approach requires considerable investment in personnel, training and other resources. Feasible in larger centers with sufficient resources. 
	


SUMMARY OF JUDGEMENTS
	
	JUDGEMENT

	PROBLEM
	No
	Probably no
	Probably yes
	Yes
	
	Varies
	Don't know

	DESIRABLE EFFECTS
	Trivial
	Small
	Moderate
	Large
	
	Varies
	Don't know

	UNDESIRABLE EFFECTS
	Large
	Moderate
	Small
	Trivial
	
	Varies
	Don't know

	CERTAINTY OF EVIDENCE
	Very low
	Low
	Moderate
	High
	
	
	No included studies

	VALUES
	Important uncertainty or variability
	Possibly important uncertainty or variability
	Probably no important uncertainty or variability
	No important uncertainty or variability
	
	
	

	BALANCE OF EFFECTS
	Favors the comparison
	Probably favors the comparison
	Does not favor either the intervention or the comparison
	Probably favors the intervention
	Favors the intervention
	Varies
	Don't know

	RESOURCES REQUIRED
	Large costs
	Moderate costs
	Negligible costs and savings
	Moderate savings
	Large savings
	Varies
	Don't know

	CERTAINTY OF EVIDENCE OF REQUIRED RESOURCES
	Very low
	Low
	Moderate
	High
	
	
	No included studies

	COST EFFECTIVENESS
	Favors the comparison
	Probably favors the comparison
	Does not favor either the intervention or the comparison
	Probably favors the intervention
	Favors the intervention
	Varies
	No included studies

	EQUITY
	Reduced
	Probably reduced
	Probably no impact
	Probably increased
	Increased
	Varies
	Don't know

	ACCEPTABILITY
	No
	Probably no
	Probably yes
	Yes
	
	Varies
	Don't know

	FEASIBILITY
	No
	Probably no
	Probably yes
	Yes
	
	Varies
	Don't know



TYPE OF RECOMMENDATION
	Strong recommendation against the intervention
	Conditional recommendation against the intervention
	Conditional recommendation for either the intervention or the comparison
	Conditional recommendation for the intervention
	Strong recommendation for the intervention

	○ 
	○ 
	● 
	○ 
	○ 



CONCLUSIONS
	Recommendation

	
We recommend using active temperature management* (ATM) for comatose infants and children following OHCA or IHCA. (Strong recommendation; low certainty.)
We recommend using ATM to prevent central temperatures >37.5°C. (Strong recommendation; low certainty.)
We suggest that ATM protocols follow one of the published THAPCA trial interventions:
· ATM 32–34°C for 48 hours, followed by gradual rewarming and maintenance at 36–37.5°C until a total of 120 hours, or
· ATM 36–37.5°C for 120 hours total.

as current evidence does not show superiority of either temperature target and there is insufficient evidence to recommend alternative durations. (Weak recommendation; low certainty.)
*Active temperature management (ATM) is defined as intentionally controlling a patient's body temperature to a specific temperature target range using a standardized management protocol.



	Justification

	The recommendation for either active temperature management at 32–34°C (ATM hypothermia) or 36–37.5°C (ATM normothermia) in comatose infants and children after cardiac arrest is conditional and based on low certainty of evidence. The available randomized controlled trials (RCTs) and observational studies do not demonstrate a clear benefit or harm of hypothermia compared to normothermia for the critical outcomes of survival and favorable neurological outcome at one year. The primary frequentist analysis of RCTs showed no statistically significant difference, while a Bayesian re-analysis suggested a possible benefit for hypothermia, but with wide credible intervals and moderate certainty, limiting confidence in the result.
The PLS TF agreed that following IHCA, there is insufficient evidence to support or refute the use of induced hypothermia (ATM 32-34°C) compared with active temperature management at normothermia (ATM 36-37.5°C) (or an alternative temperature). 
However, following OHCA, there is some evidence supporting the use of induced hypothermia (ATM 32-34°C for 48 hours) compared with active temperature management at normothermia (ATM 36-37.5°C) in comatose patients. However, the body of evidence remains insufficient to provide a separate treatment recommendation.
Health-related quality of life data is limited, with one non-randomized study suggesting improved physical summary scores in the hypothermia group, but the certainty of evidence is very low due to methodological limitations and confounding. Both interventions require ICU-level care, invasive temperature monitoring, and specialized equipment, resulting in significant resource requirements. The true cost and cost-effectiveness of hypothermia versus normothermia are unknown, as no studies directly addressed these outcomes.
Equity concerns are notable, as implementation of active temperature management protocols may increase disparities in access and outcomes between high-resource and low-resource settings. There is also important variability in how families and clinicians value outcomes, as highlighted by the P-COSCA statement, with some prioritizing survival regardless of neurological status and others emphasizing meaningful neurological recovery.
Given the lack of clear superiority of either approach, the balance of effects varies depending on the analytic method and outcome considered. The intervention is probably acceptable and feasible in well-resourced centers but may be challenging to implement universally. Therefore, a conditional recommendation for either hypothermia or normothermia is appropriate, allowing for individualized decision-making based on patient context, available resources, and family values



	Subgroup considerations

	Out-of-Hospital Cardiac Arrest (OHCA): Evidence from the THAPCA-OH trial and its Bayesian re-analysis suggests a possible benefit of induced hypothermia (32–34°C) compared to normothermia (36–37.5°C) for favorable neurological outcome and survival, although the certainty of evidence remains low and the credible intervals are wide. As such, while some support exists for hypothermia in OHCA, the data are insufficient to make a strong recommendation for one approach over the other.
In-Hospital Cardiac Arrest (IHCA): The THAPCA-IH randomized controlled trial found no significant difference between hypothermia and normothermia for the main outcomes of survival and favorable neurological outcome at one year. This suggests that, for IHCA, either temperature management strategy may be appropriate, or there is no evidence to support the superiority of hypothermia over normothermia.
Given these findings, recommendations should acknowledge that the evidence base and potential benefits may differ between OHCA and IHCA populations. Individualized decision-making is warranted, considering the setting of cardiac arrest, patient characteristics, and available resources.
Patient stratification: no studies were identified using a risk stratification approach to select patients to receive ATM 32–34°C or ATM 36–37.5°C . Future research into whether risk-stratification tools could determine whether children with moderate risk of hypoxic-ischemic encephalopathy (HIE), who may not be at the extremes of severity, could experience improved outcomes with either ATM therapy would be helpful. 




	Implementation considerations

	Implementation of either ATM 32–34°C or ATM 36–37.5°C for children post cardiac arrest requires ICU-level care, invasive temperature monitoring, and trained staff, making it feasible primarily in well-resourced centers. Standardized protocols, ongoing staff education, and monitoring for complications are essential for safe and effective delivery. In resource-limited settings, strict normothermia may be a more practical alternative, and equity in access should be considered. Engaging families in shared decision-making and clearly communicating risks, benefits, and uncertainties are crucial, while institutions should monitor outcomes and participate in quality improvement to optimize care. TTM has been successfully implemented in many tertiary pediatric centers internationally 



	Monitoring and evaluation

	Institutions implementing active temperature management (ATM) for children after cardiac arrest should routinely monitor key clinical outcomes, including survival rates, neurological function at discharge and follow-up, and health-related quality of life. Adverse events such as arrhythmias, infections, electrolyte disturbances, and complications related to temperature management should be tracked. Compliance with standardized temperature management protocols and timeliness of initiation should be evaluated. Data collection should support ongoing quality improvement. Participation in multicenter registries or collaborative research can enhance benchmarking and contribute to the evidence base.


	Research priorities

	· Conduct further high-quality randomized controlled trials comparing hypothermia (32–34°C) and normothermia (36–37.5°C) in children after cardiac arrest, focusing on long-term neurological outcomes and survival.
· Ascertain rate of cooling/rewarming and duration
· Evaluate health-related quality of life and functional outcomes using standardized measures, such as those recommended by the P-COSCA initiative.
· Assess cost-effectiveness and resource utilization for both temperature management strategies in diverse healthcare settings, including low-resource environments.
· Investigate implementation barriers and facilitators, especially in centers with limited access to specialized equipment or trained personnel.
· Perform subgroup analyses to distinguish effects in patients supported on ECLS or following ECPR.
· Encourage participation in multicenter registries and collaborative research to enhance data quality and generalizability.
· Future studies should focus on developing and validating risk stratification tools to guide individualized treatment decisions and optimize outcomes for these patients 


APPENDICES
Appendix 1

	Outcomes
	Anticipated absolute effects* (95% CI)
	Relative effect
(95% CI)
	№ of participants
(studies)
	Certainty of the evidence
(GRADE)
	Comments

	
	Risk with ATM 36-37C
	Risk with ATM 32-34C
	
	
	
	

	Favorable neurological outcome 1-year RCT
	Study population
	RR 1.05
(0.80 to 1.39)
	517
(2 RCTs)1,2
	⨁◯◯◯
Very lowa,b
	

	
	256 per 1,000
	269 per 1,000
(356 to 205)
	
	
	
	

	Favorable neurological outcome (Bayesian) (follow-up: median 12 months)
	Posterior median absolute benefit: 6.8% (95% CrI: –1.9% to 15.4%) Probability of any benefit: 94% 
	-
	(1 RCT)3
	⨁⨁◯◯
Lowc,d
	

	Non-Randomized, Favorable Neurological Outcome, Medium-term Outcome
follow-up: 6 months
	Study population
	OR 0.50
(0.11 to 2.22)
	79
(1 non-randomised study)4
	⨁◯◯◯
Very lowc,e,f,g,h
	

	
	580 per 1,000
	408 per 1,000
(754 to 132)
	
	
	
	

	Health related quality of life, non-randomized, - adjusted. Mean difference in HRQoL
	The mean health related quality of life, non-randomized, - adjusted. Mean difference in HRQoL was 0 HRQoL score
	MD 11.2 HRQoL score higher
(3.1 higher to 19.3 higher)
	-
	128
(1 non-randomized study)5
	⨁◯◯◯
Very lowi,j
	

	RCT, Survival, 1 year outcome
	Study population
	RR 1.14
(0.94 to 1.37)
	614
(2 RCTs)1,2
	⨁◯◯◯
Very lowa,b
	

	
	380 per 1,000
	434 per 1,000
(521 to 358)
	
	
	
	

	Survival, RCT. (Bayesian) (follow-up: median 12 months)
	Posterior median absolute benefit: 6.8% (95% CrI: –1.9% to 15.4%) Probability of any benefit: 94% 
	-
	(1 RCT)3
	⨁⨁◯◯
Lowc,d
	

	Non-randomized, Survival, Short-term outcome
	Study population
	OR 0.93
(0.40 to 2.12)
	479
(3 non-randomized studies)4,5,6
	⨁◯◯◯
Very lowb,e,f,k,l,m,n,o
	

	
	577 per 1,000
	559 per 1,000
(743 to 353)
	
	
	
	

	Non-Randomized, Survival, Medium-term Outcome (follow-up: 6 months)
follow-up: 6 months
	Study population
	OR 0.50
(0.11 to 2.22)
	79
(1 non-randomized study)4
	⨁◯◯◯
Very lowc,e,f,g,p
	

	
	620 per 1,000
	449 per 1,000
(784 to 152)
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1. a. One study population was OHCA and the other IHCA. 
2. b. Reported risk ratio and confidence interval inconclusive. 
3. c. Single study
4. d. Based on conventional sample size calculations for a clinically meaningful effect, the study is underpowered. 
5. e. Doherty 2009- Severe confounding by indication: hypothermia group had significantly worse baseline characteristics (more infants, longer arrest duration, higher ECMO use, higher organ dysfunction scores)
6. f. Doherty 2009- Significant practice variation: 2 of 5 centers never used hypothermia
7. g. 94% in-hospital cardiac arrests, only 6% out-of-hospital 68-72% cardiac etiology (vs. typical OHCA with predominantly respiratory/asphyxial causes) 56-66% occurred within 14 days after surgery (mostly cardiac surgery) Predominantly post-surgical population not representative of general pediatric cardiac arrest patients
8. h. Adjusted OR for unfavorable outcome (PCPC 4-6): 2.00 (95% CI 0.45-9.01) 
9. i. No randomization. Treatment at discretion of clinician. Propensity score matching attempted, but significant loss of patients in attempt to match.
10. j. Wide confidence intervals. Exclusion of several patients through propensity score matching (including most severe patient population)
11. k. Fink-2010 hypothermia patients had more unwitnessed arrests, more epinephrine doses, longer CPR duration
12. l. Fink 2010- No protocolized treatment allocation
13. m. Magee-2022- hypothermia group was younger, had longer CPR duration, higher lactate, lower pH, much higher ECMO use (72% vs. 22%)
14. n. Doherty 2009 adjusted OR: 2.50 (95% CI 0.55-11.49), P=0.238 (favoring normothermia, not significant) Fink 2010 adjusted OR for hypothermia mortality: 0.47, P=0.2 (favoring hypothermia, not significant) Magee 2022 adjusted OR: 1.30 (95% CI 0.57-2.98) (favoring normothermia, not significant)
15. o. Outcome timing varies across studies: Doherty: 30-day mortality Fink: Hospital discharge Magee: PICU mortality
16. p. adjusted mortality OR 1.99, 95% CI 0.45 to 8.85, P=0.502
