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Research Question 
 

In patients who are unconscious following out-of-hospital cardiac arrest does targeted 
hypothermia, compared with targeted normothermia, impact all-cause mortality? 

Bottom Line In patients suffering OHCA, induced hypothermia did not lead to lower mortality at 6 months. 
Functional outcomes and health related quality of life also did not improve from hypothermia, 
and the hypothermia group had a higher risk of arrhythmia causing hemodynamic instability. 
 

Study Summary 
 

Design 
 

§ International, multicenter, parallel group randomised 
superiority trial. Non-blinded clinician, blinded assessors. 

 Population: 
Inclusion 
 

§ OHCA of presumed cardiac or unknown cause 
§ Sustained ROSC >20min without need for CPR 
§ Unconscious 
§ Inclusion no later than 180min after ROSC 

 Population: Exclusion 
 

§ Unwitnessed arrest with initial rhythm asystole 
§ Temperature on admission <30ºC 
§ ECMO prior to ROSC 
§ Suspected pregnancy 
§ Intracranial bleed 
§ Severe COPD with long-term home O2 

 Intervention 
 

Hypothermia: target temperature 33ºC. 

 Comparison 
 

Normothermia: in participants who developed a temperature of 
37.8ºC (trigger), a device was used and set at 37.5ºC 

 Primary Outcomes 
 

§ No difference in all-cause mortality at 6 months 
(Hypothermia RR 1.04, 95% CI 0.94-1.14, p=0.37) 

 Secondary Outcomes 
 

§ No difference in poor functional outcome (modified Rankin 
scale, mRS 4-6) – hypothermia 55% vs normothermia 55%  

§ No difference in health-related quality of life (EQ-VAS 0-100 
where 100 is perfect health) – hypothermia 74 (SD 20) vs 
normothermia 75 (SD 20) 

Strengths 
 

§ Large sample size (1850 patients) 
§ Robust trial design and execution (good internal AND external validity) 

 
Limitations § Not generalizable to IHCA 

§ 20% co-enrollment in TAME trial (potential confounder) 

Relevant additional 
reading or comments 
 

See supplemental summary sheet for Bernard, HACA, TTM1, and HYPERION trials. 

Citation 
 

Dankiewicz J for the TTM2 Trial Investigators. NEJM June 17, 2021. 
DOI:10.1056/NEJMoa2100591 

Topic Keywords 
 

OHCA, critical care, pre-hospital 

 


