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Introduction: 
The temperature management strategy after hypoxic–ischemic brain injury remains debated. While avoidance of 
fever and maintenance of normothermia are recommended, the delivery of targeted temperature management 
(TTM) may be heterogeneous across centres. Prior analyses showed that high TTM performance was not 
independently associated with functional outcome. This study aims to explore the individual metrics of TTM and 
their association with patients’ outcome. 
Methods: 
A post hoc analysis of the TTM-2 trial, which compared TTM at 33°C and targeted normothermia in out-of-
hospital cardiac arrest (OHCA) patients, was performed. For this study, only patients who underwent TTM at 
33°C, treated with cooling devices were included. Unfavorable functional outcome (UO) at 6 months, was defined 
as a modified Rankin scale of 3-6. We performed a univariate analysis for each TTM metrics (i.e. time to target 
temperature, overcooling, overshoot, temperature variability, rewarming rate and post-TTM fever) and 
subsequently a multivariate analysis, adjusted for confounders, to evaluate their predictive value for UO. 
Results: 
Data from 774 of the 930 patients in the hypothermia arm of the TTM-2 trial were analysed. In the univariate 
analysis, temperature overshoot (33vs22%, p<001;OR 0.56) and post-TTM fever (90vs85%, p=0.04;OR 0.93) were 
more common in patients with UO; also, temperature variability (0.8 [0.6-1.1]vs 0.7[0.5-1]; p=0.01;OR 0.74) was 
significantly lower in UO patients. No significant differences between patients with UO and favourable function 
outcome were observed for others metrics. In the multivariable model, none of these metrics was independently 
associated with the occurrence of UO. 
Conclusion: 
In this post hoc analysis of the TTM-2 trial, a higher occurrence of overshoot, post-TTM fever and lower 
temperature variability was observed in patients with UO after OHCA. Whether these TTM metrics might 
independently influence the effectiveness of TTM at 33°C in this patients’ population remains unclear. 


