Appendix 1
TH Management for HIE
Inclusion criteria were all infants who experienced acute perinatal events and were diagnosed with HIE. When HIE was diagnosed within 6 h of birth, TH treatment was performed. The enrolled infants fulfilled one of the two parameters as previously described in the CoolCap, NICHD, European Trial, and TOBY trials [26-27]. Cerebral function monitoring (CFM) (CFM, Natus Medical, Seattle, WA) or a video electroencephalogram (EEG) was begun as early as possible to detect any possible electrographic seizures. Infants presenting with clinical seizures or abnormal amplitude-integrated (a)EEGs were considered to have moderate encephalopathy or worse, and this was used to determine HIE eligibility for TH treatment. The evidence of moderate or severe encephalopathy was distinguished using Sarnat and Sarnat clinical stages [28]. Seizures were clinically diagnosed (by an experienced neonatologist or neurologist) as a paroxysmal alteration in motor function and occasional autonomic function; this included clonic, tonic, and ‘‘subtle’’ seizure manifestations.18 Infants were randomly assigned to whole-body cooling (with the core esophageal temperature kept at 33.5 °C for 72 h) or selective head cooling (with the core esophageal temperature kept at 34 °C for 72 h).
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