
WHY WE COOL
(33.5 X 72 HOURS BEFORE 6 HOURS)

Multiple RCT demonstrated:

• Reduces Mortality 9-12%

• Reduced Severe disability from 30% to 20%

• Combined death/disability decreased from 44% to 29% 

( NICHD optimization trial)

• NNT 6 for moderate encephalopathy and NNT 7-8 for 

severe encephalopathy



Therapeutic Hypothermia forNeonatal Hypoxic-

IschemicEncephalopathy: Clinical Report

Santina A. Zanelli, MD, et al   Committee on Fetus and 

Newborn; and Section on Neurology

Pediatrics (2026) 157 (2)

New AAP recommendations

This flow diagram should be 

posted in offices and should 

be on the website under 

neuro.



WHO DO WE EVALUATE FOR POSSIBLE TH?

Suspected hypoxic event with one of the following:

1)Ph < 7 or less  or deficit > 16 (any gas within 1 hr)

2)Apgar  <5  at 10 minutes

3)Assisted ventilation >10 min



WHO DO WE EVALUATE FOR POSSIBLE TH?

➢Infants > than 35 weeks.

➢Consider  35 weeks-iffy data either way

➢Do not cool < 35 weeks – 75% increased risk 

of death or disability.

If they meet acidosis/ventilation criteria, what gestations?



This 

form is 

also 

available 

under 

Neuro



.SARNAT in progress note/H+P or procedure note



.SARNATaddendum added 



SHOULD WE CONSIDER COOLING 
“MILD HIE” OR KIDS JUST SHORT OF 

QUALIFICATION?

• Mild HIE patients have abnormalities 
• (16% had mod-severe disability, 40% had Bayley III scores < 2 SD—PRIME 

Study)

• Unclear if TH helps in mild HIE

• AAP recommends not unless in a study

• 2 large scale on going studies (COOL PRIME 

AND COMET TRIALS)



MILD ENCEPHALOPATHY
POSSIBLE APPROACH

• Total Sarnat Score may help define “Worse” mild HIE

(> 5 suggestive)

• Use stat EEG to assess Baseline background 
  1) normal<excessively discontinuous<severely abnormal

  2) 20% of excessively discontinuous had severe HIE despite not 

  making criteria otherwise restrospectively

• Serial Exams before 6 hours

• Count worst exam after 60 minutes of life?



SHOULD WE COOL….

• Longer than 72 hours- NO – increased death with OR 2.5

• Colder than 33.5 –NO benefit

• Initiation delayed between 6-24 hours -76% posterior 

probability of benefit but very small benefit of 

death/disability of 24.4% vs 27.9 %- individual 

discussion

• OF NOTE: < 3 hours pts do better than initiation at 3-6 

hours



COCHRANE REVIEW 2022
PHARMACOLOGICAL INTERVENTIONS FOR PAIN AND SEDATION MANAGEMENT IN NEWBORN 

INFANTS UNDERGOING THERAPEUTIC HYPOTHERMIA (REVIEW) BÄCKE ET AL 
COCHRANE DATABASE OF SYSTEMATIC REVIEWS 2022, ISSUE 11. ART. NO.: CD015023. 

“We found no studies that met our inclusion criteria and 

hence there is no evidence to recommend or refute the use of 

pharmacological interventions for pain and sedation 

management in newborn infants undergoing therapeutic 

hypothermia.. “

•Do what you want was their conclusion



SEDATION RECOMMENDATIONS

• Whatever drug you use, adjust for decreased renal and liver clearance

• Probably should use morphine/fentanyl or precede/clonidine but avoid Benzos due to increased 

aberrant neuronal and synaptic development

    Pros       Cons

Morphine   Strongest basis in evidence  Cardiovascular, Respiratory, GI effects

    Safety established

    May be beneficial

Precedex  Anti-shivering     Bradycardia/hypotension in already bradycardic infant

    May have Neuroprotection effect Not well enough studied with some authors 

    Less Resp/CV effects    recommending not using unless further studied

Sedation and PainManagement in Neonates Undergoing Therapeutic Hypothermia for Hypoxic-

Ischemic Encephalopathy

 Artemiy Kokhanov 1 et al Children 2025, 12, 25



FEEDING WHILE ON THERAPEUTIC HYPOTHERMIA

• Six studies ((two (RCTs) and four nonrandomized studies of intervention 

(NRSIs)) N = 3693 included. 

• Incidence of stage II/III NEC was very low (0.6%). 

• There was no significant difference in the incidence of stage II/III NEC in RCTs 

(2 trials, 192 participants; RR, 1.20; 95% CI: 0.53 to 2.71, I2, 0%) and NRSIs (3 

studies, no events in either group).

• In the NRSIs, infants in the enteral feeding group had significantly lower sepsis 

rates and lower all-cause mortality  but this was not born out in RCTS

• Infants in the enteral feeding group achieved full enteral feeding earlier, had 

higher breastfeeding rates at discharge, received parenteral nutrition for a 

shorter duration, and had shorter hospital stays than the control group.

To feed or not to feed during therapeutic hypothermia in asphyxiated neonates: a systematic review and 
meta-analysis Kumar et al
 RESEARCHPublished: 04 April 2023Volume 182, pages 2759–2773, (2023)



ENTERAL FEEDINGS DURING THERAPEUTIC 
HYPOTHERMIA

• CONCLUSION
Overall, initiation of enteral feedings at trophic volumes 

barring any significant hemodynamic instability appears 

safe

Trophic feed as you would otherwise for an infant with HIE 

with consideration for acidosis, hypotension, third spacing 

etc.



THE END
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