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A Randomized Trial of Erythropoietin for 
Neuroprotection in Preterm Infants.

Juul S. et al for the PENUT Trial Consortium. DOI: 10.1056/NEJMoa1907423

• BACKGROUND
• High-dose erythropoietin has been shown to have a neuroprotective effect in 

preclinical models of neonatal brain injury, and phase 2 trials have suggested 
possible efficacy; however, the benefits and safety of this therapy in extremely 
preterm infants have not been established.

• RN 24 0/7 – 27 – 6/7 
• Randomización: 

– Estratificada (24 0/7 – 25 6/7 y 26 0/7 – 27 6/7)
– Enrolamiento y primera dosis: < 24 h de vida
– Dosis: 

• EPO 1000 u/kg cada 48 h por 6 IV 
• 400 U/kg 3/s SC hasta las 32 6/7 s

http://clinicaltrials.gov/show/NCT01378273
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• Eco cerebral antes de inicia tratamiento, 7-9 día y 36s EGC
(220 RN RNM)
• LM o fórmula prematuro
• Fe (enteral):

– 3 mg/kg/d con vol 60 cc/kg/d y > 7 d.
– 6 mg/kg/d con Volumen 100 – 120 cc/kg/d
– Fe iv: 1,5 mg/kg 2 v/s según ferritina o zinc protoporfirina / heme

• Transfusiones: según prácticas locales
• Outcome: 

– Primario: Muerte o Compromiso neurológico severo (PC o BIII m BIII c 
< 70)

– Secundario: Muerte o Compromiso neurológico moderado o severo 
(PC o BIII m BIII c < 85)

– Estadísticas: 18% mortalidad y 30% v/s 40 % de CNS. N: 856 RN
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Lower versus Traditional Treatment Threshold for Neonatal 
Hypoglycemia.

van Kempen A, et al for the HypoEXIT Study Group. DOI: 10.1056/NEJMoa1905593
• BACKGROUND
• Worldwide, many newborns who are preterm, small or large for gestational age, or born to mothers with 

diabetes are screened for hypoglycemia, with a goal of preventing brain injury. However, there is no 
consensus on a treatment threshold that is safe but also avoids overtreatment.

• On the basis of expert opinion, a concept of operational thresholds was developed that considered 
glucose concentrations between 36 mg per deciliter (2.0 mmol per liter) and 47 mg per deciliter (2.6 
mmol per liter) to be acceptable for short periods of time.

• The HypoEXIT (Hypoglycemia–Expectant Monitoring
versus Intensive Treatment) trial was a multicenter, 
randomized, controlled, noninferiority trial
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• Patients: 35 weeks or more of gestation, had a birth weight of 
2000 g or more, and had an indication for routine screening for 
hypoglycemia. 

• The participants were newborns in four subgroups at high risk 
for hypoglycemia — late-preterm infants (gestational age from 
35 to 37 weeks), newborns who were small (below the 10th 
percentile) or large (above the 90th percentile) for gestational 
age, and infants of mothers with diabetes. 

• The participants were all otherwise healthy newborns without 
initial severe hypoglycemia (defined as plasma glucose
concentrations of ≤35 mg per deciliter [1.9 mmol per liter]



INDISA - NEORED
Un Nuevo Concepto en Medicina Perinatal

• Newborns found to have asymptomatic moderate 
hypoglycemia between 3 and 24 hours after birth were 
randomly assigned in a 1:1 ratio (with the use of Webbased
block randomization) to receive treatment when the glucose 
concentration was lower than 36 mg per deciliter (lower-
threshold group) or to receive treatment when the glucose 
concentration was lower than 47 mg per deciliter (traditional-
threshold group).

• In the lower-threshold group, the aim was to maintain the
infants’ glucose concentration at 36 mg per deciliter or greater. 
In the traditionalthreshold group, the aim was to attain a 
glucose concentration of 47 mg per deciliter or greater and 
then maintain that level
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• Treatment interventions, which were similar in the two groups, were 
supplemental oral feeding, tube feeding, or intravenous glucose 
administration.

• If an infant’s glucose concentration fell below the prespecified threshold, 
the carbohydrate intake was increased by 1 to 2 mg per kilogram of body 
weight per minute. The glucose concentration was checked 1 hour after 
each increase, and, if  necessary, the infant’s carbohydrate intake was 
further adjusted.

Primary outcome: The primary outcome was psychomotor development at 
18 months, as measured by the Bayley Scales of Infant and Toddler 
Development, third edition, Dutch version (Bayley-III-NL) 
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