Isolated cystic periventricular leukomalacia is different from cystic periventricular leukomalacia with intraventricular hemorrhage in prevalence, risk factors and outcomes in preterm infants
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Supplementary Methods
Study population

The registration network prospectively enrolls very-low-birth-weight premature infants admitted to all the tertiary referral centers in Taiwan. National Health Insurance Program that covered 99% of the population was launched in 1995 in Taiwan. Under this program less than 1% of preterm infants < 31 weeks of gestation are born outside tertiary referral centers in Taiwan. The data from this geographically-based sample were used for analysis.
Classification and definition of predictor variables 

Perinatal period. Preeclampsia was defined as pregnancy-induced hypertension (> 140/90 mm Hg) during the second half of gestation. Antepartum hemorrhage included bleeding from placenta previa, placental abruption, or other significant bleeding after 20 weeks of gestation. The use of antenatal magnesium sulfate or steroids was recorded. Prolonged rupture of membranes was defined as rupture of the amniotic membranes >18 hours before delivery, and clinical chorioamnionitis as maternal fever >38°C together with at least one of the following: maternal tachycardia, uterine tenderness, foul-smelling vaginal discharge, or maternal leukocytosis. Fetal distress was identified as persistent fetal tachycardia (> 160 beats/minute), bradycardia (< 100 beats/minute), late heart rate decelerations, or poor heart rate variability. 
Neonatal period. Severe respiratory distress syndrome was defined as a need for mechanical ventilation with inhaled oxygen concentration > 40% and surfactant therapy. Indomethacin- or ibuprofen-unresponsive patent ductus arteriosus requiring surgical ligation was identified. Shock was defined as significant hypotension with cardiovascular collapse requiring inotropic therapy and fluid resuscitation. Pneumothorax requiring thoracocentesis or prolonged mechanical ventilation (> 14 days) was recorded. Sepsis was identified as clinical signs of infection and antibiotic treatment for at least 5 days with positive blood cultures, while necrotizing enterocolitis was diagnosed using the modified Bell’s staging criteria [1].
To avoid the issue that the definition of the predictor variables might vary from center to center and to minimize data bias, all professionals involved in the care of the preterm infants from participating hospitals underwent several consensus meetings on clinical care strategies and definitions of predictors before the registration of the VLBW premature infants.
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