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Globally, an estimated 15 million children are born before 37 weeks gestation, accounting for more than one in every 10 live births.1 Whilst prevalence rates vary by region, globally rates continue to rise; by 0.8% per year over the last three decades.1 Survival amongst preterm infants in the highest of resource settings has also significantly increased over the same time period, largely through advances in obstetric management and the inception of neonatal intensive care in the 1970’s. Neonates born before 26 weeks gestation have seen the greatest improvement in survival; in the UK alone survival rates for this group improved from 39% to 52% between 1995 and 2006 respectively, and again to 66% by 2014.2,3 Most preterm infants however are not born at these extreme gestations; in low- and middle-income countries, the greatest burden of mortality and morbidity falls amongst the estimated 85% of preterm infants born ≥32 weeks gestation.1 As the prevalence of adults born prematurely around the world continues to rise, the far reaching implications for health and well-being across the life course become ever more important.

[bookmark: _Hlk3805262][bookmark: _GoBack]In this edition of The Lancet Child & Adolescent Health, Crump and colleagues crucially examine the longer-term effects of prematurity extending into adulthood in a national cohort of more than 4 million singleton live births in Sweden (1973-2015).4 For the first time, they report on the associations between mortality and prematurity to mid-adulthood (30-45 years) presenting significantly increased hazard ratios for mortality, relative to individuals born at term. Whilst mortality was significantly increased in all groups born prematurely, including even the least preterm, an inverse relationship between the risk of mortality and gestational age at birth was seen.4 As well as adjusting for the important potential confounders of birth year, sex, birth order, maternal age at delivery, maternal education level, and maternal smoking, this study had the added advantage of including a co-sibling analysis, controlling for possible unmeasured confounders including genetic and environmental effects. The results of the co-sibling analysis suggest that the increased mortality rates were unlikely to be due to unmeasured familial effects.4

To date, limited existing data suggests a u-shaped relationship between prematurity and risk of mortality, with increased rates of early childhood mortality disappearing in later childhood and adolescence and re-appearing in early adulthood.5-7 Crump and colleague’s largest and longest longitudinal follow-up study to date, suggests that the apparent increase in mortality into adulthood may be mediated by diabetes, cardiovascular and respiratory disease, and not by congenital anomalies or socio-economic disorders.5 Indeed studies by other groups have suggested a strong association between preterm birth (<32 weeks) and heart failure into early adulthood.8 There has been speculation that increased risks of these types of chronic illness amongst those born prematurely may be mediated by aberrant DNA methylation patterns through the developmental origin of health and disease hypothesis.9      

[bookmark: _Hlk3805170]The findings presented by Crump and colleagues undoubtably have important implications for health services caring for individuals born prematurely, however, it remains to be seen if these findings are replicable across more diverse geographical settings and populations. In high-income countries improvements in obstetric and neonatal care over more recent decades may continue to translate to improved adult mortality and morbidity outcomes going forward.10 In countries with high neonatal mortality rates, the focus must still remain on improving newborn survival amongst preterm infants, however, in mid-resource settings, evidence of falling mortality accompanied by increasing childhood morbidity amongst survivors 1 implies important longer-term consequences on adult health. More longitudinal studies, following affected children through adolescence into adulthood are certainly needed to determine the global impact of preterm birth across the life course.

Never the less, the results presented here are vital in highlighting the potential long-term consequences of prematurity. The findings advocate for improved long term follow-up and health surveillance for affected individuals, aiming to implement early disease prevention strategies and improve outcomes across the life course for survivors of preterm birth around the world.     
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