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The very preterm neonate’s role in
prevention of atopic disease

To the Editor:

I read with interest the November 2018 article titled “Cesarean
delivery, preterm birth, and risk of food allergy: Nationwide
Swedish cohort study of more than 1 million children.”" This is an
excellent start to our full-scope understanding of the variety of
perinatal environmental factors that predispose our youngest in-
fants to food allergy. These data bring support to a well-
established association between cesarean delivery and increased
risk of subsequent diagnosis of food allergy.” However, I am
particularly interested in the data generated in this study demon-
strating an inverse association between food allergy and very pre-
term gestation infants. As a general pediatrician excited by the
direct impact Learning Early About Peanut allergy (LEAP) and
LEAP-On have had on our practice in promoting immunologic
tolerance to peanut,3 I have similar enthusiasm that these associ-
ations underscore the importance of identification of precise envi-
ronmental and/or biologic mechanisms of immune tolerance
unique to very preterm gestation infants.

Inherent differences in the physiology of the preterm derma-
tologic, gastrointestinal, and innate/adaptive immune systems as
compared with those of term infants play an obvious role in this
discussion, though the impact of these factors remain difficult to
precisely characterize. Encouragingly, an established inverse
association between eczema and very preterm gestation infants
has been identiﬁed4; whether this inverse association is reflective
simply of the immunologic immaturity unique to very preterm in-
fants or is independently and causally related to downstream cuta-
neous sensitization remains to be seen. The importance of early
emollient application in the prevention of eczema for high-risk
term neonates has also been established,” with clinical trials
ongoing.® Such trends are suggestive of the existence of addi-
tional modifiable environmental factors that may impact atopic
disease development among infants. Although challenges
certainly exist in the implementation of prospective randomized
controlled trials in the neonatal population in the era of regi-
mented, guideline-based care for pregnant women and preterm
newborns, the identification of coexistent associations via a high-
ly powered retrospective analysis is imperative. These very guide-
lines, importantly, may offer some degree of insight as to the
gestational age—based environmental exposures unique to very
preterm infants. Neonatal factors meriting further investigation
include the impact of antenatal corticosteroids, the timing and
volume of trophic enteral feed initiation, receipt of total paren-
teral nutrition, the presence of necrotizing enterocolitis, the usage
of mother’s breast milk and/or donor breast milk, the receipt of
antimicrobial therapy, and the usage of H, blockers and/or proton
pump inhibitors.

In the setting of 2 important and statistically significant
associations emerging from this cohort, I would naturally query
whether the authors had explored the subgroup of very preterm
infants to analyze rates of food allergy when delivered via
cesarean section as compared with vaginal delivery. Because a
statistically significant association between food allergy and
moderately preterm infants was not identified, one wonders the
exact gestational age at which the association identified among
very preterm infants no longer holds and whether any additional
specificity can be achieved from the existent data that may help
narrow the above environmental exposures. Have the authors
attempted stratification of these very preterm and moderately
preterm infants by number of weeks gestational age completed at
birth in place of existent grouping?

Although the burden of care of pediatric patients with food
allergy falls on general pediatricians and allergists alike, the time
is now for a partnership with our academic neonatology
colleagues to best characterize the early environmental measures
linked to immunologic tolerance.
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