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dvances in neonata intensive care have

increased the survival rates of extremely

preterm infants. Necrotizing enterocolitis

(NEC), late onset sepsis (LOS) and
suboptimal nutrition raisetherisk of death and long-term
neurodevelopmental impairment (NDI) in this
population. Improving survival without long-term NDI in
extremely preterminfantsisapriority. Interventions that
optimize enteral nutrition while decreasing the risk of
NEC and LOS are therefore urgently needed for
preterms, especially extremely preterminfants.

Probictics are live microorganisms that provide
benefit to the host, when administered in an adequate
amount. Data from systematic reviews of randomized
controlled trials (RCTs) and non-RCTs confirm that
probiotics significantly reduce the risk of >Stage 1l
NEC, al-cause mortality and LOS, and improve feed
tolerance in preterm very low birth weight (VLBW)
infants [1]. No other intervention in neonatal medicine
comes close to probiotics in terms of the effect size for
NEC and mortality, and supporting evidence from
research and clinical practice[2].

Careful scrutiny of the literature reveas only few
issues that are sustaining the debate about probiotics for
preterm infants. These include the view that probiotic
effects are strain-specific (i.e. al meta-analyses in this
field are null and void!), the difficulty in accessing safe
and clinical proven probioctic products, and the risk of
probiotic sepsis. Almost al other issues, including ‘We
don't know how probiotics work’, ‘Probiotics are not
needed if the infant is fed breastmilk — the nature’s
synbiotic, or when the baselineincidence of NECislow’,
‘The PIPs trial showed that not all probiotic strains are
effective, and challenged the previous meta-analyses’,
‘There is not enough data on extremely low birth weight
(ELBW) infants, and probiotics may not have significant
benefitsinthis population’, have been addressed over the
last few years [3-7]. Probiotic sepsis is easy to treat
compared to sepsis by other potentially disastrous (e.g.
gram negative) organisms. If contamination of the control
arm underestimates the true effects of probioticin RCTS,
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the results of the cluster RCT by Totsu, et al. [8] are
reassuring. Substantial evidence indicates that probiotic
supplementation al so benefits ELBW infants[9].

In this issue of Indian Pediatrics, Shashidhar, et al.
[10] report the effect of probiotic supplementation on the
time to full feeds (Primary outcome) in preterm VLBW
(Birth weight: 750-1499 g) infants randomly allocated to
receive either breast milk with a multi-strain probiotic
(Lactobacillus acidophilus, Lactobacillus rhamnosus,
Bifidobacterium longum and Saccharomyces boulardii
once a day; dose: 1.25x10° CFU) from start of feedstill
discharge (Probiotic group: n=52) or only breast milk
(Control group: n=52). The mean (SD) timeto full feeds
(150 mL/kg/day) was not significantly different between
the probiotic vs no probiotic group [11.2 (8.3) vs 12.7
(8.9) days, P=0.4]. Therewasatrend towardslower NEC
in the probiactic group (4% vs 12%). The limitations of
this RCT include unrealistic desired effect for estimating
sample size, higher frequency of ELBW infants and
caesarean deliveriesin the control group, and possibility
of cross contamination [10]. The report raises few
important questions:. the utility of small trials, safety of
using over the counter probiatics, and the difficulty in
balancing the ethics, economics, and politics about
probiotics for preterm neonates, especialy in resource-
limited set-ups.

Reproducibility is at the core of science. Unexpected
contradictory results of the recent RCT of antenatal
glucocorticoids in India is a good example of how
adopting an intervention in a different set-up without
confirming its benefitsrisks, is risky [11]. However,
overcoming the difficulties in conducting adequately
powered RCTs in resourcelimited set-ups, and
interpreting the results of small trials is not easy. Small
trials are prone to give uncertain, false positive or false
negative results, and without adequate resources the risk
of biasin various aspects of methodology is high. Meta-
analysis of RCTs specifically from such set ups is an
option. Apologiesto thosewho aretired of meta-analyses
inthisfield or havefirm belief in strain-specific effects of
probiotics! However, there is hope for a change in
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opinion. Based on the consistently decreased risk of NEC
in RCTs using variable probiotic regimens, experts
suggest that it is time we accept that commonly used
probiotic strains share pathways of benefits providing
“non-specific’ protection[12,13]. Asfor thedifficultiesin
accessing safe and clinically proven products, an urgent
collaboration between al stakeholders is required to
develop and test indigenous high quality probiotics and
improvethe process of importing such products. Thegoal
isclear. Can Indiataketheinitiative?
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