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Dear Editor,

The study by Dashti et al. is a single center double-blind-
ed placebo controlled trial that exposed infants < 1800
grams in the intervention group to a multi-species prepa-
ration of probiotics. The authors of this paper did not find
a difference in the incidence of necrotizing enterocolitis
(NEC) between the intervention and the placebo group,
nor did they find a difference in any of their secondary
outcomes. The paper does not describe the incidence of
NEC in their institution and they do not describe how
they calculated the sample size based on their historical
incidence of NEC. I believe this to be the main weakness
of this study and the major reason why the authors of
this paper were not powered to find a difference in the
primary outcome if in fact this difference did exist. Using
the control group incidence of NEC of 1.49% (stage I and
111 Bell’s classification), a confidence level of 95%, a power
of 80% and an expected decrease of 50% in the incidence
rate of NEC (to 0.75%), the total sample size required for
this study would have been 6,876 infants (3,438 infants
in each group). Another possible explanation for the ob-
served lack of efficacy may be due to the inclusion of in-
fants >1500 grams, a group that traditionally has a much
lower incidence of NEC compared to infants born at <
1500 grams. Recruitment of this proportionally large
number of more mature infants would tend to dilute the
effect of the intervention. Also, the late administration
of the probiotic preparation (mean age 4.36 days) when
colonization with potential NICU pathogens may already
be established could also add to the observed lack of ef-
ficacy. The main weaknesses highlighted in this study
are not unique to this study but a major theme of the ma-
jority of studies included in the multiple meta-analyses
published on the use of Probiotics in preterm infants (1-
5). Although these meta-analyses have shown a decrease

in the incidence of NEC with the use of different species
of probiotics, the potential for publication and selection
bias is of great concern because of the known tendency
for journals to reject studies that do not show efficacy.
From this perspective, [ welcome Archives of Pediatric
Infectious Diseases’s decision to publish this manuscript.
Also, the poor quality of the design of many of the studies
included in these meta-analyses makes their conclusions
at the very least suspicious. Are we ready to start using
probiotics for the prevention of NEC in premature in-
fants? Although we understand the urgency of finding an
intervention that prevents NEC due to the high mortality
and morbidity associated with this outcome, wisdom dic-
tates a more thorough evaluation of the bio-molecular
characteristics of specific species, their dosing, quality,
and safety. This is especially relevant in the extremely pre-
mature infant population where some published studies
have demonstrated a higher incidence of sepsis when ex-
posed to probiotics (6, 7). I do not believe that we have at
the present time a probiotic species that fulfills all these
basic requirements. An international consensus agree-
ment that prioritizes and directs future efforts in this
area of research is urgently needed to expedite fulfilling
these goals. This fragile population of premature infants
embraces and supports our coordinated efforts.
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