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implementation during that same time period of 2 major fed-
eral initiatives, including the Best Fed Beginnings Program,
in which Louisiana (the authors’ home state) participated.
In 2016, 18.6% of US births occurred in Baby Friendly facil-
ities, including 2 states with >85% Baby Friendly pene-
trance.2 In contrast, in 2014, only 7.79 % of births occurred
in Baby Friendly facilities, with the highest penetrance of
35.98% in a single state.3 Therefore, we feel that using of
that 2014 birth cohort for this analysis lacks construct valid-
ity. Of note, the breastfeeding initiation rates in 2014 and
2016 were quite similar (79.2% and 81.1%, respectively),
and the outcomes that the authors noted may simply reflect
the positive results of breastfeeding initiation, consistent with
our conclusions.

The authors note that we did not use population weight-
ing in our regression analysis but instead treated each state
equally. Given the unique and heterogeneous characteris-
tics of the individual states, including their demographics
and coexisting programs for support of breastfeeding,
weighting by population would erroneously diminish the
impact of those important differences. The authors also
performed a sensitivity analysis, excluding Delaware and
Rhode Island, the 2 states with >85% Baby Friendly pene-
trance, treating these as outliers. We suggest that this is not
appropriate, because these states, which are the least sub-
ject to the ecological fallacy and thus have the greatest rele-
vance to the results, should be included for subgroup
analysis, as we reported.

The authors also dismiss our use of an ecological design
to address the relationships that we examined. We
disagree, and note that this method is considered particu-
larly applicable to the evaluation of public health strategies
when obtaining individual data may be impractical.4 There
are many historical examples of important and unantici-
pated results that have come to light from such studies.
We agree that the issue of the ecological fallacy is a limita-
tion; however, there are accepted methods to diminish the
impact of that limitation,4 including multiple comparative
regression analytics, subgroup analysis of groups with high
factor penetrance, and contextual examples of alternate an-
alyses and contemporary approaches, all of which we
included to support our findings and confirm that Baby
Friendly designation might not be the optimal approach
to achieving the US Healthy People 2020 postdischarge
breastfeeding objectives.

Joel L. Bass, MD
Tina Gartley, MD

Department of Pediatrics, Newton-Wellesley Hospital
Newton, Massachusetts

Ronald Kleinman, MD
Department of Pediatrics, Massachusetts General Hospital

Boston, Massachusetts

https://doi.org/10.1016/j.jpeds.2020.09.029
References

1. Centers for Disease Control and Prevention. National Center for Chronic

Disease Prevention and Health Promotion, Division of Nutrition, Physical

Activity and Obesity. United States breastfeeding report card, 2018. https://

www.cdc.gov/breastfeeding/pdf/2018breastfeedingreportcard.pdf.

2. Centers for Disease Control and Prevention. National Center for Chronic

Disease Prevention and Health Promotion, Division of Nutrition, Physical

Activity and Obesity. United States breastfeeding report card, 2016. https://

www.cdc.gov/breastfeeding/pdf/2016breastfeedingreportcard.pdf.

3. Centers for Disease Control and Prevention. National Center for Chronic

Disease Prevention and Health Promotion, Division of Nutrition, Physical

Activity and Obesity. United States breastfeeding report card, 2014. https://

www.cdc.gov/breastfeeding/pdf/2014breastfeedingreportcard.pdf.

4. Morgenstern H. Uses of ecologic analysis in epidemiologic research. Am J

Public Health 1982;72:1336-44.
Synthetic surfactant CHF5633 vs
poractant alfa
To the Editor:
In a recent trial, Ramanathan et al claimed that the efficacy

and safety of the new synthetic surfactant (CHF5633) were
equivalent to that of poractant alfa.1 However, closer analysis
reveals that for several important clinical outcomes, the 95%
CI indicates that there could be a significant benefit but also
considerable harm from CHF5633 compared with poractant
alfa.2 For example, compared with poractant, the relative risk
of death at 28 days of life with CHF5633 was 65% lower to
509% higher. Using absolute values, the results indicate
that CHF5633 may reduce deaths by up to 7 deaths per 100
babies (best-case scenario) or increase deaths by up to 11
deaths per 100 babies (worst-case scenario). These results
do not allow us to differentiate between the equivalence of
the 2 surfactants or the noninferiority of CHF5633.2

The authors claim equivalence when there is a possible
type II error. They did not calculate a sample size, stating
that this was not required because this was an exploratory
trial. If this was truly an exploratory trial, the authors firm
conclusion that "CHF5633 is as effective and as safe as porac-
tant alfa" is unjustified. Also, we are not aware of any reason,
even in a phase II or exploratory trial,3 to omit a sample size
calculation, and not aim to recruit the optimal number of pa-
tients.4 Without a sample size calculation, how did the au-
thors decide to stop recruitment after enrolling 126 neonates?
We caution readers not to draw any definitive conclusions

about the relative efficacy or harm of either surfactant from
this trial. We hope that the authors will conduct a larger trial
of these 2 surfactants designed todemonstrate superiority, non-
inferiority, or equivalence to draw some definitive conclusions.
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Reply
To the Editor:
We would like to clarify that no claims for equivalence or

noninferiorityweremade inour article according to the explor-
atory design of our study. It is not an equivalence trial.
Following a first-in-human clinical study,1 the exploratory
design of this phase II study was agreed and approved by
Food andDrug Administration to gain additional information
for designing further studies on the grounds of preliminary
comparative data of the overall surfactant products’ profiles.
We referred to similarity between the results observed with
the 2 surfactants with specific reference to the overall efficacy
and safety profiles in line with the exploratory design of this
study; accordingly, “Sixty-three randomized patients per treat-
ment group (126 in total), in this vulnerable preterm popula-
tion, were deemed reasonable to describe the efficacy and
safety profile of CHF5633 compared with poractant alfa.”

For this reason, we would like to point out that we did not
decide to stop recruitment after enrolling 126 neonates and,
as reported, a total of 297 infants were screened and 123 in-
fants were randomized in this challenging study from
December 2015 through February 2018 in 22 neonatal inten-
sive care units in the US. “Similarity” is indeed mentioned
with reference to the overall study endpoints.

Sample size calculations would have required a primary
endpoint and a hypothesis, which is not in line with the
aim of the present study. Therefore, our study could not be
powered for any measured endpoint. In particular, an equiv-
alence/noninferiority study on mortality would not have
been feasible without enrolling a large number of neonates
326
from this vulnerable very preterm population. Because of
this, we think that these results on the relative risk of death
at 28 days of life with CHF5633 or poractant alfa are abso-
lutely by chance and were only reported, but not claimed as
a standard outcome in preterm neonates with respiratory
distress syndrome. However, and as reported in the discus-
sion section, we acknowledge the need for further confirma-
tory and possibly statistically powered clinical trials to draw
eventual conclusions on superiority, noninferiority, or equiv-
alence between the 2 surfactants. We do not believe that there
were any flaws in our conclusions or discussion.
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