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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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