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Dear Editor

We read Donnelly and colleagues’ study (1) with interest, as neonatal body composition is a
timely topic. Yet, we would like to highlight some concerns and probable errors, which we
believe will allow readers to better interpret the report. These include: (i) inconsistency in
primary endpoints between the study’s publicly available trial registration and the published
paper; (ii) apparent errors in the reporting of key findings; and (iii) neither adjusting for nor
recognizing the plausibility that the one statistically significant finding among many
significance tests was a type-| error.

Inconsistency between trial registry and manuscript

We would first like to highlight inconsistency in what is being claimed as endpoints in the
trial’s public registration (http://www.isrctn.com/ISRCTN54392969) and the published
paper. The paper’s methods section states “Primary outcome was birthweight and secondary
outcome was gestational weight gain and glucose intolerance.” Curiously, that is not
reflected in the paper’s title or abstract. More troublingly, the publicly available protocol for
the study of interest does not list glucose intolerance as a primary nor as a secondary
outcome. Moreover, the registered protocol does not mention many of the listed
anthropometric measures as outcomes of interest. Inconsistencies such as these have been
suggested to be problematic for medical research (2, 3). Perhaps this study is one of post-hoc
analysis among a subgroup of participants from a randomized controlled trial (RCT). There
is nothing wrong with post-hoc analyses, but they should be clearly described as such.
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Calculation and typographical errors

There are several inconsistencies and probable inaccuracies related to published findings in
Donnelly and colleagues’ manuscript. After careful observation of Table 3, we calculated
that the summation of mean skin-folds for the intervention groups as 28.48 mm, while the
control group’s was 28.74 mm. This is different from what Donnelly and colleagues have
calculated (intervention = 22.8 mm vs. control = 24.4 mm). There is also a small (2-tenths)
difference between the control group’s mean thigh circumference as reported in the abstract
(16.6 cm) and Table 2 (16.4 cm), suggesting that one is a typographical error. Probably the
most striking calculated error in the manuscript is related to the key finding of thigh
circumference. The authors report that the between-group difference among neonates’ thigh
circumference is associated with a p-value of 0.04, but using the authors’ data reported in
their table, we obtain a p-value of 0.0116. If we use the data from their abstract, we obtain a
p-value of 0.0004. That said, if we take the maximal possible rounding error for each
group’s mean and standard deviation, we would than calculate a p-value of 0.0488. Given
these results it is difficult to discern what are typographical, calculation, or rounding errors,
and it may be useful for Donnelly and colleagues to provide clarification.

Multiple testing issues

Uncontrolled and unaddressed multiple testing increases the odds of false positive findings
(4). Based on Tables 2 and 3 alone, it appears that 14 significance tests were conducted. This
does not take into account any subgroup testing or other testing that may have been
conducted. Again, while there is nothing wrong with testing multiple hypotheses in post-hoc
analyses, this should at minimum be mentioned in the text to alert readers to the issue. While
there is no universal agreement on when a multiple testing ‘correction’” should be used, as an
explanation of one limitations section checklist item of the 2010 CONSORT guidelines state
“Authors should exercise special care when evaluating the results of trials with multiple
comparisons. Such multiplicity arises from several interventions, outcome measures, time
points, subgroup analyses, and other factors. In such circumstances, some statistically
significant findings are likely to result from chance alone” (5). We believe the readers of the
Donnelly et al article would have obtained a different impression had the authors made a
clear statement about the matter such as:

“In post-hoc analyses involving at least 14 significance tests, we obtained one p-
value which was significant at the nominal 0.05 alpha level. Although we will
interpret it as a possible finding, readers may wish to note that had a Bonferroni
correction for multiple testing been used, only p-values below 0.05/14~0.0036
would have been significant. Thus, our one significant result is very plausibly a
type 1 error.”

Conclusion

Concerns about reproducibility in science have recently been elevated and the Committee on
Publication Ethics suggests that inconsistencies and inaccuracies such as those identified
here warrant correction (6). We believe that careful attention to such matters can help
buttress the reliability of the scientific record.
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