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We would like to thank Dr. Balachandran and colleagues

for their interesting letter [1], which opens the discussion

about the overall value and importance of statistical tests in

explorative pilot studies, the primary aim of which is to

uncover possible problems in implementing and assessing

an intervention. In addition, a pilot study is conducted in

order to address questions that are important for the design

and conduct of the full-scale trial and is therefore often

called a feasibility or vanguard study.

We agree with Bland and Altman that a missing com-

parison between groups may be misleading and should be

interpreted with caution [2]. However, in apparent contrast,

Tukey previously stated that exploratory analyses per se

should emphasize graphical or numerical descriptions,

whereas, subsequently, classical confirmatory analyses

should emphasize significant versus non-significant results

[3]. For this reason, further results of our analysis were not

provided in the present study [4], although our statistical

analysis revealed a significant difference when comparing

the increase in erythropoietin levels from baseline to maxi-

mum levels between the Xenon and control groups (median

9.00 [25th–75th percentile 4.3–11.4] vs. 2.95 [25th–75th

percentile 2.02–8.32]; p = 0.016). We decided not to report

these results but to demonstrate that there is a visual bio-

logical effect, which is based on a sound underlying scien-

tific rationale and convincing preclinical data [5–7]. These

concerns about reporting results from pilot studies are sup-

ported by Friedman et al. who claimed that we need to have

confidence that those who read, interpret, and use the reports

are smart enough to understand their limitations [8].

However, we agree with Balachandran et al. that the

observed findings should receive more careful investigation

in following confirmatory studies as it remains unclear

what aspects of treatments should be measured and what

measure of response will be favorable to demonstrate a

clinical or functionally relevant effect. Therefore, our

findings should be seen and interpreted in light of the study

by Friedman et al. who strongly support the publication of

early-phase pilot studies, irrespective of the statistical

significance [8]. Both exploratory and confirmatory data

analyses are obviously needed as both types approach

different aims.
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