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We would like to express our appreciation to Dr. Kawada for
his attention and comments.

We totally agree with his comments. We also had the
same concern as he expressed in his letter. However, we
thought the results might interest the readers and might
be of some use to those who were engaged in the manage-
ment of postoperative delirium. Therefore, in spite of the
incompleteness in statistical treatment, we thought it worth
to report the results of this small research. We also think
the results should be validated by randomized control trial
procedure.

We reported the results of the multivariable logistic
regression analysis based on only 9 events in 65 patients,
because this study was conducted as an effort of our
team therapy to prevent postoperative complications of
esophagectomy and the objective was to understand the
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preventive effect of the combination of ramelteon and suvo-
rexant to postoperative delirium using the available data. As
pointed out by the letter, there is some incompleteness in the
statistical treatment. Especially, based on the one in ten rule,
we should have included more than 20 events in the analy-
sis. We think that we should have displayed some statistical
information such as confidence interval, sample size, event
size and so on. We also should have included some statistical
limitations in the article, so that the readers could interpret
the results properly without confusion.

Regarding individual data, retrospective single institute
researches may have some kind of biases, but all patients’
charts were systematically assessed by two psychiatrists to
minimize them.

Regarding the recommendation to include minor tran-
quilizer as one of the variables, we did it as shown in
Table 2. This retrospective study led to the conclusion that
ramelteon with or without suvorexant was more effective
than minor tranquilizer.

We hope the above could be a good explanation to the
comments in Dr. Kawada’s letter.
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