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Letter to the editor
We would like to thank Dr. Li for his valuable comments 

[1].
First, in the ramelteon and suvorexant intervention group, 

both drugs were essentially started on the day before surgery, 
with no regular oral administration prior to the day before 
surgery. However, some patients were taking sleeping pills, 
mainly benzodiazepines, for sleep disorders. Because ben-
zodiazepine usage is a risk factor for postoperative delirium, 
these patients were switched from benzodiazepines to both 
medications as soon as possible, rather than on the day before 
the elective esophagectomy. However, we were unable to 
evaluate the preoperative sleep quality due to the retrospec-
tive study design of the study. Future studies should evaluate 
the quality of sleep of the patients on the day before surgery 
after receiving both drugs.

Because this study enrolled patients undergoing elective 
surgery for malignant tumors, patients with significant cog-
nitive disorders or dementia were not indicated for radical 
esophagectomy, and patients at a high risk of postopera-
tive delirium were excluded [2]. Furthermore, no signifi-
cant between-group differences with respect to preoperative 
nutritional management or preoperative nutritional status 
(such as body mass index or serum prealbumin level) was 
found. By including preoperative psychotropic medication 
use as a confounding factor in addition to other variables 
such as age and history of alcohol consumption, both groups 
were well-balanced with respect to baseline characteristics 
after propensity score matching.

Intraoperative anesthesia management and postopera-
tive pain control were standardized during the observation 

period. Sevoflurane-based anesthesia was used intraopera-
tively in both groups, and no cases of significant intraopera-
tive hypotension due to massive bleeding or cardiovascular 
events were reported. Regarding postoperative pain control, 
no significant between-group differences regarding postoper-
ative management with epidural anesthesia and intravenous 
acetaminophen administration was found, although detailed 
pain assessment data were unavailable.

Finally, the result of the Hosmer–Lemeshow test in the 
multivariate analysis was p = 0.301, indicating a good fit of 
the model.

We hope that the above could be a good explanation for 
the concerns raised by Dr. Li. Because this was a retrospec-
tive study, some points raised by Dr. Li may indeed affect the 
validity of the results. Therefore, we are currently conduct-
ing a prospective study to assess the efficacy of ramelteon 
and suvorexant in preventing postoperative delirium.
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