October 10, 2022

Dear Editor-in-chief, 

I’d like to thank the editor and reviewers of ‘Journal of Clinical Medicine’ for taking time to review our manuscript (1923698). We have made some corrections and clarifications in the manuscript after going over your comments. The changes are summarized below. (In the revised manuscript, edited sentences are highlighted by the 'track changes' function of MS word):


2nd reviewer’s points
1. The study is interesting and sound, although the finding is negative. Younger age, supratentorial location, complete resection, and MGMT promoter methyl (TMZ use) is already known to significantly associate with longer PSF and OS. The authors need to isolate the effect of GPC use from these variables, to find out if there is a true effect on survival by >12 month GPC use.
Response) Thank you for your constructive comments. As you pointed out, there were several confounding factors to lead major limitation of this study. To overcome this limitation, we performed multivariate analysis using the Cox-proportional hazard model. We added and changed several sentences to strengthen this limitation in the discussion section. 
- The current study has several limitations. There was a certain selection bias because of its retrospective nature. Although the baseline clinical characteristics between the study and control groups were not significantly different, several confounding factors may have influenced survival outcomes. To overcome this limitation, we conducted a multivariate analysis including well-known prognostic factors such as age, KPS score, extent of resection, and MGMT promoter methylation status. The multivariate analysis also showed that the use of GPC has a significant effect on OS in long-term usage. Another issue is that there was no data on cognitive improvement with GPC in GBM patients. The objective measurement of cognitive function was not performed in this study and should be evaluated in the future. Also, there has been a lack of evidence on the optimal dosage and frequency of GPC for survival benefits in GBM patients. “The reason for the discontinuation of GPC was not fully acquired from the medical record. Despite the statistical significance, it could be an exaggeration to draw clear conclusions and recommendations on the survival of GPC. Prospectively designed & multi-center clinical trials should be needed to prove the role of GPC on the survival benefit of GBM patients. Since the underlying mechanisms of GPC in GBM are not fully understood, furthermore, the role of GPC on GBM cells & microenvironments should be validated by basic research.”

2. In the study cohort, the GPC group is somewhat younger. More importantly, the percent of patients with gross total resection and with supratentorial location in significantly higher in the GPC group compared to the non-GPC group. Also, the GPC group had to a significantly larger extent gone through complete treatment with concomitant chemoradiotherapy, which is known to effect OS.
Response) Thank you for your constructive comments. As you pointed out, major influencing factors, such as age, location, the extent of resection, and concomitant chemoradiotherapy showed differences in survival between groups. Although we performed multivariate analysis using the Cox-proportional hazard model, the limitation from the retrospective nature could not be overcome. As mentioned in discussion section, future prospectively designed & multi-center clinical trials should be needed to overcome the limitation and prove the role of GPC on the survival benefit of GBM patients. We added and changed several sentences to strengthen this limitation in the discussion section, as previously mentioned above. 

3. The analysis to show benefits of >12-month GPC use is not convincing, and therefore overstated in the abstract.
Response) Thank you for your constructive comments. This retrospective analysis shows an association between GPC and outcome, not a causative effect. We added and changed several sentences to strengthen this limitation in the discussion section, as previously mentioned above. And as you recommended, we changed the sentence in the abstract. 
- “Despite the limitations of this study, long-term GPC use was possibly associated with prolonged survival in GBM patients. Multi-center prospective randomized studies with a large number of patients are needed to validate these findings.”

Hopefully the revised manuscript will better meet the requirements of the ‘Journal of Clinical Medicine’ for publication. I’d like to thank you again for the constructive comments by reviewers.
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