Response to Reviewer 1 Comments

This is a very interesting paper with a lot of data. I have a few minor comments for the authors to address.

Point 1: In Abstract, I am not sure Paxlovid had significant result on survival, please check. Also check results for glucocorticoid. Don’t put comma before “and”.
Response 1: 
Thank you for your valuable feedback regarding the Abstract section of our manuscript. We would like to clarify the results related to Paxlovid and glucocorticoid.

In our study, we employed a Bayesian piecewise exponential model to analyze the survival rate in each treatment domain. Specifically, in the antiviral domain, Paxlovid showed a 91.9% probability of improving 2-month survival compared to the control group. However, it is important to note that this result did not reach statistical significance. Therefore, we acknowledge that there was no significant finding in terms of survival improvement with Paxlovid.

Similarly, for patients who received glucocorticoid therapy, our analysis also did not demonstrate a significant improvement in survival. The probabilities associated with glucocorticoid therapy suggest that it did not have a substantial impact on 2-month survival.

The comma before “and” were removed in our revised manuscript.

Thank you for bringing these points to our attention, and we welcome any further suggestions or questions you may have.

Point 2: Line 53, green mark - remove
Response 2: We removed the green mark in Line 53. Please kindly check it in the revised manuscript. Thanks.

Point 3: Line 59 missing space (check through the manuscript)
Response 3: The missing space in Line 59 was corrected. And we check through the whole manuscript to make sure that the same mistakes are corrected. Thank you.

Point 4: Line 61 - specify year
Response 4: We added the year-2023 after 13 January in Line 61. Please kindly check it in the revised manuscript. Thank you. 

Point 5: Line 106 - space extra 
Response 5: We removed the space extra in the Line 106. Please kindly check it in the revised manuscript. Thank you. 

Point 6: I do not understand why would patients in antiviral not receive antivirals, please clarify in methods how you divided patients. Also, I would suggest you keep to one terminology in the manuscript i.e., mechanism of action of drugs or drug name but not mix and match both.
Response 6: 
I Thank you for your valuable feedback on our manuscript. We appreciate your comments regarding the clarification of the division of patients in the antiviral domain and the terminology used in the manuscript.

To address your concern, in our study, patients were categorized into specific treatment domains based on their inclusion and exclusion criteria. For the antiviral domain, patients who met the inclusion criteria were assigned to either the Paxlovid group, the Azvudine group, or control group, whereas patients who met the exclusion criteria were not assigned to the antiviral domain. We will include a paragraph between Line 104 and Line 107 to explain this division more explicitly in the Methods section (highlighted).


Regarding the terminology used in the manuscript, we understand the importance of maintaining consistency. To enhance clarity and provide comprehensive information, we chose to include both the commercial brand name and the chemical name of the drugs. However, we acknowledge the potential for confusion and will ensure consistent terminology throughout the manuscript. We have inserted a detailed explanation between Line 107 and Line 117 to clarify the usage of terminology.

Thank you for bringing these points to our attention, and we appreciate your suggestions for improving the manuscript. If you have any further questions or concerns, please do not hesitate to let us know. 

Point 7: Table 1 is completely unclear why you have number of patients per domain (single) and then all, consider presenting this differently.
Response 7: Table 1 included the baseline characteristics of enrolled patients in the study.

We believe you are indicating the Figure 1, which presenting flow chart of the participants in the study to depict the enrollment and allocation process. This figure helps to illustrate the progression of patients through the different domains of treatment.  The number of patients presented in each domain represents the patients who met the inclusion criteria for that specific domain. These numbers indicate the subset of patients who were eligible for each particular treatment.
Thank you.

Point 8: Table 2 is missing inclusion criteria related to medications.
Response 8: We put inclusion criteria related to medications in Table 2 according to your suggestion. 
Thank you.

Point 9: Data was collected by face-to-face or telephone interview with the participants, their relatives, or health care professional in our hospital - I think that this method of collection may yield substantial bias and variations, so please comment on this in discussion. 
Response 9: Thank you for pointing out this limitation in our study. We added the point with highlight mark between Line 415 and Line 419. Please kindly check it. Thank you again.

Point 10: Also repeated statistical analysis creates space for a false positive, and censored data i.e., for deceased patients and how their HRQoL was treated should be clarified in the methods.
Response 10: We appreciate your thorough review and the points you have raised. We recognize that performing duplicate analyses increases the false positive rate. Traditional frequency statistics methods for multiple comparisons often use corrections (e.g., Bonferroni corrections) to reduce the risk of false positives. These methods reduce the probability of finding spurious associations or effects by adjusting the significance level or correction coefficients. However, frequency statistical methods may produce conservative results when dealing with multiple comparisons because they tightly control the overall error rate.
In contrast, Bayesian multiple estimation employs a Bayesian statistical framework that treats the multiple comparison problem as a model selection problem. It integrates observational data and prior knowledge by introducing concepts such as prior distributions and Bayes factors in order to obtain posterior probability distributions for parameters or hypotheses. In this process, Bayesian multiple estimation can provide the posterior probability for hypothesis instead of simply rejecting or accepting it. Therefore, we directly report the posterior probability of the hypothesis in our research which is similar to a previous study published in JAMA (doi:10.1001/jama.2022.23257).

HRQoL assessments were conducted for patients who survived during the 60-day follow-up period. Given the relatively short duration of the study, HRQoL data were collected from all surviving patients, excluding those who had deceased. To account for the impact of the deceased population on the analysis, we employed a 2-part/mixture model. This statistical approach allowed us to analyze the available HRQoL data from the surviving patients while considering the influence of the deceased population on the overall analysis. By utilizing this methodology, we aimed to comprehensively evaluate the HRQoL outcomes in our study population. We inserted this part between Line 234-Line 238(highlighted)
Thank you.

Point 11: Resolution in Figure 2 also needs to be improved.
Response 11: Figure 2 was reconstructed to improve its resolution. Please see the revision between Line 252 and Line 253 in the revised manuscript.
Thank you very much.

