Responses to Reviewer #1

We really appreciate your careful reading our manuscript, and your insightful comments, constructive criticism and helpful advice. We are responding to all of them point-by-point below. Please refer to the revised manuscript, in which all modified points are shown in RED.

1. I have only one formal concern. In L:162-164: the authors write "The Japanese version of the guidelines was approved by the JSC and JSTDM Board of Directors, and it will be published in Japanese Journal of Chemotherapy in February 2022." Since the current paper is actually a set of guidelines/a whitepaper concerning improved methods of vancomycin dosage and therapeutic monitoring, I wonder if the publication in the Japanese Journal of Chemotherapy (another scientific journal) will differ substantially enough to consider these publications as separate pieces of work.  I do not perceive language difference substantial enough. If they are the same, this may suggest autoplagiarism which, I believe, is not the authors' aim. I would like to ask the authors to address this issue. Perhaps publishing one of them as a "commentary" or "statement" would solve this?

We revised the guideline in Japanese version which will be published at the end of Feb 2022. Different from Japanese version, all recommendation was made based on model-informed precision dosing in this international guideline. Because of the lack of novelty in Japanese version guideline comparing with current American or Chinese vancomycin TDM guidelines, recommendation of each CQ was intended for the MIPD approach and new CQs were added and some CQs in which MIPD were not available were deleted. For example, “CQ 1. How can MIPD software be used to increase the accuracy of dose individualization?” is new CQ, and all recommendations for CQ 1 was newly developed for this English version. Furthermore, the index on the efficacy and safety of VCM changed from trough to AUC, many papers including the MIPD approach have been published recently. After creating the guideline in Japanese version, we searched the articles until just before submission of this paper. The executive summaries and literature reviews based on the results were created without translating Japanese into English. Thus, we changed the title, introduction and methods to understand that we created the guidelines based on the MIPD approach.

In the title, “Clinical practice guideline for therapeutic drug monitoring of vancomycin: a consensus review by the Japanese Society of Chemotherapy and the Japanese Society of Therapeutic Drug Monitoring” was replaced by “Clinical practice guideline for therapeutic drug monitoring of vancomycin in the framework of model-informed precision dosing: a consensus review by the Japanese Society of Chemotherapy and the Japanese Society of Therapeutic Drug Monitoring” (Lines 2-6).
[bookmark: _Hlk95597354]In the introduction, “The committee that developed the Japanese clinical practice guideline for TDM of vancomycin conducted several studies including a systematic review and meta-analysis to provide evidence-based recommendations emphasizing the importance of the MIPD approach to TDM practice for vancomycin.” was replaced by “In contrast, these guidelines aimed to provide recommendations emphasising the importance of the MIPD approach to TDM practice for vancomycin. The committee conducted several studies including a systematic review and meta-analysis for evidence-based recommendations.” (Lines 76-79).
[bookmark: _Hlk95597188]In the method, we added “In this international version, we further revised these guidelines, particularly focusing on the importance of MIPD.” (Lines 165-166).

2. Additionally, I would like to ask the authors to explain the issue of plasma protein binding of vancomycin. This may have some effect when translating the in vitro MIC assessment to the desired AUC values. The plasma protein binding of vancomycin is around 50%. Please comment on that

[bookmark: _Hlk95756568]	According to the reviewer’s suggestions, we added “Only the unbound fraction of a drug is pharmacologically active, and is responsible for antimicrobial activity and can cause toxicity. Hence, free AUC/MIC target ≥200 has been advocated as the PK/PD target assuming a fixed unbound vancomycin fraction of 50% [150]. The total concentration of high protein-binding drugs such as teicoplanin was decreased in patients with hypoalbuminemia [151]. Vancomycin is generally considered a moderately protein-bound antibiotic (unbound fraction rate: 45.4%–72.9%) [152–154]. A significant correlation between the unbound fraction and the albumin concentration was reported for vancomycin by several authors [153, 155, 156]. Critically ill patients exhibit marked variability in serum albumin concentrations, which may alter the protein binding. De Cock et al. [150] reported that unbound vancomycin concentrations in paediatric patients were adequately predicted using the following equation: unbound vancomycin concentration (mg/L) = 5.38 + [0.71 × total vancomycin concentration (mg/L)] − [0.085 × total protein concentration (g/L)]. A 1–8-fold increase in the vancomycin MIC was reported, possibly because of the decrease in unbound concentration as a result of the presence of albumin in the broth [157]. Because routine monitoring of the unbound concentration is not feasible in clinical practice, the target total concentration might be lowered depending on the degree of hypoalbuminemia in teicoplanin [158, 159]. However, no recommendation for the desired vancomycin AUC was made in patients with severe hypo- or hyperalbuminemia in this guideline because of the unavailability of the outcome result from a clinical trial.” (Lines 680-699).
	We added References No. 150-159.

3. L505: Association between (“of” to be removed)

“association of between” was replaced by “association between” (Line 447).

4. L506: “decreased”, not “deceased”

“deceased” was replaced by “decreased” (Line448-449).

5. L530: The abbreviation BMC in MIC(BMC) could be explained earlier for clarity.

“the MIC determined by the broth microdilution method” was replaced by “the MIC determined by the broth microdilution method (MICBMC)” (Line 278). 
“the MIC determined by Etest” was replaced by “the MIC determined by Etest (MICEtest)” (Line 280).

6. L549: Writing S. pneumonia just after S. aureus may mislead the reader that these are the same genus. I suggest writing Streptococcus in full.

“S. pneumonia” was replaced by “Streptococcus pneumoniae” (Line 667).

7. Tables: I suggest revising the table editing, particularly the lines dividing columns and verses.

As you pointed out, we corrected Table 1, 2 and 3


Finally, we would again like to express our gratitude for your comments and suggestions, which have helped improve our manuscript. Thank you so much.
