Reviewer 1
1. Line 75: the authors mentioned that “One method of individualised dosing is using therapeutic drug monitoring (TDM) with an adjustment dosing strategy”. Could you explain what is your adjustment dosing strategy? Foe instance, how you decide the starting dose and interval dose for different drugs.
Response: We apologise for not being clear. The drugs are prescribed at a fixed starting dose as per the drug label. Only after TDM is performed, do we perform dose adjustments according to the established DPOG protocol. In line 258 we reference this protocol (we utilised a previously published protocol established by the DPOG [12]). However, to further clarify the second comment, we amended the manuscript: 
[bookmark: _Hlk122958120]line 66 from “Currently, many orally administered anti-cancer drugs, particularly the kinase inhibitors (KIs), are prescribed at a standard fixed dose [1-3].” to “Currently, many orally administered anti-cancer drugs, particularly the kinase inhibitors (KIs), are prescribed especially at the time of treatment initiation with a standard fixed dose as per the approved drug label [1-3].”
2. Line 137: as it was written “We utilised a previously described criteria by the DPOG for identifying potential drug candidates for individualised dosing”. It would be helpful to clarify which drugs were chosen in your program based on DPOG criteria.
Response: We appreciate this valuable question. We would like to clarify that this manuscript focusses on the process to follow when implementing programs to individualise cancer drugs. We acknowledge the limitation around selecting potential drug candidates for the program as cancer therapies are changing rapidly. We, therefore, intentionally do not limit the program to drugs as the list of drugs continuously changes and is updated. For example, we are already in the process of updating the current list. However, to reflect the reviewer’s valuable question, we amended the manuscript and in line 115 and added: 
[bookmark: _Hlk122792659]“The first wave of drugs on the program were selected from our review which described high level available evidence in support of individualised dosing [3]; in the current instance imatinib, sunitinib, pazopanib, erlotinib, gefitinib, and sorafenib were selected and several more drugs with this level of evidence are currently being added (e.g., abiraterone, axitinib, crizotinib & nilotinib). It should be noted that the cancer therapies are rapidly evolving, the program is continuously changing and being updated with the next wave of drugs”.
3. Line 205: “Blood collection can be performed at either a registered blood collection centre or an in-house facility supplied with the necessary consumables, equipment, and storage.” I am wondering how many samples of each patient and at what time interval (e.g., 4, 8, and 12 weeks after start of treatment) would the guideline suggests?
Response: This is a very important question, and we thank the reviewer for highlighting this. The details are detailed in the referenced protocol, however, one blood sample (2-5mL) at trough concentration (before next dose) is required every three months while on the treatment. To reflect this, we amended the manuscript: line 230 and added:
[bookmark: _Hlk122776113][bookmark: _Hlk122793025]For the drugs on the ADAPT program (and most oral anti-cancer drugs) a 2-5mL blood sample should be taken at a trough concentration (also known as ‘minimum concentration or Cmin’, which needs to be taken within 0-60 minutes before the next dose) at steady state (two to three weeks after treatment initiation and once every three months thereafter for the duration of the treatment. A trough sample at steady state should also be repeated after a dose change. 
4. Figure 2. The title (Line 107) and content of figure (Communicate and Disseminate Outcomes to?) should be double checked.
Response: We thank the reviewer for pointing this accidental error out. We have corrected the title to ‘The general framework for establishing individualised dosing programs for individualized dosing of cancer drugs’, and we also replaced the figure with the correct one where the last word was not cut-off due to the size. 
5. For future studies:  have the authors considered applying the AI into the program? For example, there are algorithms developed for dosing optimizing and applied in oncology. Besides, the data and final results from this program could be an useful database for developing a new algorithm for further application.
Response: This is a great suggestion. Currently, we have not yet integrated AI into our program, however, this is something that we are working on in the background. 

Reviewer 2: 
Van Leuven et al mscr is a well prepared work, with focused public health comments and thoughtful presentation.
Response: We thank the reviewer for their time and effort. This is much appreciated. 
Reviewer 3:
The communication presented by Jason van Leuven and colleagues is focused on the Implementation strategies of 6-step processes.
In general, it is well written, except for different typos that can be found in the text. The figures should be more appealing and the manuscript is too general.
Response: We thank the reviewer for their time and effort. We have read through the manuscript to check for the typos and have made a several corrections to address this (available in the track changed manuscript). We acknowledge the feedback and do wish to keep the manuscript general as this program is only used as a brief example to describe a simple framework and strategies to be used for other groups who wish to implement similar programs for individualised dosing of cancer drugs.
The authors talk about the 6 steps, without considering the different chemotherapeutics or drugs that can be used in the management of the patients.
At a point, in the text, they write:
 "such as everolimus (target concentration of ≥ 10 µg/L) [13-16], imatinib (≥ 1,100 µg/L) [17-23], sunitinib (≥ 37.5 µg/L with continuous dosing, ≥ 50 µg/L with intermittent dosing) [24,25], pazopanib (≥ 20,000 86 µg/L) [26-32] with several others, described in our recently published review [3]. Despite evidence showing a progression-free survival (PFS) or overall survival (OS) benefit, plasma concentration guided dosing of anti-cancer drugs has not been translated into clinical practice" graphics representing these sentences could be appreciated.
Response: We appreciate this valuable question. We would like to clarify that this manuscript focusses on the process to follow when implementing programs to individualise cancer drugs. We acknowledge the limitation around selecting potential drug candidates for the program as cancer therapies are changing rapidly. We, therefore, intentionally do not limit the program to drugs as the list of drugs continuously changes and is updated. For example, we are already in the process of updating the current list. However, to reflect the reviewer’s valuable question, we amended the manuscript in line 115 and added: 
“The first wave of drugs on the program were selected from our review which described high level available evidence in support of individualised dosing [3]; in the current instance imatinib, sunitinib, pazopanib, erlotinib, gefitinib, and sorafenib were selected and several more drugs with this level of evidence are currently being added (e.g., abiraterone, axitinib, crizotinib & nilotinib). It should be noted that the cancer therapies are rapidly evolving, the program is continuously changing and being updated with the next wave of drugs”.

