Dear Editor and Reviewers, 
Thank you for giving us the opportunity to revise our manuscript. The comments have been carefully considered. The responses are as follows.

To Editors:
1. Please take this opportunity to thoroughly proofread the manuscript to ensure that there are no spelling or grammar issues.
RESPONSE: Thanks for your suggestion. We asked one native speaker to polish our manuscript. 

2. Please define all abbreviations during the first-time use.
RESPONSE: We have added the definition of abbreviations during the first-time use as follows: repetitive transcranial magnetic stimulation (rTMS), dorsolateral prefrontal cortex (DLPFC), default mode network (DMN), magnetic resonance imaging (MRI), functional connectivity (FC).

3. Please ensure that all text in the protocol section is written in the imperative tense as if telling someone how to do the technique (e.g., “Do this,” “Ensure that,” etc.). The actions should be described in the imperative tense in complete sentences wherever possible. Avoid usage of phrases such as “could be,” “should be,” and “would be” throughout the Protocol. Any text that cannot be written in the imperative tense may be added as a “Note.”
RESPONSE: We have revised the text to address your concerns and hope that it is now more appropriate. 

4. Please revise the following lines to avoid overlap with previously published work: Step 3.3.1, step 3.3.2 and paragraphs after 3.3.2 and before 3.4.
RESPONSE: Thank you for underlining the deficiency, we have modified the text from step 3.3.1 to 3.3.2 (page 3-4).

5. The Protocol should contain only action items that direct the reader to do something.
RESPONSE: We are sorry for our negligence. We have modified it throughout the text according to the comment.

6. Please add more details to your protocol steps. Please ensure you answer the “how” question, i.e., how is the step performed?
RESPONSE: According to the comment, we have added some descriptions to complete our expression of the protocol. Please see step 2.1.1, step 3.3.2.5, and notes of step 3.3.2.4, step 3.7.3.9, and step 4. The figure 1 and its legend also were modified to clarify how the course performed. 

7. Please include a citation for MINI questionnaire.
RESPONSE: We have carefully checked the manuscript and added the citation for the questionnaire in 1.1, 1.2, and 4.

8. Is there any age and sex bias for the participants? How many patients and controls included in the study?
[bookmark: OLE_LINK1][bookmark: OLE_LINK2][bookmark: _Hlk72779261][bookmark: _Hlk72791840]RESPONSE: Thank you for raising these questions. To clarify the issues the comment mentioned, we have added NOTE in the last paragraph of 1 as follows: 
[bookmark: _Hlk73312642]“We suggest that recruit at least 36 subjects for each group to ensure statistical power.  It is recommended that there is no significant difference in sex and age between the two groups.”

9. Please use complete sentences to describe the actions being discussed in a step.
[bookmark: OLE_LINK3][bookmark: OLE_LINK4]RESPONSE: Thank you for your suggestion, and we have modified the incomplete sentences throughout the text.

10. JoVE cannot publish manuscripts containing commercial language. Please remove all commercial language from your manuscript and use generic terms instead. All commercial products should be sufficiently referenced in the Table of Materials and Reagents.
For example: Philips Achieva MRI, Statistical Parametric Mapping (SPM12, http://www.fil.ion.ucl.ac.uk/spm), etc.
[bookmark: OLE_LINK5][bookmark: OLE_LINK6]RESPONSE: Thank you for providing the necessary information above. The commercial information was removed from our manuscript and written in the Table of Materials. The template mentioned in 3.3.2.2 (Harvard-Oxford cortical atlas) an open assessment tool, is noncommercial.

11. Please ensure that the protocol section is a cohesive story. After recruitment of the patients what do you do before taking the MRI? Do you check their vitals? Etc.
RESPONSE: Thanks for your comment. According to the comment, we have added a brief description in 2.1.1 as follows:
“Reconfirm that the patient has no contraindications before an MRI scanning. Instruct the patient to try to lie still and think of nothing during the scan”.

12. How is the MRI performed?
[bookmark: _Hlk72398031]RESPONSE: We have added a paragraph in 2.1.1 as follows: 
“Reconfirm that the patient has no contraindications before an MRI scanning. Instruct the patient to try to lie still and think of nothing during the scan”. 
The parameters used in MRI were written in 2.1.2 and 2.1.3. 

13. We cannot have paragraphs of text in the protocol section. All text should be numbered action steps. Each step can have no more than 2-3 action sentences.
RESPONSE: We have modified throughout text according to the comment.

14. 3.3: How do you determine the negative functional connectivity point?
RESPONSE: We have added a descript in 3.3.2.5 as follows:
“According to the FC map, identify the peak coordinate in DLPFC that has the largest Pearson’s anti-correlation coefficient with sgACC. This is the subregion of DLPFC with the strongest negative FC with sgACC, which will be later targeted in the TMS treatment for the experimental group.”
15. 3.3.2: How is this done?
RESPONSE: Thank you for the question. We have added some details in 3.3.2.4 and 3.3.2.5 as follows:
“The DLPFC mask is a combination of 20mm radius spheres centered along the left hemisphere at BA9 (x=-36, y=39, z=43), BA46 (x=-44, y=40, y=29), the 5-cm approach site (x=-41, y=16, z=54), and the F3 Beam group-average stimulation site (x=-39, y=26, z=49)” (Page 4, step 3.3.2.4)
“According to the FC map, identify the peak coordinate in DLPFC that has the largest Pearson’s anti-correlation coefficient with sgACC. This is the subregion of DLPFC with the strongest negative FC with sgACC, which will be later targeted in the TMS treatment for the experimental group.” (Page 4, step 3.3.2.7)

16. 4: Citations for all these? How are these used?
RESPONSE: We feel sorry for our carelessness. We have added the citation for the scales in 4. When they are used has been illustrated in figure 1b and NOTE as follows: 
“Time points of MRI scan and clinical evaluation. Clinical data were collected on the screening, the baseline (i.e., before treatment), as well as Day 1, Day 28, and Day 56 after the treatment. The MRI scan was only performed on the baseline.” (Page 7, Legend of Figure 1b)
“MINI and MADRS are used for the screening. All the above scales are applied for pre- and post-treatment clinical assessment.” (Page 6, NOTE in 4)

17. There is a 10-page limit for the Protocol, but there is a 3-page limit for filmable content. Please highlight 3 pages or less of the Protocol (including headings and spacing) that identifies the essential steps of the protocol for the video, i.e., the steps that should be visualized to tell the most cohesive story of the Protocol.
RESPONSE: Thank you for point this out. We have highlighted the essential steps of the protocol. (Step 3.1 – 3.8)

18. Please include a figure or a table in the Representative Results showing the effectiveness of your technique backed up with data.
RESPONSE: Thank you for your suggestion. However, there are no studies that performed TMS in our method so that we have no backup data for our experiment to offer. But the studies we cited in Representative Results show their support for the effectiveness to our technique. 

19. Please discuss all figures/Tables in the Representative Results.
RESPONSE: Thank you for your careful reading. We have added a paragraph of page 6 as follows:
[bookmark: _Hlk73313872]” Therefore, we conjecture that the TMS treatment base on the FC can produce remarkable effectiveness.” (Line 16, page 6)

20. Please describe the result with respect to your experiment, you performed an experiment, how did it help you to conclude what you wanted to and how is it in line with the title.
RESPONSE:  According to the comment, we have added a paragraph of page 6 as follows:
” The current protocol is based on an innovative TMS targeting method that no previous studies have applied. Here we present results from an fMRI-guided TMS trial that applied the traditional 5-cm method.” (Line 9, page 6)
” Therefore, we conjecture that the TMS treatment base on the FC can produce remarkable effectiveness.” (Line 16, page 6)

21. Please obtain explicit copyright permission to reuse any figures from a previous publication. Explicit permission can be expressed in the form of a letter from the editor or a link to the editorial policy that allows re-prints. Please upload this information as a .doc or .docx file to your Editorial Manager account. The Figure must be cited appropriately in the Figure Legend, i.e. “This figure has been modified from [citation].”
RESPONSE: Thank you for the comment. The figures used in the article are original. Only table 1 has been cited from other articles.

22. Each Figure Legend should include a title and a short description of the data presented in the Figure and relevant symbols.
RESPONSE: We have added a brief description of our figure on page 7 as follows:
“a. Process of acquiring stimulation targets and the treatment. See 3.3 for the detailed description on obtaining the target coordinates for the experiment group. The target coordinate for the control group is defined as (-41, 16, 54). 
[bookmark: _Hlk73312915]b. Time points of MRI scan and clinical evaluation. Clinical data were collected on the screening, the baseline (i.e., before treatment), as well as Day 1, Day 28, and Day 56 after the treatment. The MRI scan was only performed on the baseline. 
*Evaluate patients with M.I.N.I.23 and MADRS24.
**Evaluate patients with all the scales mentioned in Step 4.“

23. As we are a methods journal, please ensure that the Discussion explicitly cover the following in detail in 3-6 paragraphs with citations:
a) Critical steps within the protocol
b) Any modifications and troubleshooting of the technique
c) Any limitations of the technique
d) The significance with respect to existing methods
e) Any future applications of the technique
RESPONSE: Thank you for your comment. We have ensured the discussion included the detail mentioned above.
a) Critical steps within the protocol: 
“Therefore, precisely locating this target is the critical step of this protocol.” (Line 43, page 6)
b) Any modifications and troubleshooting of the technique:
 “Thus the differential clinical efficacy among targeting methods may be associated with the orientation. Our method should be carefully evaluated by comparison with other approaches that define the stimulate target based on other functional connectivities”. (Line 2, page 7)
c) Any limitations of the technique: 
“Our protocol has some limitations.” (Line 8, page7)
d) The significance with respect to existing methods:
 “Despite these limitations, this technique has its strength.” (line 17, page 7)
e) Any future applications of the technique:
“Although no previous studies have applied this targeting method, it may help enhance the accuracy of positioning and possibly improve the treatment response. “(Line 38, page 7)


To Reviewer 1:
1. You claim to have recruited 23 subjects to this experiment in the result part, but in the following table 1, table 2 and figure legends, there are only 21 subjects written. Would it be possible to explain it?
RESPONSE: Thanks for your careful reading. In this study, we do the experiment instead of ourselves by quoting the experimental results of our predecessors. The previous cohort recruited 23 patients. Two of the patients were excluded during treatment. We have added the explanation of their dropout as follows: 
[bookmark: _Hlk72401109]“Two participants dropped out due to therapeutic intolerances and high motor threshold.” (Line 15, page 6)

2. There are some spelling or symbol mistakes, such as the abbreviation for Mini Mental State Examination should be MMSE instead of MINI (in page 3, 1.1);
RESPONSE: We were really sorry for our careless mistake. The Mini Mental State Examination has been modified to the MINI-International Neuropsychiatric Interview (M.I.N.I.) throughout the text. 

3. Since you have another table for the scales measured at the timepoint of 1 month post treatment, it might be better to describe your prognosis schedule in the part "clinic data collection".
RESPONSE: We think this is a valuable suggestion. The time point for scales measured has been illustrated in Figure 1 and NOTE in 4.

4. In figure 1, it might be misleading to see the red dot and the word "target" labeled on the sgACC region, for the word target also means the TMS localization, but actually the target region for TMS should be the DLPFC most anticorrelated with sgACC. Would it be possible to replace this figure with a 3-dimention image or illustrate in more details in figure legends?
RESPONSE: Thank you for underline this deficiency. Figure 1 has been replaced the target localization.


To Reviewer 2:
Major Concerns:
While connectivity analyses are easy to follow (basically identical to Fox approach), the authors did not describe how to select the maximally anticorrelated cluster/voxel in the DLPFC. This is a critical point since usually the resulting maps feature more anterior as well as posterior clusters in the DLPFC. Please clarify.
RESPONSE: Thank you for the suggestion. We have added the information in 3.3.2.  

Minor Concerns:
1. Please mention the neuronavigation system used.
RESPONSE: Thank you for the comment. The manuscript of JoVE cannot contain commercial information. The neuronavigation system we use is the Visor 2 system which is mentioned in the Table of Materials.

2. One limitation is that the resulting differences in clinical efficacy could be due to the fact that the 5cm rule in principle stimulates very posterior regions of the frontal brain while sgACC anticorrelation targets usually lead to a very anterior region. To evaluate the superiority of individualization one might need to compare this approach to a group-MNI target based on e.g. HCP sgACC anticorrelation. This is beyond this paper but should be mentioned in the limitations.
RESPONSE: Your suggestion really means a lot to us. A brief discussion has been added as follows: 
“Also, note that the 5-cm rule generally stimulates very posterior regions of the frontal brain, while our sgACC-DLPFC targeting protocol usually leads to a very anterior region35,36. Thus the differential clinical efficacy among targeting methods may be associated with the orientation. “ (Line 2, page 7)

