Dear Editor 
On behalf of all the authors, we thank you very much for giving us an opportunity to revise our manuscript (ID: pharmaceuticals-1992119), we appreciate the editors and reviewers very much for their constructive comments and suggestions, which helped a lot to improve our manuscript.
Reworking has been done corresponding to the principal reviewer comments and to the editing comments along with other mistakes. It’s no bother at all if this manuscript needs more improvement. We have studied comments carefully and have made correction which we hope meet with approval. The following is a point-by-point response to the comments of reviewers.

Sincerely,
Yong Zhang
Department of Pathology, Cancer Hospital of China Medical University, Liaoning Cancer Hospital and Institute, Shenyang 110001, China
18900918854
zhycmu@163.com

Responses to reviewer 1
Comment 1: A possible solution would be to condense the lengthy text narrative using more figures with diagrams.
Response 1: Thanks for the suggestion, Figure2 has been added.

Comment 2: Title – The perceived message of the current title is misleading. It appears to convey the notion of CAFs as some sort of cellular therapy while CAFs represent the therapeutic target. In that context, consider specifying that CAFs are the actual therapeutic target in the title. One possibility would be to replace “use” with “targeting”.
Response 2: It has been recorrected in the revised manuscript.

Comment 3: Introduction, line 60 – Consider removing “various cytokines” as structural components of the TME are being described and cytokines do not belong to this category.
Response 3: It has been recorrected in the revised manuscript.

Comment 4: Introduction, lines 74-77 –This definition of CAFs does not apply for some types of mesenchymal tumors with spindle cell morphology, such as undifferentiated sarcomas, where neoplastic cells do not have endothelial, leukocytic, or epithelial histogenesis.
Response 4: Thanks for the suggestion. After reviewing relevant studies, CAF is the mesenchymal part of malignant tumors derived from epithelial tissues. Thus, this review did not involve mesenchymal tumors.

Comment 5: Introduction, line 92 – Consider replacing the term “non-precise” with “unspecific”.
Response 5: It has been recorrected in the revised manuscript.

Comment 6: Figure 1 – the abbreviation CDT is not explained.
Response 6: Figure 1 has been changed. And we explained the abbreviations in the new figure.

Comment 7: 2.2. CAFs regulate the immune microenvironment of NSCLC, line 202-210 – The introduction to this section is not completely clear and should be better elaborated/expanded.
Response 7: Thanks for the suggestion, the content about CAFs regulating the immune microenvironment of NSCLC has been expanded in the lines 214-224 of the revised manuscript.

Comment 8: 2.2.1. NADPH oxidases, lines 212-215 – It is unclear why the increase of MDSC should promote tumor suppression. Tumors with high levels of infiltration by MDSCs have been associated with poor patient outcome and resistance to therapies. A better explanation with references should be provided.
Response 8: Thanks for the comment. We are also deeply aware of the defects of the original text, so it has been recorrected in lines 232-245 of the revised manuscript.

Comment 9: 2.2.7. Immune-adjuvant effects of CAFs, lines 290-291 – This aspect should be better explained as it contradicts what has been reported previously on IL-6 and CXCL12.
Response 9: Thanks for the comment, we explained the immune-adjuvant effects of CAFs from three aspects in lines 308-331 of revised manuscripts. 

Comment 10: 2.3.2.4. Necrosis – Necrosis is a rather nebulous and nonspecific term that can be applied to diverse types of accidental cell death or regulated cell death. The authors should specify what cell death modality is considered in this work.
Response 10: Thanks for the comment, in pathology, Necrosis can be the outcome of any pattern of cell death. We realize that subheading necrosis in the PCD is unreasonable and strongly misleading. We have deleted this part in the revised manuscript.

Comment 11: 3.3. CAFs regulate responsiveness to immunotherapy – Importantly, this section should include the negative effect of CAFs on cellular immunotherapies including CAR T cells. These latter have been demonstrated to be very effective against liquid malignancies but their efficacy in solid tumors is still limited. In this context the TME, including CAFs, is primarily responsible for preventing the distribution and cytotoxic effects of CAR T cells.
Response 11: Thanks for the comment. It has been added in lines 602-614 of the revised manuscript.

Responses to reviewer 2

Comment 1: For example, line 85 what is the significance of the three subtypes with respects to resistance?
Response1: Thanks for the comment. Three subtypes directly impact clinical anticancer response. It has been expanded in the revised manuscript, lines 85-93.

Comment 2: Table 1 could use some more detail, not clear as shown what the influence/factors produce by the CAF influence the MDSC and TAM
Response2: Thanks for the comment. The figure has been changed. And the factors produced by the CAF influence the MDSC and TAM are shown in figure2.

Comment 3: VCAM1 section is underdeveloped. what about effects on survival pathways and immune subsets rich in secreted VCAM1?
Response3: Thanks for the comment, VCAM-1 section have been modified and elaborated in the revised manuscript, lines127-140. 
Comment 4: Expanding the information on any clinical information relating CAFS to poor outcome would enhance the relevance of Table 1 and 2 which are cell line based. Adding a table which has documented clinical significance would strengthen the review.
[bookmark: _GoBack]Response4: As for the clinical information of table1 and table2, only one research(ref41) involves a clinical cohort, other studies were based on cell lines and xenograft models. So clinical information is difficult to add in the tables. In reference [41], a total of 69 patients were analyzed. Tumor Axl and stromal Gas6 expression were determined by immunohistochemistry. Encouragingly, stromal Gas6 expressed and secreted by CAFs tended to be increased after chemotherapy, and the increase of Gas6 was associated with distant metastasis and local recurrence of patients.
