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Dear Editors and Reviewers,
Thank you for giving us the opportunity of reviewing our manuscript. We are very grateful for your constructive comments and suggestions for our manuscript entitled “Application of EGFR-TKIs in brain tumors, a breakthrough in future?” (ID: JTRM-D-25-01458). We sincerely thank the editor and all reviewers for their valuable suggestions that we have used to improve the quality of our manuscript. The reviewer comments are laid out below in normal font and specific concerns have been numbered. Our response is given in italicized font and changes/additions to the manuscript are given in the text with the yellow background. In the following, the responses to all the comments are provided one by one. We have tried our best to make all the revisions clear, and we hope that the revised manuscript can satisfy the requirements for publication.

Reviewer 1 reports:
Reviewer #1: The review article by Feng et al. examines the use of epidermal growth factor receptor tyrosine kinase inhibitors (EGFR-TKIs) in brain tumors, gliomas and brain metastases from lung and breast cancers. EGFR-TKIs have shown potential in inhibiting tumor growth, but challenges such as crossing the blood-brain barrier, treatment resistance, and tumor heterogeneity persist. Advances in nano-formulated EGFR-TKIs and combination therapies are being explored to improve their efficacy. While third-generation EGFR-TKIs demonstrate enhanced intracranial effectiveness, further research is needed to optimize their application in primary brain tumors and refine personalized treatment strategies.
The manuscript titled "Application of EGFR-TKIs in Brain Tumors: A Breakthrough for the Future?" provides a comprehensive review of the role of EGFR-TKIs in treating both primary and metastatic brain tumors. The topic is highly relevant, and the review effectively highlights key advances, challenges, and future directions in this area.
Strengths:
Q1: The manuscript provides a thorough analysis of the mechanisms of EGFR-TKIs, their clinical applications, and emerging approaches, such as nano-formulations and combination therapies.
Response: Thanks for your comments, your comments are very useful for us. And we have re-organized the manuscript logically.

Q2: The discussion on blood-brain barrier permeability and resistance mechanisms is clear and well-explained. The review is logically structured, progressing smoothly from preclinical studies to clinical trials.
Response: Thanks for your good comments, we have re-organized the whole manuscript smoothly and logically.

Q3: Overall, the paper is well-organized, but some sections, especially those discussing molecular mechanisms and clinical trial results, could be more concise. A more focused discussion would enhance readability.
Response: Thank you for your good suggestions. We have polished the manuscript to enhance the readability.

Q4: The inclusion of methyl-beta-cyclodextrin as an adjunct to EGFR-TKI treatment could be considered. Some studies suggest that methyl-beta-cyclodextrin, by targeting lipid rafts, may modulate WNT signaling in neural tumor cells in a manner similar to certain EGFR-TKIs.
Response: It is a good idea. We will consider adding this content in the revised edition (Page 6).

Q5: Novelty and Perspective: While the review is comprehensive, it would benefit from a greater emphasis on future perspectives, particularly strategies to overcome resistance.
Figures and Tables: Consider adding a figure or table that compares the various generations of EGFR-TKIs across the different tumor types discussed. This would improve clarity. Additionally, organizing Section 4 into a table could enhance readability.
Response: Thank you for your positive suggestions. We have added some discussion and re-organized the contents of Section 4 (Page 15).

Q6: Some sentences are complex and could be simplified to improve overall accessibility for readers.
Response: Thank you, we have polished to make the content concise and readable. 

Reviewer #2: Feng and colleagues proposed a review article aimed at providing a general overview of the current and future application of EGFR inhibitors for the treatment of brain tumors and brain metastasis. This is a very hot topic, and several other review articles have described the critical issue represented by brain tumor treatment. Overall, the manuscript is interesting, however, there are some minor/major issues that the authors have to address before accepting the manuscript for publication:

Q7: In Figure Legend 1, please add the reference(s) which reports the percentage of BM frequency for each tumor
Response: Thank you, we have added some relative references in the revised edition (Page 4).

Q8: Move this sentence in Figure Legend 1: "This image was created with MedPeer (medpeer.cn).";
Response: Thank you, we just have removed the sentence（Page 4）.

Q9: Provide references supporting the following paragraph: "EGFR consists of a transmembrane region, an extracellular domain with four ligand binding sites (I, II, III, and IV), and an intracellular domain with protein kinase activity. The most common EGFR mutation in primary brain tumors is the formation of the EGFR variant III (EGFRvIII). Other common EGFR alterations include: EGFR gene amplification: Observed in 40-50% of primary GBMs, resulting in the overexpression of EGFR protein. EGFR point mutations: These include extracellular domain mutations such as A289D/N/T/V, R108G/K, G598A/V, R84K, A265V, and G574V, as well as kinase domain mutations. This figure is created with MedPeer (medpeer.cn).". For this purpose, please see:
- PMID: 39155859
- PMID: 28693199
- PMID: 38396993
- PMID: 31405017
Response: Thank you for your good suggestions. We have added these references in the following paragraph (Page 4).

Q10: Provide references for the following paragraphs: "In particular, the EGFR mutation spectrum in brain tumors may differ from that in primary tumors, reflecting tumor heterogeneity and evolution17. However, the EGFR gene status in primary tumors largely reflects the situation in BM, providing critical information for clinical decision making. EGFR-targeted therapies, particularly EGFR-TKIs, have become a focus of brain tumor research. EGFR-TKIs competitively bind to the ATP-binding site of EGFR, inhibiting its kinase activity and blocking downstream signaling pathways. In the treatment of NSCLC, EGFR-TKIs show significant efficacy in patients harboring EGFR-sensitive mutations.
Response: Thank you for your nice comments. We have added these contents in the following paragraph (Page 5).

Q11: The development of EGFR-TKIs has spanned three generations, each with different characteristics and indications. First-generation EGFR-TKIs, such as gefitinib and erlotinib, are reversible inhibitors that target classical EGFR-activating mutations, but often lead to T790M resistance mutations. Second-generation EGFR-TKIs, including afatinib and dacomitinib, are irreversible inhibitors with broader activity but limited efficacy against T790M mutations and higher toxicity. Third-generation EGFR-TKIs, such as osimertinib and aumolertinib, are irreversible inhibitors designed to target T790M mutations and offer improved safety, tolerability and blood-brain barrier (BBB) penetration. The advantages of third-generation EGFR-TKIs have established them as the standard of care for T790M-positive patients and are increasingly recommended as first-line therapy for EGFR mutation-positive NSCLC patients.".
Response: Thank you, we have added some discussion in the novel edition.

Q12:  Chapter 2 is not easily readable. It is structured in too many subsection (e.g. 2.1, 2.1.3, 2.1.3.1). Please consider to better structure your review article.
Response: Thank you for your good suggestions. We have re-arranged the content of Chapter 2.

Q13: In chapter 2.1, you have to describe studies performed on mice, which better represent the in vivo action of EGFR inhibitors.
Response: Thank you, we have re-organized the contents in the novel edition.

Q14:  In Chapter 3, please add the description of cancer vaccines or RNA-based drugs against EGFR that were used for the treatment of brain tumors or brain metastases.
Response: Thanks for your good comments. We have added the description in the revised edition (Page 13-14 in the clear edition). 

Q15: The description of Chapter 4.3 needs to be extended and enriched with more scientific details.
Response: Thank you. It is meaningful for improving the quality of the manuscript. And we have enriched the scientific contents in the revised edition (Page 15 and Page 20).

Q16: In Table 1 and Table 2, please add the Center(s) performing the clinical trial.
Response: Thank you for your good suggestions, we have followed your words in the novel and clear edition (Page 16 - 17).

We tried our best to improve the manuscript and made some changes marked in red in the revised paper which will not influence the content and framework of the paper. We appreciate for Editors/Reviewers' warm work and hope the correction will meet with approval. Once again, thank you very much for your comments and suggestions. Look forward to hearing from you. Best regards!

Your sincerely,
Yuanming Pan
