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	Title: NCOA4 inhibits glioma progression and enhances TMZ sensitivity in glioma via regulation of PTCH1
General Comments from Reviewer: - The manuscript makes a valuable contribution to glioma research by identifying NCOA4 as a potential tumor suppressor and enhancer of TMZ sensitivity. With improvements in clarity, mechanistic explanation, and expanded discussion, the paper will provide a more comprehensive and impactful narrative. Addressing these suggestions will enhance the manuscript’s overall quality and readiness for publication.
· The study uses a combination of public data from databases like TCGA and GTEx, coupled with in vitro experiments, such as Western blot, immunohistochemistry, and siRNA-mediated knockdowns. This multifaceted approach adds rigor to the results.
· The introduction provides a good overview of glioma's challenges and the role of NCOA4. Expanding on the rationale for investigating NCOA4 in gliomas, based on its known functions in other cancers (e.g., prostate and breast cancer), will strengthen the argument for its relevance. Additionally, including a brief mention of why targeting TMZ sensitivity is critical in glioma treatment could provide better context.
· While the manuscript presents NCOA4's role in glioma progression and TMZ sensitivity, the underlying mechanism connecting NCOA4 to PTCH1 could be further explored. How does NCOA4 directly or indirectly regulate PTCH1 expression? Expanding on this relationship would strengthen the discussion.
· The discussion could benefit from further elaboration on the clinical implications of targeting NCOA4 in gliomas. How feasible is it to develop NCOA4-based therapies? What are the potential side effects or challenges?
The article can be published after minor revision.



