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This comment provides a clear review of the role of SLC16A8 in the hypoxic

microenvironment of colorectal cancer (CRC), emphasizing its clinical relevance and the
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innovative dual-pathway mechanism involving glycolysis and endo-mesenchymal
transition. The manuscript does well in highlighting how SLC16A8 contributes to the
metabolic adaptation of CRC cells under hypoxic conditions, potentially opening new
therapeutic avenues. However, the manuscript requires revisions to enhance the depth
and rigor of the commentary, especially in addressing the limitations of the original
study.

The commentary should delve deeper into the limitations of the original study,
particularly its reliance on siRNA knockdown as the sole method for validating the
findings. While siRNA is a common approach, it does not provide conclusive evidence
of causality or comprehensive insights into the physiological roles of the gene in
question. The manuscript should explore how these limitations might impact the
reliability of the conclusions drawn, such as whether the observed effects are truly
representative of the gene's function in CRC. Additionally, the small sample size of the
study poses a concern regarding the generalizability of the results. The authors should
discuss how these factors may affect the broader applicability of the conclusions in
clinical practice and the need for further validation in larger, more diverse cohorts.
Moreover, the structure and content should be expanded to incorporate the latest
research advances in SLC16A8 and its role in other cancers or in metabolic processes
outside of CRC. This would provide a more comprehensive context for understanding
the broader implications of the findings.

The manuscript’s outline should be updated to reflect these new themes, ensuring the
review aligns with the evolving scientific landscape.

Lastly, the "Core Tip" should be more concise and focused on the key takeaways of the
commentary. It should succinctly summarize the main findings and their clinical
relevance.

Although the overall writing style is fluent, there is room for improvement in clarity and
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wording, particularly in sections that discuss complex molecular mechanisms.
A comprehensive review and revision of the entire text is necessary to address these

issues and improve the manuscript’s overall quality.
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In the present study, the authors studied the mechanisms by which SLC16A8 regulates
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the tumor microenvironment and provides novel guidance and references for the clinical
treatment of colorectal cancer (CRC). The subject is interesting and gives an overview of
the possible mechanisms related to the development of colorectal cancer. However, the
authors still need to address some issues, so the study needs minor revision.
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