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May. 19, 2024

Dear Prof. Haidong Dong, Editor-in-chief of Cancer Cell International:
We are submitting the manuscript entitled “Cuproplasia and cuproptosis in hepatocellular carcinoma: mechanisms, potential role in tumor microenvironment and treatments” by Ruoyu Zhang et al. to be considered for publication as a review article in Cancer Cell International.
This article is about the molecular mechanism of copper in the immune microenvironment in hepatocellular carcinoma (HCC), which is consistent with the theme of Cancer Cell International. Copper is vital in liver function, and HCC cells rely on it for tumor growth and metastasis, leading to cuproplasia. However, excessive copper can induce cell death, termed cuproptosis. Thus, grasping the equilibrium between these two factors for a deeper understanding of HCC mechanisms. Tumor microenvironment (TME) is pivotal in HCC, especially in the field of immunotherapy, and copper is closely related to the TME pathogenesis. However, how those two mechanisms contribute to the TME is intriguing. 
In this review, we conducted the latest progress literature on cuproplasia and cuproptosis in HCC, and summarized their specific roles in TME and treatment strategies. An in-depth analysis of cuproplasia and cuproptosis mechanisms within the TME of HCC unveils their opposing nature and their impact on copper regulation. Grasping the equilibrium between these two factors is crucial for a deeper understanding of HCC mechanisms and shed light on novel directions in treating HCC.
All authors have read and approved the contents of the manuscript, we declared that the paper is being submitted for consideration for publication in Cancer Cell International, that the content has not been published or submitted for publication elsewhere. None of the authors has a direct financial interest to disclose.
All Authors' Acknowledgment: all authors have contributed significantly, and that all authors are in agreement with the content of the manuscript.
We deeply appreciate your consideration of our manuscript, and we look forward to receiving comments from the reviewers. If you have any queries, please don’t hesitate to contact me at the address below.
With great respect and appreciation,
Liming Wang
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