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SPECIFIC COMMENTS TO AUTHORS

Authors reviewed neoantigens as a promising targets in immunotherapy of HCC. This
review offers some novel strategies to solve existing problems in HCC neoantigen

research and provide further insights for immunotherapy.
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SPECIFIC COMMENTS TO AUTHORS

I would like to commend the authors for the diligent work. I believe the manuscript will
have a significant impact to the literature. I would like to suggest minor revisions to the
authors: 1. In the introduction section, the authors should elaborate on the attempts of
immunotherapy in hepatocellular carcinoma and the expected benefits of such an
approach. This can continue with the aims statement of the manuscript 2.
....... Therefore, HCC is a cancer with a median TMB and may have fewer
mutation-induced neoantigens than melanomal[10]...... ”  this is actually a repeat
statement that has been expressed before during the general information regarding
neoantigens. 3.  “The above results suggest that the process used for detection of
mutation-induced neoantigens in melanoma may not be ideal for HCC
mutation-induced neoantigens.” Regarding this statement , do the authors have a
counter proposal or are there any alternative methods that have been developed. 4.

“In comparison, the sampling of circulating tumor cells (CTCs) in human peripheral
blood is more convenient. Because of the high heterogeneity of HCC[21], more
comprehensive gene information can be provided by CTCs than by tumor samples.”
How can we justify this statement. CTC are cells that pass to the systemic circulation
through portal vein invasion. They can provide information regarding diagnosis or the
prognosis of HCC but to determine neoantigens from these cells would not represent the
whole tumor. It will provide an easy access rather than a core biopsy but would negative
neoantigens mean that the tumor does not produce any neoantigens or the tumor
mutation burden is low? 5.7....... that all of the predictions were failed.” should be

corrected as ““....... that all of the predictions had failed.” This is an exciting area of

research that should be promoted for future translational research regarding HCC.
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