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SPECIFIC COMMENTS TO AUTHORS

The manuscript is interesting and well structured.
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SPECIFIC COMMENTS TO AUTHORS

The authors provide very comprehensive review on an interesting topic of intratumoral
heterogeneity of liver cancer. The main focus in deed is the hepatocellular carcinoma.
Title: since the focus almost solely related to HCC it may be possible to update the title
to HCC as otherwise the data to cholangocellular cancer is missing. The format needs
to be updated on the Journals recommendations. Figures are informative and

conclusions are well balanced.
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SPECIFIC COMMENTS TO AUTHORS

Qi Zhang et al describe the intra-tumoral heterogeneity in hepatocellular carcinoma
(HCC). Given the poor effectiveness of available therapeutic approaches to HCC, any
novel approach to the disease can be of interest. The work is well written and
presented. When the authors write: “In the liver, hepatocytes are organized from the
central vein to the portal node, showing a strong regularity of the gene expression
profile(5, 6). For example, the expression of Alb, Glul, Cyp2el, Cyp2f2, and other
hepatocyte markers in different locations can be extremely different” I suggest to briefly
expand this part indicating the relevance of the oxygen gradient within the hepatic
lobule in gene expression. Linked to the above consideration, are the authors aware of
any relation between oxygenation and intra-tumoral heterogeneity? It would be nice to

briefly discuss this aspect.



