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SPECIFIC COMMENTS TO AUTHORS 
This is an interesting review addressing the composition and function of exosomal 

miRNAs of different cell origins in hepatocellular carcinoma (HCC) and highlighting the 

association between exosomal miRNAs from stromal cells and immune cells in the TME 

and the progression of HCC. Of interest, the authors also described the potential 

applicability of exosomal miRNAs derived from mesenchymal stem cells in the 

treatment of HCC. The review is well presented and discussed. I have some comments 

to further improve the clinical impact of the manuscript. -the manuscript would benefit 

of a section discussing available data on the role of etiology of HCC and relationship 

with miRNAs, in particular whether there are differences according to etiology of 

underlying liver disease in patients with HCC.. - Intriguingly, the authors recall the 

major role of CD4+ CD25+ regulatory Tcells as they mentioend that tumor-derived 

exosomal miR-214 efficiently enhanced IL-10 expression by promoting 

CD4(+)CD25(high)Foxp3(+) regulatory T cell (Treg) expansion, thereby accelerating 

tumor growth. Since Tregs are now recognized as the most prominent 

immunosuppressive immune cell population in tumor microenvironemt of HCC, they 
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should further expand such a relevant issue also quoting their pathogenic role in HCC as 

well as in the development of immune-related adverse events under immune checkpoint 

inhibitors as well described and summarized in a comprehensive review (Hepatocellular 

carcinoma in viral and autoimmune liver diseases: Role of CD4+ CD25+ Foxp3+ 

regulatory T cells in the immune microenvironment. World J Gastroenterol. 2021 Jun 

14;27(22):2994-3009. doi: 10.3748/wjg.v27.i22.2994). 
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In the current review, the authors aimed to summarize the composition and function of 

exosomal miRNAs of different cell origins in HCC and highlighted the association 

between exosomal miRNAs from stromal cells and immune cells in the TME and the 

progression of HCC. Also, they described the potential applicability of exosomal 

miRNAs derived from mesenchymal stem cells in the treatment of HCC.  However, 

there are some comments on this manuscript:  ·       Many facts in the introduction 

are mentioned without their references.  ·       The conclusion is very 

long.  ·       Some references are old (2011, 2005, 2012, ….etc ).   Other comments 

are in the attached manuscript word file. 
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