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COMMENTS TO AUTHORS 

This review is well-written. The authors should add the descriptions regarding recent anti-HCV 

therapies, such as DAA, in the Abstract. 
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COMMENTS TO AUTHORS 

Major points Please make a schema/figura summarizing immune response against HCV virus 

(chapter 3)  Minor points Core tip and abstract: please change the last sentences of both, which are 

now very general, giving more details on the content of the review.  Chapter 1: Please give direct 

example of direct acting antivirals and mention explicitly type and incidence of adverse effects.  

Chapter 2: the sentence "P7 is the first non-structural (NS) protein located after structural proteins 

with unknown function"; Located in the virus genome? Please explain, the sentence is not very clear.  

Chapter 3.2: the sentence "Recent studies suggest that patients with HCV infection show an elevated 

level of activated B cells and people with defects in antibodies experience rapid progression of 

disease, emphasizing the role of humoral immunity in HCV [60-62]. Patients with 

hypogammaglobulinaemia could spontaneously resolve acute hepatitis C, suggesting that humoral 

immunity is not essential for HCV clearance [63]." seems contadictory, please give more details.  

Chapter 3.3: even the sentence "Patients who lack efficient cytotoxic T cell response develop 

persistent hepatitis C infection but the magnitude of cytotoxic T cell response is not associated with 
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the clinical outcome [74]" seems contradictory, please explain.  Chapter 4.1: Was really just one 

individual reported in the literature  as presenting an infection from a quasispecies of HCV? This 

does not sounds like a very high contribution of quasispecies to HCV infections globally. Please 

revise and/or provide more detailes.  Chapter 4.2: please check the word "persistent" in the title The 

sentence "In exhaustion, T cells lose their ability to produce IL-2 which is essential for T cell 

production" is not clear, please revise.  Chapter 4.3, first paragraph: Is it true that no other mammal 

could besides human, chimpanzees and tree shrews can be infected with HCV virus? Not even other 

primate? Why is this? Please give more details on proofs of this and insight on cellular/molecular 

reasons. last paragraph: Is the genome of JFH1 the same as HCV? What is the difference between the 

two viruses? Please give more details  Chapter 5, first sentence: please revise "following 

complications".  Chapter 5.3: Please give a more organized introduction explaining in general terms 

how DNA vaccines work.  Chapter 5.4, first paragraph: The sentence “since there is no HLA 

restriction” is not clear, please give more details on why “Compared to DNA vaccines, vector based 

vaccines introduce a broader range of viral epitopes and induce broader CD4+ and CD8+ T cell 

responses”  Conclusion is too long and not clear: please revise.    
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