
POINT BY POINT CORRECTION 

 

CORRECTIONS BY THE EDITOR. 

 

1.- The manuscript is provided in an editable word format. 

2.- A Certificate of English Editing, performed by a native English Speaker and 

signed by the corresponding author, is included (Certificate of English Editing. 

pdf). 

3.- A point by point answer to the reviewers is included. 

4.-The grant application forms of the projects entitled "Análisis genético y 

epigenético del VHB en pacientes portadores asintomáticos. Implicaciones en la 

decisión terapéutica" and “Modificaciones de los niveles de expresión génica 

mediada por mutantes naturales de la región PreS del virus de la hepatitis B, y 

asociación con genes implicados en el desarrollo de hepatocarcinoma. Efecto del 

tratamiento antiviral” are included in the document Grant Application.pdf 

5.- An audio core tip is included: Audio.mp3. 

6.- Abbreviations are described the first time they are used 

7.- The format of the different levels of subtitles has been reviewed. 

8.- A Highlights section has been included. 

9.- The references has been reviewed, and the PMID and DOI citation numbers 

included. 

10.- The figures are now send in an editable power point format: Manuscript 

49482 Figures.ppt. 

11.- No abbreviations are included in the figure/table titles. 

12.- All the abbreviations are explained in the figure/table legends. 

 

 

 

 

 

 



CORRECTIONS BY REVIEWER 00069423: 

1. Under Result, line 4, HEV should be HBV-E.  

This mistake in now corrected: HEV was replaced by HBV-E (Abstract-Results 

section, page 4, paragraph 4, line 5).  

2. Under Discussion, on p. 14, the paragraph starting with Although…. is 

somewhat confusing. Especially, the 5th line of the para ‘treatment is positive, 

without liver disease progression… Please, rewrite the sentence.  

The sentence “Although the BCP and precore variants has been usually 

associated to HCC development in meta-analysis studies, a recent work 

performed in HBeAg-negative Spanish Caucasian patients in the grey zone of 

treatment reflects that the long time clinical evolution of this kind of patients 

without antiviral treatment is positive, without liver disease progression or HCC 

development in the vast majority of them” was replaced by “Although the BCP 

and precore variants has been usually associated to HCC development in meta-

analysis studies, a recent work performed in HBeAg-negative Spanish Caucasian 

patients in the grey zone without antiviral treatment reflects that, in the long 

term, their clinical evolution is favorable, without liver disease progression or 

HCC development in the vast majority of them.” (Discussion section, 2nd 

paragraph, page 14, lines 1-6). 

3. On p. 16, paragraph 2 line 2, “normalor” should be “normal or”. 

This mistake in now corrected: “normalor” was replaced by “normal or” 

(Discussion section, page 16, paragraph 2, line 2).  

4.- The manuscript has been reviewed by a native English speaker. 

COMMENTS BY REVIEWER 00069423: 

The observation of the low peak age of HBV-HCC for sub-Saharan patients is 

now discussed in the Discussion section, page 17, paragraph 1, lines 1-4: 

“In this way, occult HBV infection was shown to be present in 75% of Black 

Africans with HCC, and genotype A was shown to be 4.5 times more likely than 

other genotypes to cause HCC in Black Africans, and tumours occurred at a 

significantly younger age”. 

 



COMMENTS BY REVIEWER 03261379 

1.- Your study only characterizes carcinogenic mutations, without a clear 

correlation to the development of hepatocellular carcinoma, probably due to 

the relatively small follow-up period. Your discussion and references should 

focus on this aspect. It is essential to determine how many of the patients 

presenting the respective mutations ultimately develop HCC and also how 

long after the initial infection the HCC appears, in order to establish clear 

treatment recommendations. 

 

Among the patients included in our study, only 1 (a sub-Saharan patient, infected 

with HBV-E genotype, and with a preS2 deletion), reported alpha fetoprotein 

abnormal values after 7 years of follow-up, although at the moment of its 

inclusion in this work no radiologic evidences of any neoplasic event was 

confirmed. This aspect is described in the Results section, page 12, paragraph 4, 

lines 9-13. 

The patients included in our study have not developed HCC until now, probably 

due to the short period of time of follow up, as the reviewer suggest, but due to 

the permanent replication of the virus even at low levels, they are not excluded 

from this risk in the near future, especially in those patients who present high-

risk mutations of HCC development.  

 

Attending the suggestion of the reviewer to discuss this aspect, we have included 

the following paragraphs in the Discussion section, pages 16 (paragraph 3, lines 

1-3) and 17 (paragraphs 1 and 2): 

 

“These results focus an increased risk of HCC development in sub-Saharan 

patients. Africa represents one of the most HBV endemic regions in the world 

and HCC mainly due to CHB infection is a major cause of premature death, 

suggesting that viral strains located in Africa, which mostly belong to HBV-A, 

are more likely to cause HCC (Lemoine M, Thursz MR. Battlefield against 

hepatitis B infection and HCC in Africa. J Hepatol 2017; 66:645-654 



[PMID:27771453DOI:0.1016/j.jhep.2016.10.013]). In this way, occult HBV 

infection was shown to be present in 75% of Black Africans with HCC, and 

genotype A was shown to be 4.5 times more likely than other genotypes to cause 

HCC in Black Africans, whilst tumours occurred at a significantly younger age 

(Kew MC. Hepatocellular carcinoma in African Blacks: Recent progress in 

etiology and pathogenesis. World J Hepatol 2010; 2:65–73 [PMID: 21160975 

DOI: 10.4254/wjh.v2.i2.65]). 

 

Our findings also correlate a higher risk of HCC development with HBV-E, 

which almost exclusively occurs in African people. Moreover, it has been linked 

the distribution of HBV genotype E infection with African countries with high 

incidences of HCC (Malagnino V, Salpini R, Maffongelli G, Battisti A, Fabeni 

L, Piermatteo L, Colagrossi L, Fini V, Ricciardi A, Sarrecchia C, Perno 

CF, Andreoni M, Svicher V, Sarmati L. High rates of chronic HBV genotype E 

infection in a group of migrants in Italy from West Africa: Virological 

characteristics associated with poor immune clearance. PLoS One 2018; 13 

[PMID:29596494 DOI:  10.1371/journal.pone.0195045]).  

 

The manuscript has been reviewed by a native English speaker. 
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