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VERSION 1 - REVIEW 

REVIEWER Luiz O Penalva  
Children's Cancer Research Institute -UTHSCSA  
San Antonio Texas USA  
 
This reviewer declares no competing interests. 

REVIEW RETURNED 24/01/2012 

 

GENERAL COMMENTS Liu et al. carried out a study to identify circulating miRNAs that could 
be used as potential markers of HCC. This is a great article that 
brings very important findings to the field of HCC diagnosis. The 
paper is very well written and the experimental design is very well 
thought. The authors concluded that a combined evaluation of miR-
15b and miR-130b could function as a potential identifier of HCC. 
The data is solid and very convincing. I do not find any major issues 
with this article and fully recommend its publication. One minor 
concern, since this study was done with an Asian population, the 
authors could discuss their expectations in relation to other racial 
groups.  

 

REVIEWER Dr. Enders K.O. NG  
Research Assistant Professor  
The University of Hong Kong  
Hong Kong  
 
Conflict of competing interest statement: None declared. 

REVIEW RETURNED 26/01/2012 

 

THE STUDY 1) Regarding patient recruitment, there is no justification for the time 
point given for post surgical serum (8-359 days).  
 
2) The most significant finding was that a combination of miR-15b 
and 130b in serum gave good diagnostic power with sensitivity 
(98.2%) and specificity (91.5%). This is indeed significant if it can be 
independently validated in a blinded cohort. So, it would be better to 
include a blinded prospective assessment of marker performance. 

RESULTS & CONCLUSIONS In Fig.2, we appear to see that miR-15b is significantly higher in 
HCC patients than controls. But, in Fig 4, only a portion of HCC 

 on M
ay 16, 2023 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2012-000825 on 8 M

arch 2012. D
ow

nloaded from
 

http://bmjopen.bmj.com/site/about/resources/ScholarOne_Manuscripts.pdf
http://bmjopen.bmj.com/


patients showed a significant fall in miR-15b after surgery. How can 
that be reconciled? 

GENERAL COMMENTS The manuscript describes circulating miRNAs in serum for detecting 
HCC. The authors have carried out exploration, selection/filtering 
and validation in a case-control cohort. The manuscript is of interest 
and relevance to the journal. However, there are potential 
shortcomings, which have not been discussed, that mean the 
manuscript is suitable for publication with revision.  

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: Luiz O Penalva  

Children's Cancer Research Institute -UTHSCSA  

San Antonio Texas USA  

 

This reviewer declares no competing interests.  

 

Liu et al. carried out a study to identify circulating miRNAs that could be used as potential markers of 

HCC. This is a great article that brings very important findings to the field of HCC diagnosis. The 

paper is very well written and the experimental design is very well thought. The authors concluded 

that a combined evaluation of miR-15b and miR-130b could function as a potential identifier of HCC. 

The data is solid and very convincing. I do not find any major issues with this article and fully 

recommend its publication. One minor concern, since this study was done with an Asian population, 

the authors could discuss their expectations in relation to other racial groups.  

 

We have included in the discussion on the validation of the miRNA classifier in different ethnic 

populations from Europe and Japan, in which the HCV is the major etiology of HCC. 

 

Reviewer: Dr. Enders K.O. NG  

Research Assistant Professor  

The University of Hong Kong  

Hong Kong  

 

Conflict of competing interest statement: None declared.  

 

1) Regarding patient recruitment, there is no justification for the time point given for post surgical 

serum (8-359 days).  

 

For the fifteen post-surgical serum samples, one of them was collected eight days after surgery, and 

half of them were collected about thirty days after surgery. The serum levels of miR-15b and miR-

130b had no reduction in the sample collected after eight days after surgery. Therefore, we suggest 

the miRNA markers may start to have significant decrease at about thirty days after surgery. It is not 

surprising because of the stability of miRNAs in serum/plasma samples. We understand that the 

sample size used in this study is small. More post-surgical serum samples collected from different 

time points are required to illustrate this hypothesis. Indeed, the half-life of tumor-associated miRNAs 

in blood is still undefined, although some studies suggest that it is about 14 days (H Heneghan, 

Breast Cancer Research, 2011). We also added in the discussion section to address this limitation in 

our study.  

 

2) The most significant finding was that a combination of miR-15b and 130b in serum gave good 

diagnostic power with sensitivity (98.2%) and specificity (91.5%). This is indeed significant if it can be 

independently validated in a blinded cohort. So, it would be better to include a blinded prospective 

assessment of marker performance.  
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We agree that a blinded prospective assessment of the marker performance will provide a good 

validation on the markers. Given this is a preliminary study that aims to identify potential markers from 

the microarray data, such blinded prospective assessment will be our next step to validate the 

diagnostic efficacy of the miRNA markers.  

 

In Fig.2, we appear to see that miR-15b is significantly higher in HCC patients than controls. But, in 

Fig 4, only a portion of HCC patients showed a significant fall in miR-15b after surgery. How can that 

be reconciled?  

 

We believe this is due to the long half-life of the circulating miRNAs. Some studies suggest that the 

half-life of the tumor-associated miRNAs is about 14-days, therefore, some post-surgical serum 

samples may still contain miRNAs released from tumor and thus showed no significant fall after 

surgery.  

 

 

We hope you find we have addressed all the reviewers’ comments.  
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