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SPECIFIC COMMENTS TO AUTHORS 

This manuscript of Huang ZL and coworkers aims at identifying a signature of long 

non-coding RNAs (LncRNAs) in hepatocellular carcinoma (HCC) associated with viral 

infections. Using the Cancer Genome Atlas (TCGA) datasets, they identified a signature 
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of 8 LncRNAs as prognosis factors for HCC associated with hepatitis B infection in 

particular. Some complementary information is needed to clarify this study.  Major 

points:  1. Some figure legends are lacking (Figures 3-5-6), which rendered the paper 

difficult to read. In particular for figure 3, a detailed legend for the LASSO analysis is 

required: what is the optimal lambda value selected? In figure 3A, which curves 

correspond to the eight LncRNAs? 2. Nothing is said about the 149 selected samples 

(number of accession…). A table will be informative. Did the authors verify that all the 

samples were comparable if they were extracted from different datasets? 3. In figure 6, 

the authors compiled the three risk factors (TNM stage, RACE, LncRNA risk score) for 

the risk of recurrence. Have they obtained better results for the three than the risk of 

recurrence obtained for one risk factor independently analyzed? 4. It will be interesting 

to precise which LncRNAs among the 8 are involved in the Top 10 deregulated 

pathways in figure 8.  Minor points:  1. The cut-off value used to discriminate high risk 

and low risk will be informative in figure 4 A and B. 2. The figure 2A is unreadable. 
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Dear sir, thank you to select me to review manuscript Zi-Lin Huang et al. Eight key 

lncRNAs predict hepatitis virus positive hepatocellular carcinoma as the prognostic 

targets.  The aim of this intersesting study was to construct long non-coding RNAs 
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(lncRNAs) signature to predict overall survival (OS) in viral hepatitis hepatocellular 

cancer (VHCC). Authors analyzed data of 149 VHCC patients from The Cancer Genome 

Atlas (TCGA) database. A total of 1420 differentially expressed lncRNA  (DElncRNAs) 

were identified, among which, 406 were significant in univariate Cox regression analysis. 

LASSO regression confirmed had 8 out of the 406 lncRNAs.the area under curve (AUC) 

of the prognostic model constructed based on the eight-lncRNA biomarkers were 0.73, 

0.758, and 0.788 at 1-, 3-, and 5-year OS, respectively. Authors also constructed 

nomogram at the base the eight-lncRNA risk_score, TNM stage and race, nomogram 

predicted OS in VHCC patients.  Paper is well made, but some changes are needed.  1) 

Better clinical characteristics of patients are needed - duration of viral hepatitis, 

HBeAg/anti HBe status, HBV DNA at the time of HCC diagnosis, Milano or metro ticket 

travel criteria for HCC, treatment of HCC, antiviral treatment for HBV or HCV,  etc.  If 

data are unavialable, please add this information to the limitation of the study. 2) Is the 

nomogram better for prediction of OS than prognostic model constructed from 8 

lncRNAs? 3) Figures 2A and 6 are unreadable.  4) Figure 8 - please explain the role of 8 

lncRNAs in HCC pathogenesis, add the information in the figure.  My decision is minor 

revision.  
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