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The manuscript has been improved. Details of the improvements are as follows: 

 

1.  Format has been updated according to the requirements of the journal. Specifically, the changes are: 

a) The running title has been changed to “microRNA clusters in hepatocellular carcinoma”. 

b) The text is in font size 10. 

c) A powerpoint file of the figures has been included in this revised submission. The figures in the 

powerpoint are decomposable figures and the fonts and lines can be edited.  

 

2.  Revision has been made according to the suggestions of the reviewers. There were 2 reviewers of 

which one reviewer had no particular request. For the other reviewer, we had taken in consideration 

the suggestion and in detail the changes are: 

a) Comment - Page 12. The sentence:” In addition, the RB protein which interacts with E2F to 

prevent the interaction of E2F with DNA…” is not correct as pRB binding to E2F does not 

prevent the interaction of E2F with DNA, it prevents the transcription activity of E2F, at least for 

those E2Fs which interact with pRB.  

We noted the inaccuracy in the description and has revised as follows (page 10 of revised version): “In 

addition, the RB protein which regulates the transactivation function of E2F transcription factors, was 

also found as a target of miR-106b in laryngeal carcinoma” 

 

b) Comment - Page 13:” Current evidence also showed that members of these clusters can confer 

resistance to apoptosis. This is achieved by miR-25 targeting Bim and TNF-related apoptosis 

inducing ligand (TRAIL) death receptor-4 (DR4) in HCC and cholangiocarcinoma [34, 37].” I 

suggest to briefly expand this concept describing the role of TRAIL and DR4. 

We have taken into account this suggestion and expand this paragraph and added in the necessary 

references (page 10 of revised version): In HCC, miR-25 has been shown to target the pro-apoptotic 

Bim [34]. Bim is a member of the BH3-only domain family of proteins which regulates the 

mitochondrial-dependent apoptosis pathway. It inhibits the anti-apoptotic activities of Bcl-2 or Bcl-xL 

by its interactions with these molecules on the mitochondria membrane [93]. In addition, miR-25 has 

also been shown to target the TNF-related apoptosis inducing ligand (TRAIL) death receptor-4 (DR4) 

in cholangiocarcinoma [37]. The binding of TRAIL to DR4 results in the formation of the death-inducing 

signaling complex and the activation of caspases in the apoptotic signaling pathway [94]. 

 

c) Comment: Minor comments Some of the sentences throughout the text are too long and thus 

difficult to follow. In text citations are not correctly formatted. 

We have modified some sentences (highlighted in the revised version) for ease of reading and have 

also formatted the citations according to the journal requirement.  

 



 

3.  References and typesetting were corrected to the format of the journal. 

 

4.  We are agreeable to the anonymous publication of the peer reviewers’ comments for this 

manuscript.   
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