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SPECIFIC COMMENTS TO AUTHORS 

Comments To Authors : The authors reviewed the role of ZO proteins in cell 

proliferation, their expression in (GI) cancer or HCC, and therapeutic intervention 

targeting ZO in GI and HCC cancer. Altogether, this is a systematic review provides a 

reasonable overview without glaring omissions or misinterpretations. However, there 

are some issues that could be addressed to improve the overall quality of the manuscript 

and suitability for dissemination. 1. The review covers most pertinent aspects of the ZO 

proteins in cell proliferation and their expression in (GI) cancer and HCC. However, the 

section of “THERAPEUTIC APPROACH TARGETING ZO PROTEINS FOR 

PREVENTION OF GASTROINTESTINAL CANCER AND HCC” appears to be 

underdeveloped. More relevant information should be presented. A published review 

on this subject could be cited and could help expand this topic (Zeisel M B, Dhawan P, 

Baumert T F. Tight junction proteins in gastrointestinal and liver disease. Gut. 2019, 68(3): 

547–561. doi:10.1136/gutjnl-2018-316906.). 2. The authors discuss many studies about 

expression of ZO proteins in (GI) cancer or HCC. However, too many examples are 

listed, it would be useful to summarize them and reorganize. For example, The authors 

list the relationship between ZO proteins expression and tumor cell differentiation, liver 

metastasis, high tumor grade, poor outcome, its expression in Caco-2 and T84 cell lines, 

intestinal permeability in one section. I suggest that the authors should reorganize them 

again. 3. The authors claim that further studies are needed to develop inhibitors or 

peptide modulators to examine the specific regulation of the PDZ domain of ZO proteins 

which can be implemented for cancer therapy, and cerebral ischemia brain injury model 

is list here. Does ZO proteins function the same in cerebral ischemia brain injury and 

cancer therapy? Other parts also have similar problems, please check. 4. Manuscript 
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could use to be revised for grammatical and spelling errors.  

 


