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SPECIFIC COMMENTS TO AUTHORS 
Dear Sir, I read with pleasure the manuscript titled "MicroRNA-596 acts as a tumor 

suppressor in gastric cancer and is upregulated by promotor demethylation".  I only 

have few remarks:  1. Statistical analyses should be appropriate, i.e. non-parametric 
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paired tests should be used for the analysis of results from initial 9 patients (a "repeated 

measures" t-test) 2. Paired tests (either Student's or ANOVA) should also be used to 

compare tumor and non-tumor characteristics in the remaining 55 patients.  3. 

"Paracancerous tissue" (Figure 1) should be explained. Is that normal mucosal tissue ? 

How far away from the tumor were these specimens taken ?  4. Did authors consider 

using healthy mucosa from patients without malignancy as a control group ?  
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SPECIFIC COMMENTS TO AUTHORS 
The manuscript investigates the role of miR-596 in gastric cancers. It reports that 

miR-596 expression is lower in gastric cancer cell lines and human tumor samples. 

miR-596 is found to inhibit proliferation, migration and invasion in tumor cells and its 
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promoter region is frequently methylated in the tumors.The study is well designed and 

presented and the experimental approach is fine. The data may have some merit for 

publication but some points need to be addressed.   -In the present submission it 

appears that the authors may have overestimated their data in suggesting that the 

findings are generally valid for gastric cancer.  -PRDX1 as the target should be 

investigated in the remaining cell lines to substantiate the data indicating it is the 

principal target in gastric carcinogenesis.  -Transfection and 5-Aza-dC treatment 

analyses have been performed using only two cell lines and methylation analysis was 

performed using the MGC-803 cell line. -Different targets (BCL2L1, MEK1, Smurf1) have 

been suggested for miR-596 in different studies. What were the other possible targets 

resulting from bioinformatics database search ? Any concordance with the previous 

reports ? The authors should elaborate on this. -Only MGC-803 cells display promoter 

methylation (Fig. 5a) while others do not, although expression of miR-596 is lower than 

controls in all cancer cell lines. To suggest that miR-596 is regulated epigenetically in 

gastric cancer the mechanism should be valid for all cell lines. Please deliberate on this 

issue. Analysis of all cell lines should clarify this.  -How do the authors explain 

upregulation of PRDX1 mRNA and downregulation of the protein following 5-Aza 

treatment ? -The significances reported for differentiation and Borrmann type are only 

borderline. 
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