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COMMENTS TO AUTHORS 

Authors described the GD-induced chemoresistance mechanism in CRC via ATF4 signaling and 

MDR1 induction. These data clarified the new therapeutic strategy to overcome the GD-induced 

refractory CRC in the clinic. This report is intriguing and meets the criteria of this journal, and may 

be acceptable after proper revision.  Query  1. In abstract, authors should describe the spelling of 

abbreviation such as GD, CRC and MRD.   2. MDR should be used as only gene name MDR1, not 

used for abbreviation of multidrug resistance.  3. Authors described the GD condition as 1.5 mmol/l 

glucose. So glucose concentration of normal condition should be described in materials and methods 

section, too.   4. In figure 1b, F-FU should be revised. If authors describe the apoptotic rate as %, 

please check the number. Moreover, if authors used annexin V to evaluate apoptotic cell, please show 

the data of FACS. If not, the legend should be revised.  5. In figure3c, apoptotic induction by 

anticancer drug is weak. Authors should show the data of no treatment and chemo-treated data in 

normal condition as control.  6. In figure3 legend, authors described the MDR1 expression using 

RT-PCR, however, the data was not shown.   7. In figure4, please clarify what cells were used in 
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Figure 4 legend.   8. Validation of ATF4 overexpression and suppression by WB should be shown in 

figure5 as main data. Figure4d or Figure5 should include the mock and transfectant with and without 

chemo-treatment.  9. pGipZ might be better to be revised as mock or vehicle in the figures.   10 In 

figure2b, authors should explain what was treated in these cells. Moreover, authors described the 

p-PERK induction by GD, however, mRNA level of PERK as strongly induced by GD. Why the total 

PERK was not enhanced by GD in figure2b. Please explain this difference. 
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