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SPECIFIC COMMENTS TO AUTHORS 

This study only observed the changes in the expression of several transporters in the 

BDL model. The changes of these proteins may have an impact on the metabolism of 

digoxin, but the expression sites, uptake and excretion functions of these proteins are 

different. Theoretically, it is still difficult to infer the specific mechanism affecting the 

metabolism of digoxin. Therefore, as the author said, It is also necessary to understand 

the specific indicators such as tissue distribution and concentration of digoxin 
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SPECIFIC COMMENTS TO AUTHORS 

Authors evaluated the expression of MDR, OATP1A4 and OATP4C1 in BDL rat model 

and the change of clearance of digoxin. The expression level of MDR, OATP1A4 and 

OATP4C1 was changed after BDL. The clearance of digoxin was decreased after BDL. 

These were as might be expected ones. If authors would like to evaluate digoxin 

clearance according to each transporter expression, authors should examine cells with 

knock-in or knock-out experiments with each transporter genes.   
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SPECIFIC COMMENTS TO AUTHORS 

This is a diligently performed study to evaluate the effect of experimental cholestasis on 

3 membrane transporters of digoxin in liver, small intestine, and kidney. The authors 

find different up- or downregulation of the transporters, proven by Western blotting and 

by quantitative PCR.  The effects on digoxin clearence in experimental animals is well 

discussed.  For a better understanding for a not so familiar reader it would be helpful to 

include a small Table indicating the effect of BDL on the three transporters in the three 

organs. As a clinician, I would like to ask for potential clinical implications of this 

interesting study. Is digoxin clearence affected by cholestatic human liver diseases? 

Which other drugs are affected in cholestasis? The three transprorters are not specific 

only for digoxin but surely for other drugs,too. A small inaccuracy: Digitalis glycosides 

were the mainstay of therapy in congestive heart failure, but this is history.
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