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The manuscript has been improved according to the suggestions of reviewers: 
 
In title, “to eliminate” has been changed to “eliminating” to reduce 13 words to 12. 

“Abstract” and “core tip” have been changed to reduce word count to follow the “format for editorial”. 

 

Reviewer 1 

In this review, Tomizawa M et al introduced their work on creating a hepatocyte selection medium (HSM) 

that lacks glucose and arginine but is supplemented with galactose, ornithine and proline, can efficiently 

eliminate undiffrentiated iPS after differentiation induction. It would be better if the authors included some 

information concering:  

 

1. the successful induction of hepatocytes from iPS  

 

Response: We have not yet succeeded in induction of hepatocytes form hiPS cells because the cells die within 

three days in HSM. “no reports exist on successful induction of fully differentiated hepatocytes from hiPS 

cells. Our HSM has not succeeded in induction of hepatocytes from hiPS cells because the cells die in HSM in 

three days.” is added in “Elimination of unwanted hiPS cells among primary human hepatocytes” section. In 

abstract, “When primary human hepatoyctes are co-cultured with hiPS cells, successful differentiation 

occurs.” has been deleted because the sentence was confusing. 

 

2. the specific killing of HSM to iPS not the differentiated and primary hepatocytes  

 

Response: HiPS cells die and primary human hepatocytes survive in HSM as reported in reference 42, 

Tomizawa et al., PLoS One 8, e71897, 2013. Figure 3 C and D are added.  

 

This review is well organized and written. It could be accepted for publication consideration after minor 

revision. 

 

 



Reviewer 2 

The authors hypothesized that the culture medium without glucose and arginine, and supplemented with 

galactose and ornithine, could eliminate iPSC but it could enable the growth of primary humam hepatocytes. 

It is interesting idea, but the proposal should be supported by experimental data. The mamuscript is without 

such support. The authors should prepare a mixture of iPSCs and hepatocytes (or primary hepatocytes) and 

to culture such cell mixture in the proposed hepatocyte selection medium. If hepatocytes will survive and 

iPSC are eliminated, everything is OK. Without such demonstration, the manuscript is only a thereotical 

proposal. 

 

Response: HiPS cells die and primary human hepatocytes survive in HSM as reported in reference 42, 

Tomizawa M et al., PLoS One 8, e71897, 2013. Figure 3 C and D are added.  
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