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COMMENTS TO AUTHORS

Dear Authors, | have a minor observation regarding the chapter "Needs for bioartificial liver systems

in clinical practice", line four. It is not clear in the text which liver transplant list it refers to. You need

to refer to Reference 4 for that. Anyway, I think your article is clear and well written, and can be

published without changes.
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Shortage of donated organ is a world-wide health problem in transplantation. In the field of the liver
disease, artificial liver support (ALS) is temporary alternative method and it can maintain patient to
maintain favorable condition until liver transplantation or regeneration of liver. ALS is divided into
non-biological type and biological type. Non-biological type comprises plasma exchange and another
blood purification method such as hemodiafiltration. This method has been established and widely
used in Japan whose number of transplantation is very small. This method can easily replenish
depleted clotting factors and arouse patient with deep coma. On the contrary, the role of biological
artificial liver support is not clear. Efficacy in elimination of toxic substance is not clear and clinical
effect is questionable. Author’s statement is reasonable; however, these are already known
matters. High time to publish review article is just after settlement of these clinical problems.
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This is an interesting topic and a clinically relevant treatment type. The authors have introduced
clinical translation of bioartificial liver support systems with human pluripotent stem cell-derived
hepatic cells. The manuscript described in detail “Needs for bioartificial liver systems in clinical
practice”, “Sources of hepatocytes for BAL systems” and “Successes and challenges of developing
clinical BAL systems” Indeed I find the work compelling and worthy of publication pending
minor revisions. 1.I am hampered by a lack of about BAL's introduction, eg. different types of BAL
and their respective characteristics? Which type is more suitable for hPSC-derived hepatic cells
culture? Which type is more suitable for clinical uses? 2.Are there any problems in the proliferation
and differentiation of hPSC-derived hepatic cells in the BAL support system? How to solve these
problem?
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It will be nice if you can discuss on bioreactors which are essential for iPSC-hepatocyte like cell

production in large scale.




