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Does this platelet therapy affect hepatic progenitor cell mediated liver regeneration?

—Thank you very much for giving us an interesting question. To the best of our
research, we could not find any report of hepatic progenitor cells to be affected by
platelets. In our lab, we have been studying the role platelets in liver regeneration for a
decade, but we still have not studied the role of platelets in hepatic progenitor cells
during liver regeneration. We would like add experiments to access the relationship
between platelets and hepatic progenitor cells.

Please mention about disadvantage of platelet therapy if this therapy has any? Does
this therapy cause formation of blood clot or something?

—I appreciate reviewer’s comments. At this moment, we consider platelet therapy
consists of thrombopoietin, eltrombopag administration, and platelet transfusion. In
our animal experiments, we did not recognize any side effects such as allergic reactions,
thromboembolic events, or damages to vital organs by thrombopoietin administration
or platelet transfusionsi*l, However, in our clinical study, despite the lack of
thromboembolic events, there were some patients who experienced mild allergic
reactions or inductions of auto-antibodies such as anti-HLA or anti-HPA antibodies by
platelet transfusionll. Furthermore, it is reported that thrombopoietin injection can
cause severe thrombocytopenia by induction of anti-thrombopoietin antibodyl®l. On
the other hand, despite some incidence of side effects including thromboembolic
events and liver enzyme elevation, eltrombopag does not compete with endogenous
thrombopoietin and have no reported incidence of induction of auto-antibody, and is
safe and well tolerated for long usage 6. Therefore, we consider eltrombopag to be an
ideal goal for platelet therapy, and we are now preceding another clinical study to




3)

evaluate its effect on liver regeneration and anti-fibrosis.
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Please mention about the advantage and disadvantage of platelet therapy compared
with other candidate of therapy for liver regeneration such as bone marrow infusion
therapy (Terai et al. Stem Cells 2006 Oct 24,(10) 2292-8) or macrophage therapy
(Thomas et al. Hepatology, 2011, Jun; 53 (6) 2003-15).

—Thank you very much for an excellent indication. We think platelet therapy has
advantage in its convenience and cost-efficiency, and especially, eltrombopag is
well-guaranteed for its safety [!l. Platelet transfusion has disadvantage in its short-term
availability after collection (72 hours), allergic reactions, and induction of
auto-antibodies (anti-HLA, anti-HPA, ect) [3. And, thrombopoietin has possibility of
inducing autoantibody L. However, eltrombopag is an oral medicine, which is proven
for its long-term safety, and is well tolerated, and effective [1. On the other hand,
regarding bone marrow cell infusion therapy and macrophage therapy, although the
efficacy for the resolution of liver fibrosis and induction of hepatocyte mitosis are
excellent, bone marrow has to be harvested from the ileum, femurs, or tibias under
general anesthesia, and stem cells has to be isolated by complicated process I3l
Furthermore, long-term safety has not been investigated, yet M. We add these
descriptions in conclusion.
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Reviewer2
[ would just suggest adding references about the decreased amount of platelets in the
patients with liver cirrhosis, where liver regeneration is severely impaired.

—1 appreciate the reviewer’s comments. We added description and references regarding
decreased amount platelet count in the cirrhotic liver and impairment of liver
regeneration in the second paragraph in the introduction.

Reviewer3
There was no suggestion for revision.

Reviewerd.
1. There are typos and grammatical errors. The authors need to ask to native speakers for

English proof reading.

—Thank you very much for indicating our faults. We had our English corrected by
native speaker and attached English proof reading,.

2. Abstract and Core tip sections are almost identical. The authors should change the
description or delete the Core tip section.

—We appreciate the reviewer’s comment. We changed description of the Abstract and
Core Tip.

3. Some of the references are inappropriate. The authors should avoid papers written in
Japanese (Refs 20, 25, 56). I could not find and retrieve Refs 30 and 46. The authors

should replace these references to other relevant papers from more common journals.

—Thank you for indicating our fault. We replaced Japanese written papers (Ref, 20, 25,
46, 56) from English written papers, and deleted Ref 30.

4. Many Greek characters did not show correctly in the Word file (TNF-?, TGF-?, etc...).




~»Thank you for indicating our faults. We changed our Greek characters to normal
Alphabet.

5. There are typos in figures. Hepatpcyte should be hepatocytes in Figure 1. “Sinusoidal
endothelial cells” and “the space of Disse” would be appropriate instead of liver
endothelial cells and Disse’s space in Figure 1 and 2. In Figure 2 and 3, hepatic stellate
cell and hepatocyte should be hepatic stellate cells and hepatocytes, respectively.

—Thank you for indicating our mistakes. We corrected all typos in figures and
manuscripts. We changed “Liver endothelial cells” and “Disse’s space” to “Sinusoidal
endothelial cells” and “the space of Disse”, respectively in figure 1. We changed
“hepatic stellate cell” and “hepatocyte” into “hepatic stellate cells” and “hepatocytes”
in figure 2 and 3.

3 References and typesetting were corrected

Thank you again for publishing our manuscript in the World Journal of Surgical Procedures.
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