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COMMENTS TO AUTHORS

This study describes about the possibility of MSCs to promote hepatic regeneration. The
definition of M1 markers to select TNF alpha and INF gamma may be described more in
detail. It seems like polarization in the manuscript means differentiation. Please check
the whole manuscript carefully. Proofreading is needed.
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COMMENTS TO AUTHORS
This is a very well carried out bench study that provides greater insight to the role of
MSCs in acute liver failure. M2 polarization contributes to the therapeutic effects of
MSCs in AHF by altering levels of anti-inflammatory and pro-inflammatory factors. This

is a major finding and does offer a potential therapeutic application.

It will need to be

followed up by more bench studies but this is potentially an opportunity for a new

clinical approach.
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COMMENTS TO AUTHORS

Author concluded that MSCs transfused into rats were recruited and increased the
survival rate by inhibiting apoptotic hepatocytes and promoting hepatocyte regeneration.
I ask some questions to author. 1. Please tell me the detail etiology which MSCs
transfused into rats inhibit apoptotic hepatocytes and promote hepatocyte regeneration.
According to Fig 2, Ki 67was much higher in experimental group compared to control
and Tunnel was much lower in experimental group compared to control group.
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COMMENTS TO AUTHORS

This is a experimental study to evaluate the effect of MSCs on rat with acute hepatic
failure. The authors concluded that MSCs polarize macrophage to M2 by altering
anti-inflammatory cytokines levels. This was well written, but there were several points
to be clarified. Major 1. The authors compare the immunohistochemistry and real-time
PCR of liver between dead and survival group. I wonder how to get liver tissue and in
the dead group. Does this mean that liver tissue was obtained after dead? Please provide
how and when you get the liver tissue in dead group. You should also provide the
number of each group in dead and survival group in Figure 3,4,5 and 6. 2. In AHF
animal models, rats were divided into group A (D-GalN ip, N=16) and Group B (PBS ip,
N=10). In MSC transplantation, rat were also divided into two groups (MSC group,
N=16, and DPBS group, N=10). I recognized this as two-by-two method, which resulted
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into 4 groups. Please revise about this points as understandable. 3. CD68 was a
pan-macrophage marker, not a M1 macrophage marker. CD68 positive macrophage did
not mean M1 macrophage. The other marker for M1 macrophage was necessary to assess
macrophage polarization. Minor 1. Please spell out D-GalN and DPBS. 2. In results 1
and figure 1, please provide the histology of the PBS group after 5 days. 3. Please
provide more precise explanation of HE histology. 4. In the second paragraph of
Discussion, CD68+ macrophages and levels of TNF-A and INOS were significantly
down-regulated in the death group. I think this was a typo. “Up-regulated” was correct.



