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SPECIFIC COMMENTS TO AUTHORS
This manuscript addresses the possible pathogenetic role of STAT 3 in the control of the

Warburg effect in an experimental model of hepatocarcinognesis ( the solt farber model)

1. The manuscript needs minor copy editing. 2. The title needs to be modified to
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demonstrate the contents. 3. The idea has been addressed previously. 4 The
methodology is appropriate. 5. The results are presented adequately. Although the
histology photos need to be larger 6. The use of an inhibitor of STAT3 and measuring
its consequences is strong supportive evidence for the positive role o STAT3 in the
pathogenesis of the Warburg effect in experimental HCCs. 7. The discussion needs to
address the extrapolation of these results to human cases where stem cell proliferation is
not a prominent feature. In those cases where hepatocarcinogenesis is the result of

dedifferentiation of heptocytes.
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SPECIFIC COMMENTS TO AUTHORS

In this article, Bi et al used in vivo and in vitro models to show STAT3 promotes the

Warburg effect of hepatic progenitor cells through PKM2 during precancerous lesions.

The authors first used a model combining DEN, AAF, and PH to simulate hepatic
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progenitor cells/oval cell expansion and precancerous lesions. Although it is unclear
how appropriate this model in modelling human cancer formation and hepatic lesion,
but the authors showed hepatocyte GST expression in some hepatocytes in their model.
The authors also showed pSTAT3 are expressed in the liver but the staining is unclear
about the identity of cells that express pSTATS3, as it seems that OV-6 cells do not express
PSTATS3 in their staining, but instead the cells adjacent to it. Double immunofluorescent
staining should be used to confirm whether these cells are hepatocytes or other cells
types. Furthermore, level of STAT3 and pSTAT3 by Western blot should be performed to
investigate the level of STAT3/pSTAT3 in their model. The authors also showed the
expression of PKM2 by hepatic progenitor cells in the model, but this is unclear whether
this only specific to this model or to all models with hepatic progenitor cell activation.
PKM expression and its level should be investigated also in model such as AAF-PH, like

shown in Fig 1.
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