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SPECIFIC COMMENTS TO AUTHORS

1. The authors of the article discuss the role of methylation and demethylation in adipo-,
chondro- and osteogenic differentiation of MSCs. Is there evidence of the role of
methylation and demethylation in the differentiation of MSCs towards other cell types?
2. One of the possible mechanisms of the immunomodulating activity of MSCs may be
their effect on the population of organ macrophages. Is there evidence of the role of

methylation and demethylation in the effect of MSCs on macrophages?
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SPECIFIC COMMENTS TO AUTHORS

The manuscript from Xin et al. is a review describing the importance of epigenetic
regulation, in terms of DNA methylation/demethylation, in the differentiation capacity
and immunomodulatory properties of mesenchymal stem cells (MSC) from various
sources (i.e. adipose tissue, bone marrow). The manuscript is well written, although it
could be better updated, anyway I find it worthy of publication although I would
suggest to enhance the impact of the section describing adipogenic differentiation
epigenetic changes in MSC which is really too short and poor of information. Here are
some suggestions of papers that could be mentioned in the section, but of course there
would be much more to be considered: Fujiki et al, BMC Biol, 7 (1), 2009: on the
methylation and function of PPARgamma promoter during adipogenesis Melzner at al,
JBC, 277 (47), 2002: on the role of Leptin demethylation and expression in adipogenic
differentiation Barrand et al, BBRC, 391 (1), 2010: on the role of OCT4 regulation in
adipogenesis Also the chondrogenic differentiation section could give a better

description of the current literature.
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