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COMMENTS TO AUTHORS

This is a nice review about glycation end-products which have been associated with NASH and
NBNC-HCC, including NASH-related HCC. Authors are expert in this topic, with several reviews
like Med Hypotheses 2015 May;84(5):490-3, which should be included. My suggestion is including

new figures and tables to be a more easy-reading paper.
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COMMENTS TO AUTHORS

Takino and colleges have discussed in their review article the connection between the different toxic

advanced glycation end-products (TAGEs), receptor for advanced glycation end-products (RAGEs)
and the development of NASH and NASH-associated HCC. The review is well written and
summarizes current understanding of these metabolic parameters in NASH and HCC. Nevertheless,

minor changes would be necessary before I endorse for publication. Minor changes: The figure 1

aims to summarize their proposed model for the contribution of the TAGE-RAGE axis in NASH and

HCC. The authors could enhance the understanding of their conclusions by adding more details to
the figure such as CML and sRAGE and their role or plausible role in HCC and NASH. Also the
potential therapeutic targets for future therapies could be marked in this figure.
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COMMENTS TO AUTHORS
This review briefly analyses the state-of-art of the TAGE-RAGE axis in NASH-related HCC. In
general, English is acceptable, but however, some sentences need to be polished: - Toxic advanced

glycation end-products (TAGE), which is one of its ligands, increase not only in nonalcoholic
steatohepatitis (NASH)... - Glyceraldehyde, which is a precursor of TAGE, is considered to be
produced by two pathways... - The possibility that the catabolism and clearance of circulating CML
may be impaired by various liver diseases was initially introduced by... - Similar findings have been
reported by Yagmur et al... - The etiology of HCC has changed in recent years due to slight increases
in the incidence of NBNC-HCC... - Our review showed that TAGE, enhanced by NASH, may
contribute to the malignancy... Moreover, section Characteristic and formation of TAGE in vivo is
too extensive, so I strongly recommend abbreviating it.
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