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The figure legends (Fig 1 and 2) should be more informative.
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the various approaches, some better than others, and their individual advantages and disadvantages

is also comprehensive. Perhaps a better, more critical, review of the in extensive in vitro literature as

to the role of butyrate in colon carcinoma differentiation and apoptosis would have improved this

manuscript. This should be included as a minor revision.
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GENERAL This is a review of methodology to identify diet-derived bioactive compounds that are
involved in colorectal cancer (CRC) development. The authors claimed that there are limitations in
the conventionally used in vitro models because the quality and amount of bioactive compounds
contained in feces are changed by colonic milieu. They presented a new in vitro model (TIM-2) that
enabled simulation of human colonic conditions with computer control. This reviewer agrees with
the authors’ claims but could not read this review with significant interest. The reviewer felt that the
description in this manuscript was superficial overall. It is well understood that the TIM-2 model
enabled fine analysis of metabolites contained in fecal water under artificial colonic conditions.
However, it was not clear how the results could be linked to a better understanding of CRC
development. The authors should cite cases showing the inadequacy of the conventionally used in
vitro model and the advantages of the new model in unearthing new findings that would facilitate
understanding of the molecular mechanisms of CRC development. In this regard, this reviewer
thinks the present manuscript has little to contribute to the international readership and therefore,
does not recommend its publication in World Journal of Gastrointestinal Oncology.  SPECIFIC
The reviewer could not sufficiently understand Figure 2. A more detailed explanation is required in
the Figure legend.




