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SPECIFIC COMMENTS TO AUTHORS

Diabetes mellitus is a global problem of modern medicine, so a better understanding of
its pathogenesis is an urgent task. This article analyzes the fecal microbiota in rats with a
model of diabetes mellitus. Comments: 1. The introduction is too short. It would be
helpful to supplement it with data on the importance of the gut microbiota to diabetes
mellitus. 2. The study compared the gut microbiota in rats of different lines. However,
the microbiota may have had differences even before the development of diabetes. It
would be interesting to understand how the gut microbiota changes in GK rats as
diabetes progresses. It might be possible to use 2 groups of GK rats in which the

microbiota would be assessed at different times.
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Recent research suggests that both humans as well as animal models of Type 2 Diabetes
Mellitus (T2DM), such as Goto-kakizaki (GK) rats, exhibit dysbiosis of the gut
microbiota and that this characteristic microbiota imbalance contributes to the
development of T2DM. In addition, research shows that undesirable shifts in
metagenome and microbiota associated metabolite production may negatively impact
glucose and insulin homeostasis. The original manuscript under review entitled;
‘Characterization of the gut microbial and metabolite alterations in the faeces of GK rats
by a metagenome and untargeted metabolomics approach,” aimed evaluate the gut
microbial and metabolite alterations in GK rat faeces based on metagenome and
untargeted metabolomics. Although this manuscript is overall well structured and aims
to better understand the gut microbiota and associated metagenome and metabolite
structure of GK rats, the manuscript fails to show novelty/innovation in the context of
the wider research field of T2DM and diabetes. In addition the clinical
implications/applicability of results to humans are not adequately provided nor are the
limitations relating translatability to humans. Lastly, background of the research to date
regarding T2DM and the microbiota and associated metabolites in both humans and
animals as well mechanistic insight regarding some of the results showing significant
differences are not addressed appropriately.  Firstly, the authors should sufficiently
summarise and highlight key findings in the literature to date regarding T2DM and gut
microbiota and metabolites in both animals and humans in the background, clearly
showing the gaps in the literature and how this study aims to fill them and stating their

hypothesis. In doing this, points of novelty of the study can then be provided -




7041 Koll Center Parkway, Suite

‘ B a . s h 1 d e ng 160, Pleasanton, CA 94566, USA
‘ Publishi ng Telephone: +1-925-399-1568

E-mail: bpgoffice@wjgnet.com

3”i5hid9“9® G l’Ollp https:/ /www.wjgnet.com

obviously the gut microbiota, metagenome and metabolite structure in GK rats has not
been widely studied. Importantly the study needs to also demonstrate how these
tindings are applicable/translatable to humans and clinical implications (in the
conclusion). Perhaps authors could touch on that in characterising the gut microbiota in
GK rats and interpreting this against the wider findings in the literature to date,
identification of certain species of microbiota and metabolites implicated in T2DM may
help to lead to more personalised interventions and treatments that target the structure
of the gut microbiota, metagenome and metabolites and how this then interacts with and
influences aspects of metabolic health related to T2DM.  Lastly, results such as the as
the lower body weight seen in the final weeks in GK mice - (and HOMA-B) and the

impact that these findings may have on the gut microbiota results should be discussed.
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The authors made changes to the article that improved its quality.



