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Reviewer Comments to Author:

The authors have done a good work studying the differences between healthy and gestational diabetes
mellitus pregnant women. It is an interesting approach due to there are scarce data showing the
connections between gut microbiota and GDM. However, the authors have not been able to build a
story with the good results they have.

Although the authors stated "In this study, we used whole-metagenome shotgun sequencing analyses of
the gut microbiome during pregnancy to explore associations between GDM and the composition and
abundance of microbial taxonomic units and functional genes. The objective was to obtain a
comprehensive understanding of the gut microbiome's role in the etiopathogenesis of GDM", the
opinion of this reviewer is that this aim has not been accomplished. The authors lack in relating all the
data together, showing only that these groups of bacteria increase or decrease, resulting in a classical
study similar to the 16S done until the date. Thus, although the authors, using elegant bioinformatics
approaches, have shown new and relevant data for the elucidation of the gestational diabetes mellitus,
the result is a manuscript without the relevancy to be published in Gigascience, at least in this current
form.

Some suggestions and comments are listed below:

* A general feeling on the whole manuscript is that the authors seem that always leave work to be done
in the future. There are many sentences like this "This intriguing observation warrants further studies".
These sentences are in part responsable of my opinion of the manuscript, due to many of these

comments are easy to measure, or the authors already have the information.

* When human samples are analyzed, it is important to show the characteristics of the study subjects.
Humans are not homogeneous experimental animals. Many variables may obstruct the actual result.

* The authors showed in the results section that LPS and PTS systems were associated to the glucose
tolerance levels, but in the discussion section, the authors do not explain anything about this
relationship.

Particular comments:

* Page5, line 2: What about the family level?



* Page5, line 34: What are MLGs? you have not indicated it

* Page5, line 58: pro or pre-gestational body mass?

* Page6, line 44: It would be interesting to measure LPS amount if you have plasma samples. In this way,
the authors could establish this assumption

* Pageb, line 48: This sentence (the last one) is part of the discussion section.

* Page7, line23: This is part of the conclussions

* Page7,lines 44-54: This information has already mentioned in the results section

* Page8, line8: Which are the metabolic roles of these bacteria? the authors have the information

* Page8,line27: In my opinion, it is better to introduce the reverse approach, | mean, that the GDM
patients have these bacteria decreased. This manuscript is about the GDM patients, not about the
healthy subjects.

* Page8, line29: "... contribute to the pathogenesis of GDM" Why? you have assessed the functional
analysis of these samples, you have the necessary data to establish a metabolic pathway for that.

* Page8, line54: "This result suggest that they work cooperatively..." How? the authors should propose a
pathway.

* Page8, line56: In the result section, the authors established several relationships among particular
bacteria and glucose. Please, explain and discuss it.

* Page9, line19: Antibiotic treatment is very important. If you have patients who took antibiotics, in the
last three months, you must eliminate from the manuscript

* Pagel0, line 7: Maybe one month is not enough, and more in a pregnancy situation, when the
hormonal millie is constantly changing the environment

* Pagel0, line8: prebiotics or probiotics?

* Pagel0, lined6: It would be necessary to include a table with the clinical information of the patients in
order to know the metabolic health.

* Pagel0, line52: The recommendation is about 180-200 mg

* Pagel2, line 29: It is a usual assumption to use Shannon and Chaol index to establish the alpha-
diversity, due to both indexes study the richness and evenness in a different way
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