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SPECIFIC COMMENTS TO AUTHORS

Very nice review. A few comments: 1. A failure to replicate animal data in man has been
so common in microbiome studies that it has really questioned the validity of animal

models or, at the very least, exposed their limitations. 2. How about impact of
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microbiome and interventions that modulate same on GI symptoms in MS 3. Your
statements about probiotics in UC are a bit contradictory; early in the piece you suggest
that they do not work but later allude to some positive studies. Of relevance to MS
where, like UC, the phenotype is varied, some very carefully defined UC subgroups do
seem to do well on probiotics. 4. Confounders, including GI conditions, such as
constipation; common in MS, as well as diet which may be altered in MS, have a major
impact on the microbiome. These may not have been accounted for in prior studies. 5.

The limitations of many studies in terms of methodology - 16S vs metagenomics and
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metabolomics, choice of primers, DNA isolation etc. deserve mention.
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