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The findings in the present study are novel and may interest readers in this field. However, there are some
concerns in the manuscript. |1 have some suggestions to improve them. Comments: 1. Contents of the results
section in the abstract are not enough to represent the findings of the present study. In addition, I do not think a
rat model used in this study is always representative of pathophysiology of IBS. | strongly recommend authors
to remake a structured abstract according to instructions to authors of this journal. Please revise the abstract to
be more precise. 2. Why did authors select such a high dose of BBR to confirm its effects in their rat model?
Kulkarni and Dhir (Eur J Pharmacol 2007;569:77-83.) have previously investigated the antidepressant-like
effect of an acute administration of berberine at 5-20 mg/kg i.p. in the forced-swim and tail-suspension tests. 3.
Anti-diarrhea effect of BBR might contribute to regulation of visceral sensitivity in the rat model. Is there any
relationship between pain threshold of AWR and number of fecal pellets? 4. The NOS inhibitor did not
completely attenuate the effect of BBR in this study. The rationale described in this manuscript is not enough to
lead the conclusions. Authors should discuss more about the other potential mechanisms on the antinociceptive
effect of BBR. 5. AWR score used in the present study is less objective assessment than abdominal EMG.
Authors should describe some limitations of the present study in the discussion section. 6. Please add some
symbols to indicate significant differences between the groups in each figure.
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This is an interesting manuscript on anti-nociceptive effects of berberine in a animal model of visceral
hypersensitivity.Ilt was shown that berberine in this model has anti-nociecptive effects that appear to be
mediated via NO. Items and remarks 1. The authors present the animal model as an IBS model , but in fact it
is a model for visceral hypersensitivity. 2. colitis was induced by acetic acid and histology at day 2 and 7 was
obtained. It will help to have more quantitative measures of inflammation in the various subgroups instead of
only figure 1. 3. page 7 aminoguanidine group is mentioned in Mat and Methods section. The rationale should
be given ( first mentioned in discussion ) 4. role of mast cells ? quantitation of mast cells at day 2 and 7?




