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SPECIFIC COMMENTS TO AUTHORS

Xu et al used three different knockout mouse models to study the role of Claudin-7 in
intestinal structure and function. This is an interesting study. I have few
comments/suggestions to improve the quality of the manuscript. 1. How did they

determine the mental status of the mice as authors stated in the abstract and elsewhere
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in the manuscript. 2. Discussion is confusing should be shortened with clarity.
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SPECIFIC COMMENTS TO AUTHORS

The study by Xu et al. characterizes the role of claudin-7 in intestinal structure and

survival.

inducible intestinal knockout of claudin-7 in mice.

To accomplish this, the authors use a total knockout, intestinal knockout and

This approach is a great strength of

this study as the use of all three of these models definitively demonstrates the role of
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claudin-7 in intestinal structure and overall survival of mice. Overall, the findings are
interesting and the use of the conditional knockout identifies the role of claudin-7 as a
suppressor of dysplasia and adenoma of the intestine. That being said, there are areas
the authors should address to improve their submission: Major: 1) My major concern
with this study is that while the findings are interesting, there is a lack of depth of
investigation, particularly involving the inducible claudin 7 KO mice. The authors
should expand their studies to better classify cell proliferation with determinations of
which cells are proliferating and a more detailed analysis of the stem cell niche. In
addition, cytokines and/or determination of the types of immune cells infiltrating into
the intestine should be determined. Finally, gut function should be assessed to
determine if uptake of nutrients is dysregulated, if endotoxins are entering portal tract,
or other measures of gut function. This could help identify why the mice with
claudin-7 KO are dying and better classify these mice would be very useful to the field. 2)
In the CKO mice the authors state that the mice had slow growth and died on the third
day. Similar findings were reported in the cKO mice. Are these observations with
growth due to changes in food intake, lack of absorption of macronutrients or some
other effect? 3) The appropriate controls for the villin-CreERT2 mice would be to do
tamoxifen injections in one group and sunflower oil injections into a second group of
mice. Minor: 1) The authors use the words “poor spirited” or similar wording when
the mice are sick. It would be better to describe this as lethargy or lack of activity or
something along those lines to better describe the mice. 2) On figure 2 the methodology
used for marking the blots is inconsistent and fonts are different sizes. Please make
tigure larger and use larger fonts for 2C and 2D. 3) For H&E images and IHC the authors
should label in a manner that is consistent and easy to read. In particular, figure 4 it is
difficult to see control listed in the bottom right panel. 4) The nomenclature used to

identify conventional vs conditional knockouts (CKO vs. cKO) could be improved.
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