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This study investigates the role of Paneth cells in pathogenesis of radiation enteropathy.
It is very interesting that the communications between intestinal stem cells and Paneth

cells are mediated via molecules such as EGF, WNT3a and DLL.
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In the review a very interesting topic is addressed: Paneth cells in ionizing radiation
damaged intestine and the mechanisms of Paneth cells driven tissue recovery. The topic
is well illustrated and important references are cited. Comments 1. It was shown that
Mathl mutant mice lack Paneth cells but harbor normal stem cells. As additional signal
Wnt3 was suggested. In the review the putative role of Wnt3 in irradiation induced
Paneth cell damage should be addressed. 2. The work Annu. Rev. Physiol. 2013. 75:289-
311 should be cited.
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- The review is interesting and the topics covered in the different paragraphs are well
treated. However, there is no match between title of the review and its content . The
authors describe Paneth cells highlighting their role in maintaining epithelial
homeostasis and defense but it is not clear how these cells can control the pathogenesis
of radiation enteropathy. This is the main and very important problem of the manuscript.
For this reason the manuscript should be modified and reorganized for publication.
Otherwise it is necessary to change the title to make it more pertinent to the text
organizing it differently. - The authors use the terms “intestinal epithelium” incorrectly.
Epithelium intestine is part of mucosa that consists of epithelium, lamina propria and
muscolaris mucosae. Paneth cells are highly specialized epithelial cells of small intestine
localized in intestinal glands (crypts) of lamina propria. Please specify - Figure 1 is not
clear. Please do it again. - In the text the authors don’t specify what correspond acronim
CRC. Please add - Paragraph “COMMENSAL BACTERIA, ADAPTIVE IMMUNITY
AND INTESTINAL RADIATION SENSITIVITY” is too long. Please separate this

paragrah in sections.
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