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SPECIFIC COMMENTS TO AUTHORS

This review manuscript about P2X7 receptor involved in immune cell function including
T cell and DCs in inflammation of the intestine. I is a good review with the introduction
of the P2X7 receptor function and the intestinal inflammation. I have some major
concerns as follows: 1.Since this review proposed about P2X7R as the potential target
for treatment of inflammation of the intestine, the authors generally should review and
discuss about the intracellular signaling pathway, perhaps for example, about the MAPK,
ERK1/2, and other signaling molecules of the T cell known to date that are associated
with the function of P2X7R. This is because the signaling pathway may be one of the
many important factors for research and development of novel drug with specific
molecular targetting such as P2X7R in T cells. In addition, different subsets of T cells
may also have differential sensitivities of the same receptor. Other previous reviews
found in the litterature have already mentioned most of the information currently stated
in this manuscript. The authors should try to provide their insights specifically into the
role of T cell expressing P2X7R in intestinal barrier disruption as a potential drug target
for modulating T cell responses in particular, as proposed in the title. 2.The letters

depicting components within figure 1 are too small.
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1. Please explain more about the role of the P2X7 receptor in infections; for example, in
recent years, multiple SNPs of the P2X7 receptor have been found in patients with
bacterial sepsis. In addition, the P2X7 receptor of dendritic cells derived from healthy
individuals is found to have similar SNPs to those of patients with bacterial sepsis.
Systemic administration of BzZATP (the agonist of the P2X7 receptor) increases the
inflammatory response, while systemic blocking the P2X7 receptor with A740003
reduces the level of pro-inflammatory cytokines in intestinal mucosa after cecal ligation
and puncture (CLP). 2. Please cite more recent publications: Grassi F. The P2X7
receptor as regulator of T cell development and function. Frontiers in Immunology.
2020;11:1179. 3. There are 31 repeated references below in the manuscript. Please omit

them!
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Thank you for your revisions.
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SPECIFIC COMMENTS TO AUTHORS

The manuscript is improved in the aspects that the authors have addressed the issues
raised by this reviewer. However, there is still grammatical errors in some places in the
authors' yellow highlighted sentences e.g. -'...excessive these cells..' should read '..the
excess of these cells...' -'...About 10 Loss of function (LOF)..." has to be corrected to be
'...About 10 loss of function (LOF)..." -it has to be 'mouse models' not 'mice models'
-..mTOR signaling pathways innate and adaptive immune responses'. should read

'...mTOR signaling pathways in innate and adaptive immune responses'.



