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SPECIFIC COMMENTS TO AUTHORS
1) General comments Dr. Petito and Lopetuso, et al. investigated ‘Anti-TNFa therapy

associates to Th17 immunological shift and significant microbial changes in dextran

sodium sulphate colitis. The article is informative and well-presented. The reviewer has




° ° 7901 Stoneridge Drive, Suite 501,
BalShldeng Pleasanton, CA 94588, USA
0 o Telephone: +1-925-223-8242
| PUbllShlng Fax: +1-925-223-8243
o o E-mail: bpgoffice@wjgnet.com
3“1 ShI de“9® GrOup https:/ /www.wjgnet.com

some comments. Comments 1) The reviewer could not understand well about T0 and

T2. Please describe the definition of TO and T2 in Methods.
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SPECIFIC COMMENTS TO AUTHORS

This is indeed a high-quality study that demonstrates the viability of murine

DSS-induced colitis model for studying the effects of anti-TNF-a (Infliximab, IFX) on the

immune system and gut microbiota. The authors have previously shown that IFX
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showed a good affinity both for human-TNF-a and murine-TNF-a, and it ameliorated
the severity of DSS colitis in mice [Lopetuso L.R. et al., 2013]. The new study clearly
demonstrated that the anti-inflammatory effect of IFX is associated with an increase in
Th1l7 pathway, along with gut microbiota alteration. @ An important clinical
consequence, if it will be confirmed in humans, is the identification of a potential
dysbiotic effect of IFX. This anti-TNF-a-induced dysbiosis should be taken into
consideration, and not only in non-responders. Perhaps, some IBD patients with
dysbiosis on anti-TNF-a will require therapeutic modulation of gut microbiota.
Furthermore, anti-TNF-a-induced shift toward Th17 pathway could be considered when
deciding to switch/change therapy in non-responders. The limitations are described in
detail by the authors and do not affect the quality of the article. In my opinion, the
results of this study will lead to a significant breakthrough in future clinically important
studies of the interaction between biological therapy, the immune system and gut
microbiota. In turn, mouse models will help develop effective methods for the

therapeutic correction of dysbiotic microbiota in IBD.
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