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Duodenal-jejunal bypass is a well-designed experimental procedure investigating the
weight-independent anti-diabetic mechanisms of Roux-en-Y gastric bypass. It can
improve glucose homeostasis in both diabetic rats. Duodenal mucosal resurfacing, an
endoscopic procedure that involves circumferential hydrothermal ablation and
subsequent regeneration of the duodenal mucosa, elicits dramatic and durable glycemic
improvements in patients with type 2 diabetes mellitus. Through chemical sensors
located in the mucosa and ENS, the duodenum detects changes in luminal contents and
further triggers a gut-brain negative feedback loop to inhibit exogenous nutrient intake
and endogenous liver nutrient production. SIRT1 is expressed in the duodenal mucosa,
which is significantly inhibited in high-fat diet-fed insulin-resistant rats.
Duodenum-specific knockdown of SIRT1 is sufficient to induce hepatic insulin resistance
and increase hepatic glucose output in normal chow-fed rats. In this study, the authors
investigated the impact of duodenal-jejunal bypass on duodenal bile acids signaling and
SIRT1 expression in high-fat diet and streptozotocin-induced diabetic rats, and further
explore the roles of bile acids in modulating SIRT1 expression. The study is very well
designed and the results are very interesting. The manuscript is very well written. The
conclusion is based the results. The reviewer recommends to accept the manuscript after
a minor editing. This is an interesting study of surgical effects of duodenal-jejunal
bypass on duodenal SIRT1 expression and uncover the potential crosslinks between BAs
and SIRT1. The results are informative and well discussed. The study can be accepted as

it is. No specific comments.
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This is an interesting study of surgical effects of duodenal-jejunal bypass on duodenal
SIRT1 expression and uncover the potential crosslinks between BAs and SIRT1. The
results are informative and well discussed. The study can be accepted as it is. No specific

comments.
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This study is about the duodenal-jejunal bypass increases intraduodenal bile acids and
upregulates duodenal SIRT1 expression in high-fat diet and streptozotocin-induced
diabetic rats. The experiment is very well designed. The methods are described in detail,
results are clearly presented. Some minor language polishing should be corrected.

Figures and tables require an editing.




