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Abstract

Objective: To investigate the mechanism of Nobiletin in alleviating sepsis-induced acute lung in-

jury. Methods: Male C57BL/6 mice were randomly divided into three groups: the Sham group, the
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CLP group, and the CLP+NOB (Nobiletin) group. Lung samples were collected 24 hours after
modeling, and the pathological morphology of the lung tissue was observed and scored using
HE staining. Additionally, the wet-to-dry weight ratio was calculated. Western Blot was used to de-
tect the levels of the endoplasmic reticulum stress protein IRE1 in lung tissue. Mouse alveolar macro-
phages (MHS) were divided into three groups: the PBS group, the LPS group, and the LPS+NOB
group. Flow cytometry was used to detect the level of M 1-like macrophages, the level of reactive oxy-
gen species (ROS) was detected using the DCFH-DA fluorescence probe, and the levels of inflamma-
tory factors IL.-6 and TNF -a in the cell supernatant were assessed by ELISA. Results: Compared
with the Sham group, the CLP group exhibited severe lung tissue injury, significant increases in
Smith score and lung wet-to-dry weight ratio, and remarkably elevated protein levels of the endoplas-
mic reticulum stress protein IRE1 in lung tissue (P<C0.05). Compared with the CLP group, the
CLP+NOB group showed remarkable alleviation of lung tissue injury, notable reductions in Smith
score and lung wet-to-dry weight ratio, and decreased levels of endoplasmic reticulum stress protein
IRE1 in lung tissue (P<C0.05). Results of the cell experiment showed that, compared with the PBS
group, the LPS group exhibited increased levels of M1-like macrophages, elevated levels of ROS,
and increased levels of inflammatory factors (P<C0.05). Compared with the LPS group, the LPS+
NOB group exhibited inhibition polarization of MHS macrophages to M1, and reduced levels of ROS

and inflammatory factors (P<C0. 05). Conclusion: Nobiletin can alleviate sepsis-induced acute lung in-

jury in mice, potentially through its mechanism of regulating endoplasmic reticulum stress.
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