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The mechanism of action of Yangyin Shengji Powder in alleviating
intestinal fibrosis in Crohn disease by regulating autophagy through
AMPK/mTOR signaling pathway
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(Abstract] Objective To explore the mechanism of action of Yangyin Shengji Powder (YYSJP) in alleviating intestinal fibrosis
in rats with Crohn disease by regulating autophagy through the adenosine monophosphate—activated protein kinase/mammalian
target of rapamycin (AMPK/mTOR) signaling pathway. Methods A total of 28 rats were randomly divided into control group, model
group, mesalazine group (420 mg/kg), and YYSJP group (100 mg/kg), with 7 rats in each group. The intestinal fibrosis model

of Crohn disease was prepared according to the Morris method. The drug group was given enema of 0.5 mL once a day for a
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total of four weeks. The general condition of rats was observed, and the disease activity index (DAI) was calculated; HE
staining on colon tissue was performed to evaluate the colonic mucosa damage index (CMDI) and histological lesion score. Masson
staining was used to evaluate the fibrosis index; Western blot was applied to measure the protein levels of AMPK, mTOR, ribosomal
protein S6 kinase (p70S6K), eukaryotic translation initiation factor 4E-binding protein 1 (4EBP1), and microtubule-associated protein
1 light chain 3 (LC3). RT-PCR was employed to measure the mRNA levels of Beclin-1 and sequestosome 1 (P62). Results Compared with
the control group, the body weight loss percentage in the model group significantly elevated (P<0.01), DAI score, CMDI score,
histological lesion score, and fibrosis index score all significantly increased (P<0.01); LC3 II/LC3I, p~AMPK/AMPK, p-4EBP1/
4EBP1, and p-mTOR/mTOR expression levels significantly decreased (P<0.01), while p—-p70S6K/p70S6K significantly increased
(P<0.01); Beclin—1 expression level significantly decreased (P<0.01), and P62 expression level significantly increased (P<001). Compared
with the model group, the body weight loss percentage of the mesalazine group and YYSJP group both significantly increased (P<
0.01). DAI score, CMDI score, histological lesion score, and fibrosis index score all significantly decreased (P<0.01); the expression
levels of LC3 II/LC3I, p—~AMPK/AMPK, p—4EBPI/4EBP1, and p-mTOR/mTOR all significantly increased (P<0.01), while p-—
p70S6K/p70S6K significantly decreased (P<0.01); Beclin—1 expression level significantly increased (P<0.05), and P62 expression
level significantly decreased (P<0.01). Conclusion YYSJP may alleviate intestinal fibrosis in Crohn disease by regulating autophagy
through AMPK/mTOR signaling pathway.
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