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The Effects of MOTS-c on Gut-origin Sepsis Via TLR4 and Its Mechanism™
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ABSTRACT Objective: Sepsis is a systemic inflammatory response syndrome caused by infection. Because the mechanism is still
unclear, the clinical treatment effect is not good, and the mortality rate is always high. In this study, the effects of MOTS-c, a
mitochondria-derived polypeptide, on toll-like receptor 4 (toll-like receptor 4) in the mouse model of enterogenic sepsis and its related
mechanisms were studied to search for new clinical therapeutic targets and to open up new ideas for the research of infectious diseases.
Methods: In the enterogenous sepsis in mice caused by cecum ligation perforation (CLP) MOTS-c was given after inspection in the small
intestine tissue inflammation. TNF-q, IL-6, IL-1R levels, TLR4 expression level were detected, both in the wild type mice and TLR4
overexpression mice CLP model. The mice were given MOTS-c treatment, then the MOTS-c treated group was compared with the
control group as for the pro-inflammatory cytokine level, in order to make clear the role of TLR4 in MOTS-c's effects on sepsis. Results:
In the MOTS-c treated CLP group, pro-inflammatory factors TNF-a, IL-6, IL-1B level were significantly decreased compared with the
control group (P < 0.05). In addition, TLR4 expression was decreased compared with control group. Furthermore, MOTS-c treatment was
given to the TLR4 overexpression CLP mice model and MOTS-c's anti-inflammatory effects on CLP mouse model were suppressed. The
pro-inflammatory factors TNF-«, IL-6, IL-18 levels were significantly increased compared with wild type mice which suggested that
TLR4 overexpression reverses the anti-inflammatory effects of MOTS-c, showing that MOTS-c play an anti-inflammatory role in
enterogenic sepsis, and this process may be dependent on TLR4. Conclusion: MOTS-c can inhibit the excessive activation of TLR4 in
intestinal epithelial cells in sepsis, and ultimately inhibit inflammation, so it may have therapeutic effects on sepsis, and is expected to be
used in clinical treatment in the future.
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Fig.1 The effects of MOTS-c on Enterogenic sepsis mouse model

(A: Comparison of HE staining; B: Comparison of RT-PCR results ; C: Comparison of ELISA results
*ikp(.001; **P<0.01; *P<0.05)
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Fig. 2 The anti-inflammatory effect of MOTS-c on enterogenic sepsis depends on the activation of TLR4
(A: Comparison of Western blot; B: Comparison of HE staining; C: Comparison of RT-PCR and ELISA ***p<0.001; **P<0.01; *P<0.05; NS, P>0.05)
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