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Abstract: The core immunopathological feature of sepsis-induced liver injury lies in the loss of the M1/M2
macrophage polarization balance. Artemisinin esters, key derivatives of artemisinin, possess anti-inflammatory
and immunomodulatory properties, yet the molecular framework underlying their hepatoprotective effects remains
to be systematically elucidated. The long non-coding RNA MALAT1 serves as an upstream regulatory node of
macrophage plasticity, bridging the pharmacological actions of artemisinin esters with ceRNA networks. Taking
the MALAT1/PTBP1/IFIH1 axis and the miR-155/Nrf2 axis as dual tracks, this review systematically examines the
molecular logic by which artemisinin esters remodel macrophage polarization balance through MALAT 1-related

networks. Current evidence suggests that artemisinin esters downregulate MALAT1, thereby attenuating PTBP1/
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IFIH1-dependent M1 polarization while modulating miR-155-mediated repression of Nrf2, and synergistically
activating the Nrf2/HO-1 antioxidant axis, ultimately shifting macrophages from M1 toward M2. This integrative
“upstream M1 suppression and downstream M2 promotion” model provides a theoretical basis for positioning
artemisinin esters as adjunctive therapeutics for sepsis targeting the hepatic immune microenvironment.
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