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Abstract: Intrahepatic cholestasis of pregnancy (ICP) is a liver disease specific to the middle and late sta-
ges of pregnancy. Its pathogenesis involves abnormal bile acid metabolism, inflammatory response, and im-
mune imbalance. In recent years, the PGRN-TNF axis composed of the protein progranulin (PGRN) and
tumor necrosis factor (TNF) has gradually attracted attention for its regulatory role in ICP. This article sys-
tematically reviews the expression characteristics of PGRN at the maternal-fetal interface and in the liver,ex-
plores its potential role in alleviating the pathological process of ICP through mechanisms such as antagonizing
TNF signaling.regulating immune cell polarization,and protecting the function of bile acid transporters,and
further analyzes the therapeutic prospects of engineered PGRN-derived molecules that target the TNF path-
way through multiple receptor intervention. This provides a new perspective for the study of the inflammatory
immune mechanism of ICP and offers a reference for individualized intervention. Currently, clinical research
related to ICP is still scarce. In the future,it is necessary to deepen the translational value of the PGRN-TNF
axis in the development of diagnostic markers and targeted treatment for ICP by combining technologies such
as biosense and single-cell sequencing.
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