Enterolactone combined with m6A Reader IGF2BP3 inhibits malignant angiogenesis and disease progression in ovarian cancer
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Introduction. Epithelial ovarian cancer (EOC) accounts for >85% of ovarian cancer deaths, featuring late diagnosis, early metastasis, and high recurrence.       Chemotherapy-altered gut microbiota may promote EOC. The m6A reader IGF2BP3 drives tumorigenesis and angiogenesis. Enterolactone (ENL) shows anti-EOC activity, but whether it acts via IGF2BP3 is unknown.

Aims. This study aims to investigate suppressive effects of ENL upon combining with IGF2BP3 on EOC and elucidates the underlying mechanism.
Methods. CCK-8,crystal violet, scratch, Transwell, and tube formation assays assessed proliferation, migration, and angiogenesis. Western blot measured IGF2BP3, VEGF, PI3K/AKT, and their phosphorylation. In xenograft mice, fecal 16S rDNA sequencing analyzed gut microbiota linked to ENL’s anti-EOC effects via IGF2BP3.
Results. In EOC, high IGF2BP3 expression correlates with poor survival. ENL lowers IGF2BP3, suppresses the VEGF/PI3K/AKT pathway, and inhibits tumor proliferation, migration, invasion, and angiogenesis. ENL also improves gut microbiota, especially when combined with shIGF2BP3.
Discussion.  ENL interacts with IGF2BP3 and suppresses its expression in EOC, leading to the deactivation of the 

IGF2BP3-mediated VEGF/PI3K/AKT signaling pathway and the subsequent inhibition of angiogenesis.
Huidi Liu. BJP, 2026,183(5):1153-1170/ Huidi Liu. BJP, 2026, https://doi.org/10.1111/bph.70327/ hdliu@hrbmu.edu.cn

