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Research advances in the mechanisms of Lenvatinib resistance in hepatocellular carcinoma conversion therapy
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Affiliated Hospital of Chengde Medical University, Chengde, Hebei

[ Abstract] Hepatocellular carcinoma (HCC) is one of the leading causes of cancer-related mortality in China, with
most patients diagnosed at advanced stages and thus ineligible for surgical resection. Conversion therapy, employing
combined strategies of targeted therapy, immunotherapy, and local treatment, enables tumor downstaging in initially
unresectable HCC, potentially rendering patients eligible for curative surgery. Notably, lenvatinib-based targeted therapy
combined with immunotherapy has significantly improved objective response rates. However, resistance mechanisms—
including dysregulation of EGFR, VEGFR, FGFR, and Wnt/ B -catenin signaling pathways—remain a major therapeutic
limitation. Future research should focus on multidisciplinary strategies to overcome drug resistance and optimize
personalized treatment, thereby improving patient outcomes.
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