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Based on comprehensive genome and transcriptome analysis, we established
aggressive subtype hepatocellular carcinoma (HCC) cell line by tro53 knockout and MYC
overexpression. This cell line showed abnormal cell cycle, and syngeneic mice model showed rapid
tumor progression. We performed immunohistochemistry for resected tumor. It revealed immune-cold
tumor microenvironment and abnormal vessel structure named vessels encapsulating tumor clusters
(VETC). We also performed treatment of lenvatinib for this tumor. Lenvatinib disrupted the formation

of VETC and induced tumor infiltrating lymphocytes. These results indicated that MYC-associated
hepatocellular carcinoma showed immune-cold tumormicroenvironment, and lenvartinib may regulate the
formation of VETC, resulting in the improvement of the efficacy of immune checkpoint inhibitors.
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