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The elucidation of the mechanism of multi-step hepatocarcinogenesis via whole
genome sequence and organoid culture technology
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In the current study, we demonstrated the genetic landscape of multistep
carcinogenesis in NIN-HCCs through comprehensive genetic analysis with multiregional WGS. We found
that well-differentiated HCC already bears various genetic aberrations including point mutations,not

only point mutations but also STVs and hypermethylation of the TERT promoter region occurred as the
trunk events in HCC, indicating that cellular immortalization by TERT aberration
could be the key driver event in the initiation step of hepatocarcinogenesis.In addition, in the
progression phase of hepatocarcinogenesis, a particular tumor cell among the immortalized cellular
population newly acquires several genetic aberrations involved in some oncogenic pathways and
evolves from slow growing
tumor cells to rapid-growing malignant cells, resulting in the formation of an inner aggressive HCC
nodule.
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