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Cellular context-dependent consequences of Apc mutations on gene regulation and
cellular behavior

Hashimoto, Kyoichi
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The spectrum of genetic mutations differs among cancers in different organs,
implying a cellular context-dependent effect for genetic aberrations. However,the extent to which
the cellular context affects the consequences of oncogenic mutations remains to be fully elucidated.
We reprogrammed colon tumor cells in an ApcMin/+ mouse model,in which the loss of the Apc gene plays

a critical role in tumor development and subsequently,established reprogrammed tumor cells(RTCs).
The redisruption of Apc in RTC-derived differentiated cells resulted in neoplastic growth that was
exclusive to the intestine,but the majority of pretumoral microadenomas.These results highlight the
significant influence of cellular context on gene regulation,cellular plasticity,and cellular
behavior in response to the loss of the Apc function.Our results also imle that the transition from

microadenomas to macroscopic tumors is reprogrammable,which underscores the importance of
epigenetic regulation on tumor promotion.
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