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Molecular basis of tumorigenesis of pulmonary neuroendocrine cancer via REST and
MYT1L
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We succeeded transformation from lung adenocarcinoma (AC) cell to
neuroendocrine carcinoma (NEC) cell by artificial inactivation of RB1, TP53, and REST genes followed
by transgene of ASCL1 and POU3F4. Since it had been reported that not only REST but also MYTIL are

associated with neuroendocrine differentiation, we further investigated how these two
transrepressors cause transformation from AC to NEC. Consequently, it was clarified that MYTLL does
not affect the transformation and that REST inactivation is caused by epigenetic alteration
(hypermethylation and histone deacetylation) of the promoter and binding of neuroendocrine
cell-specific micro RNA to the 3"-untranslated region.
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