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Lung carcinogenesis by genetic reconstitution using organoids derived from
normal lung 1n mice
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i o We aimed to establish the 3D-cultured cells (organoids) from normal lung
tissues in mice and to construct an in vitro model of lung carcinogenesis using genetic

reconstitution, which is transduction by shRNAs of tumor suppressor genes (TSG) using lentivirus.
From the examination of culture conditions, it was suitable for lung organoids culture to the
addition of inhibitor X related to a signal transduction and growth factor Y with proliferative
effect for alveolar cells type Il. These organoids with transduction of TSG shRNAs were injected to
nude mice subcutaneously and developed tumors.

In application to in vitro evaluation system of lung carcinogenesis by chemicals, lung carcinogen C
as positive control is possible dose setting in the combination to chemical exposure. After multiple
exposures, it was formed subcutaneous tumor in nude mice and it was shown to dysplastic features.
It is indicated that dysplastic changes can be an marker for carcinogenic potentials of chemicals.
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