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We established 40 patient-derived SCLC organoid lines and found by
transcriptome profiling that SCLC organoids are divided into neuroendocrine (NE)-type SCLC and
non-NE-type SCLC, the latter characterized by the expression of YAP1 or POU2F3. We found that
non-NE-type SCLC organoids are dependent on activation of YAP1 and AP1 by IGF-1 and are sensitive to

inhibitors targeting IGF-1, YAP1 and APl. Knockout of TP53 and RB1 in normal human alveolar cells
conferred IGF-1 dependence, validating the association between subtype and phenotype.
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