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A novel metabolism-targeting therapy of pulmonary neuroendocrine tumors.
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Small-cell lung cancer (SCLC) accounts for about 15% of human lung
cancers, and patient prognosis in these cases is poorer than that of patients with other lung
cancers. Although recent genomic studies show simultaneous bi-allelic inactivation of TP53 and RB1
in human SCLC, these studies reveal few driver mutations in SCLC that could be therapeutically
targeted.

I% this study, we tried to develop a novel strategy to treat SCLC by targeting their metabolic
vulnerability. We found that SCLC survival and/or proliferation are highly dependent on the NAD
biosynthesis, hence vulnerable upon inhibition of the pathway. We have (1) validated the efficacy of

the NAD—tar?eting therapy in mouse preclinical models, (2) evaluated the molecular details of SCLC
metabolic vulnerability, (3) evaluated SCLC dependency to three NAD precursors in culture.
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