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i i _Expression of Pkm2, which diverts glucose-derived carbon from catabolic to
biosynthetic pathways, is a hallmark of cancer. However, Pkm2 function in tumorigenesis remains

controversial. We have long observed that a different Pkm isoform (Pkml) boosts, rather than
inhibits, tumor cell growth in various experimental tumor models. In this study, we found that Pkml
activates autophagy and NAD bio-synthesis, potentially explaining how Pkml confer metabolic
advantages to promote tumor growth cell-autonomously. As such, Pkml overall promotes, rather than
inhibits, tumor cell proliferation. These findings strongly suggest that Pkml and factors related
its activity are potential targets to treat small-cell lung cancer, a cancer for which few druggable

mutations have been identified.
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