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When growing in mosaic tissues, cells with extra Drosophila Myc expression exhibit




“super—competitor” behavior that enables them to kill their wildtype neighbors and
overtake the tissue. Here we have explored the basis for super—competitor status of
dMyc—expressing cells during cell competition. We find that expression of dMyc, like
c—myc, induces metabolic reprogramming resembling the Warburg effect, which is balanced
by homeostatic metabolic functions of p53. However, in mosaics, confrontation between
dMyc—expressing and wildtype cells heightens the metabolism of dMyc cells and leads
pb53—-dependency for their clonal expansion, viability, and super—competitor status. We
propose that confrontation with WT cells increases the fitness of dMyc cells and that
p53 functions as a sensor of these fitness differences. Oncogenic activation can lead
to metabolic changes that are physiologically important for tumor progression, and our

data suggest that confrontation of incipient tumor cells and non—tumorigenic neighbors

within a tissue may actually promote tumorigenesis.
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