©
2020 2022

COP1 ACC

Reprogramming of ACC lipid metabolic pathways in COP1-mediated oncogenesis
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An E3 ubiquitin ligase COP1 targets several factors that are involved in
tumorigenesis and energy metabolism for degradation. We identified fatty acid synthesis enzymes
acetyl-CoA carboxylase (ACC) as a target of the COP1-Tribl ligase complex and investigated how
cancer-initiating cells acquire a specific energy metabolic system essential for their proliferation

in the process of cellular transformation with leukemic mouse models.

The COP1-Tribl complex-mediated ACCl degradation results in an excessive supply of cellular energy,
which is utilized to reduce ROS levels for cell survival and differentiation block in
leukemia-initiating cells. An ACC1l mutant resistant to degradation inhibited the COP1-Tribl-driven
cell growth and promoted the terminal differentiation, thereby suppressing myeloid leukemia
development. The upregulated expression of these enzymatic factors has potential as a strategy for
cancer therapy.
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