©
2017 2019

CoP1

Reprogramming of metabolic networks in COP1l-mediated oncogenesis
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An E3 ubiquitin ligase COP1 targets several factors that are involved in

tumorigenesis and metabolism for degradation. We aimed how cancer-initiating cells acquire a
specific energy metabolic system essential for their proliferation in the process of cellular
transformation by investigating the COP1' s activities linking both tumorigenesis and metabolism.

Several important results were obtained in this study. The Tribl1-COP1 ligase complex targets a
group of the metabolic enzymes including ACC as well as C/EBPalpha, a transcription factor
regulating myeloid differentiation, for degradation during myeloid leukemogenesis. The stable
expression of an ACC mutant, which was resistant to degradation, suppressed Tribl-COP1-induced
?rowth:promoting activity in a primary bone marrow culture and delayed the onset of acute myeloid_
eukemia (AML) in mouse models. The up-regulated expression of these enzymatic factors has potential
as a strategy for cancer therapy.
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