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Elucidation of the mechanism of action of cereblon modulators on acute
promyelocytic leukemia (APL)
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In this stud¥, we aimed to expand the indication of pomalidomide, which is
approved for the treatment of multiple myeloma. Cereblon (CRBN) is a unique protein that binds to
and recognizes and degrades unusual substrates (neo-substrates), collectively known as cereblon
modulators. 1 had discovered a new neo-substrate for one of the cereblon modulators, pomalidomide.
The gene encoding the neo-substrate has been implicated in acute promyelocytic leukemia (APL), a
blood cancer. The analysis showed that pomalidomide induced the degradation of the new neo-substrate

in a celebron-dependent manner and had an anticancer effect on APL. These results suggest a new
therapeutic approach for APL based on the novel neo-substrate of pomalidomide.
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