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Establishment of novel therapeutic strategies against cancers via identification
of neosubstrate of IMiDs
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We have identified aromatase as a neo substrate of cereblon responsible for
thrombocytopenia induced by IMiDs; IMiDs promote the recruitment of aromatase to cereblon, resulting
in the degradation of aromatase in a proteasome-dependent manner, and the degradation of aromatase
lead to the inhibition of proplatelet formation (PPF), an essential step for platelet production in
human. Since aromatase represents a critical therapeutic target for postmenopausal breast cancer, we
sought to establish a novel therapeutic strategy against breast cancer using IMiDs as a degrader of
aromatase. Furthermore, we also tried to identify another neo substrate of cereblon to explain the
pleiotropic effect of IMiDs, and identified “ molecule X’ as a neo substrate of cereblon

responsible for IMiDs-induced thrombosis.
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