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Identification of CRL4CRBN neosubstrates involved in thalidomide teratogenicity
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Thalidomide, now recognized as an effective anti-myeloma drug, is known for its serious
teratogenicity. A direct target protein of thalidomide, CRBN is a substrate receptor of a CRL4 E3
ligase whose substrate specificity is altered by thalidomide and its analogs. Here we show p63
isoforms as thalidomide-dependent neosubstrates involved in its teratogenic activities. ANp63a and
TAp63a are important for limb and cochlea development respectively. We demonstrate that thalidomide exerts
its teratogenic effects by inducing the breakdown of ANp63a and TAp63a by using zebrafish model. Our results
may contribute to development of new thalidomide analogs without teratogenic activity.
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