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The ubiquitin-proteasome system regulates various biological phenomena b
performing selective proteolysis. Ubiquitinated substrates are directly recognized and degraded gy
the proteasome directly. However, it is gradually becoming clear that various interacting proteins
that interact with the proteasome in a transient and sub-stoichiometric manner can positively or
negatively regulate the proteasomal degradation cycle. We found that several disease-related
ubrquitin ligases, such as the ubiquitin ligase E6AP (responsible for Angelman syndrome, autism, and
cervical cancer), interact with the proteasome through comprehensive analysis of proteins
interacting with the proteasome. They found that E6AP interacts with a domain of unknown function of
Rpn10 (ubiquitin receptor) and is involved in the degradation of abnormal proteins. Furthermore, we
found that the ubiquitin ligase UBE3B also interacts with the novel binding domain of Rpnl0.
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