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The target gene of Ube3a is implicated in transcriptional regulation
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UBE3A is a responsible gene for the pathogenesis of Angelman syndrome (AS),

a neurodevelopmental disorder. Since UBE3A encodes an E3 ubiquitin ligase, several targets have been

identified including synaptic molecules. Although proteolysis occurs mainly in the cytoplasm, UBE3A

localizes not only 1n the cytoplasm but also in the nucleus. In fact, UBE3A has been classically
known as a transcriptional regulator of nuclear receptor family. However, the function of UBE3A in
the nucleus remains unclear especially in neurophysiology. Thus, we focused on the involvement of
UBE3A in transcription in the nuclei of neurons. Genome-wide transcriptome analysis revealed that
downstream of Interferon Regulatory Factor (IRF) was changed in UBE3A-deficient AS model mice. In
vitro biochemical analyses further demonstrated that UBE3A could enhance IRF-dependent
transcription. These results suggested the novel function of UBE3A as a transcriptional regulator of

immune system in brain.
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