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Identification of_EIon%in A target genes and clarification of the mechanisms
governing conversion of the Elongin complex from its elongation factor to its
ubiquitin ligase form
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Elongin A (EloA) performs dual functions as the transcriptionally active
subunit of RNA polymerase 11 (Pol I1) elongation factor Elongin and as the substrate recognition
subunit of an ubiguitin ligase (E3) that ubiquitylates Pol Il in response to DNA damage. In this
study, we first identified Hox genes as the targets of elongation factor EIoA. We also investigated
the mechanisms governing conversion of the Elongin complex from its elongation factor to its E3
form. Assembly of EloA into the E3 was strongly induced by DNA-damaging agents; and a -amanitin, a
drug that induces Pol 11 stalling; and by other various stimuli. In addition, we demonstrated (i)
that EIoA and the E3 subunit Cul5 associate in cells with the Cockayne syndrome B (CSB) protein,
(ii) that this interaction was also induced by DNA-damaging agents and a -amanitin, and (iii) that
CSB protein promotes stable recruitment of the EIoA-E3 to sites of DNA damage.
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