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I nhibition of the DNA damage response by deubi qui tinating enzynes
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| reported that ONUBL, a deubiquitinating enzyne, was an inhi bitor of DSB-induced
chronatin ubi qui tination. Surprisingly, we foundthat ONUBL suppressed R\F168- dependent
pol y-ubi qui tination independently of its catalytic activity. OMUBL did so by bindingto
and i nhi bi ti ng UBCL3, the cognate E2 enzyne for R\NF168. Thi s unusual node of regul ation
vas unl i kel ytobelintedtoUBCL3 because anal ysi s of ONUBL- associ at ed prot ei ns reveal ed
that ONUBL bound to E2s of the UBE2D and UBE2E subfamilies. Fnally, ONMUBL depl eti on
nmtigatedthe C8Brepai r def ect associ at edw t h def ective ATMsi gnal | i ng, i ndi catingt hat
phar macol ogi cal targeting of the ONBL-WBCL3 interacti on mght enhance t he DNA danage
r esponse.
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