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Elucidation of the ubiquitination pathway mediating recruitment of SLX4 during
ICL repair
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Mutations in the SLX4 gene cause Fanconi anemia (FA-P). SLX4 encodes a large

scaffold protein that possesses ubiquitin-binding domain and contributes to DNA interstrand
crosslink (ICL) repair. Its recruitment to DNA damage site is required for ICL repair, and is
mediated by an unidentified ubiquitination pathway.
To elucidate mechanisms to recruit SLX4 to the ICL lesion, we first determined SLX4 amino acid
residues essential for the recruitment during ICL repair. Using GFP fusion with this region of SLX4,
we carried out siRNA screening to find novel factors that are required for SLX4 recruitment to
damage site and identified E3 ubiquitin ligase RNF168, which is known to function in DNA repair
pathways. However, any components of the FA core complex or FANCD2 were not found as a hit candidate
in our screening. Thus we concluded that SLX4 might be recruited to ICL site by a mechanism

dependent on RNF168-mediated ubiquitination but independent on the canonical FA pathway during ICL
repair.
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