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            Abstract
Ataxia-telangiectasia mutated (ATM), ataxia-telangiectasia and Rad3-related (ATR) and DNA-dependent protein kinase catalytic subunit (DNA-PKcs) are members of the phosphoinositide-3-kinase-related protein kinase (PIKK) family, and are rapidly activated in response to DNA damage. ATM and DNA-PKcs respond mainly to DNA double-strand breaks, whereas ATR is activated by single-stranded DNA and stalled DNA replication forks. In all cases, activation involves their recruitment to the sites of damage. Here we identify related, conserved carboxy-terminal motifs in human Nbs1, ATRIP and Ku80 proteins that are required for their interaction with ATM, ATR and DNA-PKcs, respectively. These motifs are essential not only for efficient recruitment of ATM, ATR and DNA-PKcs to sites of damage, but are also critical for ATM-, ATR- and DNA-PKcs-mediated signalling events that trigger cell cycle checkpoints and DNA repair. Our findings reveal that recruitment of these PIKKs to DNA lesions occurs by common mechanisms through an evolutionarily conserved motif, and provide direct evidence that PIKK recruitment is required for PIKK-dependent DNA-damage signalling.
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                    Figure 1: The extreme C terminus of Nbs1 constitutes a conserved ATM interaction motif.[image: ]


Figure 2: ATM association with sites of DNA damage requires its interaction with Nbs1.[image: ]


Figure 3: A functional Nbs1â€“ATM interaction is required for ATM phosphorylation events and checkpoint functions.[image: ]


Figure 4: The PIKK interaction motif of Ku80 is required for DNA-PKcs activation.[image: ]


Figure 5: ATR-mediated signalling depends on the C-terminal PIKK interaction motif of ATRIP.[image: ]
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