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            Abstract
The human Rad50/Mre11/Nbs1 complex (hR/M/N) functions as an essential guardian of genome integrity by directing the proper processing of DNA ends, including DNA breaks1. This biological function results from its ability to tether broken DNA molecules2,3. hR/M/N's dynamic molecular architecture consists of a globular DNA-binding domain from which two 50-nm-long coiled coils protrude. The coiled coils are flexible4 and their apices can self-associate5. The flexibility of the coiled coils allows their apices to adopt an orientation favourable for interaction. However, this also allows interaction between the tips of two coiled coils within the same complex, which competes with and frustrates the intercomplex interaction required for DNA tethering. Here we show that the dynamic architecture of hR/M/N is markedly affected by DNA binding. DNA binding by the hR/M/N globular domain leads to parallel orientation of the coiled coils; this prevents intracomplex interactions and favours intercomplex associations needed for DNA tethering. The hR/M/N complex thus is an example of a biological nanomachine in which binding to its ligand, in this case DNA, affects the functional conformation of a domain located 50â€‰nm distant.
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                    Figure 1: 
                        Time-resolved high-resolution AFM images of the hR/M complex in buffer.
                      [image: ]


Figure 2: 
                        Effect of nucleotide cofactor binding on the orientation of hR/M coiled coils.
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Figure 3: 
                        hR/M binding to DNA induces a parallel alignment of the coiled coils.
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Figure 4: 
                        Mesoscale conformational change in hR/M/N upon DNA binding and its implications for DNA-end tethering.
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