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Figure S2: Histograms of the RMSD from native (left) and Q (right) for conformations in the free state (black) or
HIF-1 or CITED2 bound states (orange and blue, respectively). Dashed vertical lines mark the median values.

Convergence tests for replica exchange molecular simulations

Convergence of the simulations is essential in order to be able to obtain reliable estimates of equilibrium properties
of the system from replica exchange MD simulations. We evaluate convergence in our datasets from cumulative
averages of metrics corresponding to the binding of HIF-1 and CITED2 to TAZ1. In Figure S3 we show the
drws for both complexes at multiple temperatures in the range explored in our replica runs. Despite the di Cculky
in exhaustively sampling the ternary complex, we find that the average values of the drms converge to the mean
values (within error) after 2 s, while the total duration of our REMD runs is 5 s at each temperature. Hence,
we are confident that our simulations are well converged.
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Figure S3: Cumulative averages at multiple temperatures of the dgrms for intermolecular contacts of the HIF-1 -
TAZ1 (top) and CITED2-TAZ1 (bottom) complexes. We show the block average with errors indicated as +/- one
standard deviation as dashed lines and bands with the same colour code, respectively.






