ENSEMBLE MODELLING THE DISORDER-TO-ORDER TRANSITION OF 4E-BP2
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Abstract ENSEMBLE Fast Floppy Tail (FFT) ENSEMBLE Modelling of the Phosphorylated 4E-BP2

Hierarchical phosphorylation of the disordered 4E-BP2 protein stabilizes a binding incompatible 4-

stranded beta domain. Ensemble descriptions of both phosphoforms were calculated, restrained using { Having applied the ENSEMBLE method to the phosphorylated state using a
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Small-angle X-ray scattering (SAXS), single-molecule Forster Resonance Energy Transfer (SmFRET) ~ 3 & Y ‘ Re;alélr(nasr:derﬁi:ilxisze ‘ TraDES initial pool to sample from, fits to experimental values (smFRET, FCS,

between residues 32 and 91 was used as validation. SAXS-only restrained conformational ensembles

CS, PRE) were quite poor, despite utilizing SAXS, PRE and CS data as restraints.

were calculated using ENSEMBLE [1] with a TraDES]|2] generated initial pool. The back-calculated FRET
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efficiencies of these ensembles were not in agreement with experimental values. A new Rosetta-based
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model FFT method. [6]
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4E-BP2 forms a beta-sheet structure from residues P18-R62 when phosphorylated at five different sites (purple)
The labelling positions for FRET studies are shown in blue (donor: Alexa 488, acceptor: Alexa 647).
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The canonical and secondary sites where 4E-BP2 binds to elF4E are shown in green. 10! 10! . )
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