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Solution NMR study of low-affinity protein complexes involved in interorganelle
contacts
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The ER membrane protein VAP is known to bind to a variety of amino _acid
sequences called FFAT-like motifs. This interaction is involved in the formation and function of
membrane contact sites between the ER and other organelles. In this study, we analyzed the
interactions between VAP and nine different FFAT-like motifs using solution NMR. The results showed
that the FFAT-like motifs bind to the FFAT motif-binding site of VAP with dissociation constants in
the millimolar range. It was found that the phenylalanine and alanine residues, which bind to the
hydrophobic pocket of VAP, are important for the binding of FFAT-like motifs. Additionally, we
developed software to analyze small chemical shift perturbations.
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