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Developing a method for evaluating variants of uncertain significance in humans
based on protein structures
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In this research project, | tried to develop a method to evaluate the
functional impacts of missense variants without certain clinical significance. For this purpose, 1
analyzed a spatial arrangement of residues surrounding a reference amino acid residue on a protein
structure and found that different tendencies in those environments between the residues with known
pathogenic and neutral variants. | also found a trend that the structural environments between amino
acid replacement observed in neutral variants showed a certain similarity compared to those in
pathogenic variants. These results suggest that the structural environment might be useful to
evaluate the functional impacts of variants with uncertain significance.
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