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Introduction ITC data suggest that variants disrupt BRCA1-PALB2 Variants display changes in thermodynamic

_ o o binding interaction to varying degrees properties
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M1400T shows altered binding mode and show reduced binding « BRCA1 M1400T appears to bind to WT PALB2, but the binding interaction is altered, which may indicate

an altered cancer risk. PALB2 variants, L24F and K30N, show reduction in binding affinity to a lower
degree relative to other variants, consistent with a previous cell-based study on K30N and its ability to
bind to BRCA1 for HR [3]. Future studies should investigate these variants in vivo to determine if the
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