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Supplementary Note: Structure-guided sequence alignment of all known PWWP domains in human proteins.
There are over 20 PWWP domain-containing proteins encoded in the human genome that can be categorized into 6
classes. The sequence alignment was first generated by Clustal Omega and then manually adjusted based on known
structures to match the putative DNA interacting basic residues in loop regions at similar positions. Putative DNA
interacting basic residues in the patches 1 and 2 are highlighted in green. Residues forming the aromatic cage for
methyllysine binding are marked with yellow circles. Other conserved residues (mainly in the conserved
hydrophobic core) are colored in grey scale based on the score of conservation.



