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Supplementary Figure 6. Amino acid sequence alignment of select BIA N-methyltransferases characterized in vitro.
Protein sequences were obtained by translation of nucleotide sequences deposited in Genbank (accession numbers listed
in Supplementary Table 1) and aligned using Clustal Omega under default parameters (Chojnacki et al., 2017). Major
domains and key residues are adapted from structural studies of TfPavNMT and CjCNMT (Torres et al., 2016; Bennett et
al., 2018). Residues shaded in yel/low form hydrogen bonds (directly or water-mediated) with SAM/SAH. Residues shaded
in grey form part of the dimerization interface. Residues shaded in cyan interact with the alkaloid substrate. Residues
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shaded in red contribute to catalysis and/or hydrogen bond with the target nitrogen atom. Residues shaded in purple
contribute to positioning the active site gate upon substrate binding. Secondary structure is given according to DSSP
analysis of CGCNMT (Touw et al., 2015). “X” indicates residues subjected to mutational analysis. Percentage identities
are provided in Supplementary Figure 2.
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