Electronic Supplementary Material (ESI) for MedChemComm.
This journal is © The Royal Society of Chemistry 2016

Supporting Information

List of PDB used to retrieve the SAM binding conformation. The Protein Data Bank (www.rcsb.org/pdb) was

interrogated at the time of experiments (May 2015). All human proteins binding to the SAM methyl donor
were downloaded and used to the aims of this research work. In detail, following PDBs were used:

1NC6,! 1ZQ9, 2B9E, 2G72,2 2NYU, 2P02, 2R3A,3 3A7E, 3CKK, 3G07, 307W,* 300l,5 30PE,6 3Q0W,” 3QWP,
3QXY,® 3RCO, 358P,% 3SMT, 3TG4,10 4A6D,'! 4A6E,'! 418, 4JLG,12 4KTT,3 4N49,4 4NDN,' 4PCU,'S 4UUU,
4XUD,Y" 4XUE,Y 4YZ8.

Self-Docking of S-adenosyl-L-homocysteine (SAH) into G9a. To monitor the efficacy of the programs selected
for conformational analysis and molecular docking (OMEGA and FRED from OpenEye, respectively)'®?? the
crystallographic ligand SAH was self-docked into the PDB structure 3K5K, after removing all crystallographic
small molecules and water molecules. To strengthen the reliability of the self-docking procedure, the
conformation of SAH was generated de novo and not taken from the X-ray structure. Overall, docking was able
to reproduce the crystallographic pose with a good precision (RMS = 2.42 A). Notably, a high accuracy was
found in docking the adenine aromatic portion (RMSD = 0.35 A), whereas a higher variation was observed in
the docking pose of the homocysteine tail, as shown in the figure S1. This difference may be attributed to the
larger flexibility of the homocysteine moiety than the adenine ring, as well as to the lack of histone tail or small
molecule inhibitors complexed with G9a in our exercise. Indeed, as reported above, these molecules were
removed from the PDB structure to eliminate any possible bias.

\

Figure S1. Self-docking of SAH into the crystallographic structure of G9a. The protein is shown as green lines
and cartoon, crystallographic SAH is shown as green sticks, docked SAH as cyan sticks.
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