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Docking calculations with Autodock 4.2[1]
Methods

The MMP structures, previously aligned and prepared in Maestro with the Protein Preparation wizard as
already described [2], were used as the macromolecules in the ADT interface [1]. The grid box was generated for
each MMP to include the active site of the enzymes. A grid box of dimension X=32, Y=44, Z=48 was centered at
the coordinates: x=66; y=26 and z=29, with a spacing of 0.375. Affinity maps were generated using AutoGrid4 and
the atom types were extracted from ligand PDBQT file.

Docking calculations were carried out for ligands using a Lamarckian genetic algorithm and setting the
maximum number of energy determination to the medium level. Docked geometries with highest calculated
binding energy were analyzed and compared to those obtained with Glide.

Results

Generally, the docked poses obtained with Autodock are comparable to those obtained using Glide and
described in the main text. Principal interactions concerning the zinc binding with one phosphonic group and
occupation of the S1’ site with the long aromatic portion are confirmed. Moreover, Autodock produced poses
showing both geometries observed also in Glide for the bisphosphonic group: with the second phosphonate lining
up with the crystallographic geometry (such as the pose showed in Figure S1) or reaching Leu164 and Ala165 NH.

A comparison between the best docked pose of compound 7 in the MMP-13 active site obtained with Glide
and Autodock is reported in Figure S1, as representative of the whole set of ligands.



Figure S1. Docked pose of compound 7 (stick) in t
atoms) and Autodock (cyan C atoms).
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