S1 Tex. Comparison and selection of cruzain crystal structures

The pairwise RMSD analysis of cruzain structures showed small differences between
crystal coordinates (S2 Fig). The observed deviations arise mainly from loop motions of
the protein structures and not from large-scale movements. This fact indicates the stability
of cruzain structure, notwithstanding the presence of dissimilar ligand scaffolds within its
active site in the aforementioned structures. Consequently, the selection of the five
structures for further structural analysis was based mainly on the following conditions:
(1) relatively-large pairwise RMSD values, (ii) different experimental sources and (iii)

high resolution (<2.5 A).

In the 2D-RMSD matrix (S2B Fig), the structures 1-5, 16-22 and 35-47 have the
greatest pairwise RMSD values. In the 1-5 range, all the structures, except for 1aim, were
obtained in the same study. From the previous structures, lewp was selected because it
has the best resolution (1.75 A). In the 16-22 range, 3iut and 3i06 were selected since
they have the best resolutions (1.2 A and 1.1 A respectively) and were determined in
different studies. In addition, laim and 2aim were reported in the same work, but we
selected 2aim because it has greater pairwise RMSDs. Finally, the structure 1me4
(resolution 1.2 A) was chosen given its usage in previous simulations conducted by
Durrant et al. [1]. Structures corresponding to 37-47 range were discarded because of

their low resolution.
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