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Figure S4. Structural comparison of TcdA and MoeB. (a) Superposition of a TcdA monomer (green) and
MoeB-MoeD (light and dark shades of grey; PDB 1JWA [1]). (b) Superposition of a TcdA dimer (chains in
green and grey) with MoeB (brown; PDB 1JWA [1]), highlighting the similar E1-like fold as well as the
differences in fold topology and metal binding sites. K™ and Zn*" are shown as a purple or gray spheres,
respectively. (¢) Detail of the superposition of the divergent C-terminal domain of TcdA with that of MoeB,
highlighting the major structural differences. In particular, differences in the strands B5, f6 and B7 are
responsible for the organization of two new metal-binding sites absent in all known El-like activating
enzymes, a K™ ion binding per TcdA chain and an interfacial Na” pocket. Missing residues in mobile loops

are indicated by dashed lines.
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