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Figure S1. Sequence alignment for ECDXR and MtDXR, showing ~40% identity and 69% similarity.
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Figure S2. (A) Aligned crystal structures of ECDXR:1 (PDB code: 2EGH, in purple) and MtDXR:1
(PDB code: 2JCV, in green); (B) Close-up view of the superimposed active sites. Mg®* is shown as a

pink and Mn?* as a brown sphere.

Page S3



Figure S3. (A) The overall structure of the MtDXR:4 complex as a homodimer; (B) Monomer A
containing 4 (ball & stick model), Mn®* (brown sphere) and NADPH in the active site, with a “closed”
flexible loop (residues 198-208) highlighted as a blue curved line; (C) Monomer B containing SO4*
(ball & stick model), Mn?* (brown sphere) and NADPH in the active site, with an “open” flexible loop

shown in blue. There is one molecule of 4 non-specifically bound on the surface of monomer B.
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Figure S4. (A) The 2F,-F electron density map of (R)- and (S)-4, Mn®*, and three metal-coordinating
residues Asp151, Glul53 and Glu222, contoured at 1o; (B) The F,-Fc omit map of (R)- and (S)-4,

contoured at 3c.

Page S5



Ser152(A)

Asn209(A)
et205(A)

Asn218(A)

Alal76(A) —— yﬂ-‘i[/ %5::03

Pro265(A)

Figure S5. Ligplot interaction diagram for (R)-4 in MtDXR.
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