SUPPLEMENTARY FIGURE 1 A structure-based sequence alignment of PepcA with Pepc
from E. coli (Protein Data Bank entry 1jqn) and Z. mays (1jqo) was generated with Strap.[1]
Representative archaeal PepcA sequences were subsequently added to the alignment. The
Sulfolobus acidocaldarius PepcA is sensitive to inhibition by aspartate; the
Methanothermobacter thermautotrophicus PepcA is not. The secondary structure derived from
the X-ray coordinates is shown for C. perfringens PepcA above the alignment, and for Z. mays
Pepc below the alignment. Residues missing from the electron density are shown in lighter
colors (for example the residues involved in HCO3™ binding are missing from all three X-ray
structures, at positions corresponding to 349-353 in the C. perfringens sequence). The insertion
beginning at C. perfringens residue 360 is present only in PepcA sequences from C. perfringens,
Methanopyrus kandleri, Methanosarcina mazei, Methanosarcina barkeri and Methanosarcina
acetivorans. In the line highlighting residues discussed in the text, active-site residues are red;
allosteric-site residues are green. Hisl1 and Arg246 (His138 and Arg587 in E. coli numbering)
in orange are in the active-site of the R-state; in the E. coli T-state His138 and Arg587 are not
positioned in the active-site (Arg587 forms part of the allosteric inhibitor-binding site). Lys340
in dark blue is the residue in the proposed aspartate-binding site of PepcA responsible for
determining the sensitivity of members of the PepcA family to inhibition by aspartate. Arg344
and Arg390 in light blue are in the active-site and are also part of the proposed aspartate-binding

site in PepcA.
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