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Figure 1

1 Ser130 T fl 5k A7 (0 05k X 2% (2.3 F12.7 A), FF Ak
RPN R AR, 5 Tyr105 RAE -r B GAEH, X
HEHR RN 8 ) s ik . 2 RAE Y 6 5 K Ht
TEM-1 B- N B i B () & 4 45 #4) BBl (Ness S, Martin
R, Kindler AM, et al. Structure-based design guides the
improved efficacy of deacylation transition state analogue
inhibitors of TEM-1 beta-lactamase. Biochemistry, 2000,
39: 5312-5321).
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Figure 2 The chrystallography of active site of TEM-1 f-lac-

tamase in complex with compound 6. The phenylacetamido group

in 6 is shown in blue. Hydrogen bonds are shown as dotted lines
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(a) Schematic of the experimentally determined acylenzyme complex showing the active site interactions considered to play a

key role in the binding of the TEM1 f-lactamase with penicillin G, and upon which the designs of the transition state analogue inhibitors

were based. (b) Compound 6 deacylation transition state designed to mimic the binding patterns depicted in (a)
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Figure 3 Schematic of the binding mode of 10 to binding site of

f-lactamase
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Figure 4 Chrystallography of vaborbactam bound to CTX-M-15 (a) and AmpC (b)



