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Inhibitor Screening of Capsular Polysaccharide
Synthesizing Enzyme CapF from Staphylococcus aureus
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The enzyme CapF is essential for synthesizing capsular polysaccharide of Staphylococcus aureus,
and reduces its substrate by oxidizing NADPH [1,2]. Interestingly, the affinity of CapF for
NADPH is approximately 100-hold higher than that for NADP*. In addition, it has been reported
that NAPDH binding to Ps3aHSD [3] or SDRvv [4] form helical structures, that have a similar
function of the enzyme activity in CapF. Therfore, we had a hypothesis that the recognition ability
of CapF is caused by its loop structure of CapF near the NADPH-binding site of one. Here, we
performed a small-compoud screening to search a inhibitor for synthesizing capsular
polysaccharide by regulating the significant recognition ability of CapF based on the hypothesis.

To find the specific binder to CapF, a hit screening based on a Fragment library (FBDD) is carried
out using surface plasmon resonance and enzyme activity assay. We obtained some compounds in
each screening assay. These compounds were characterized by the some assays such as
does-dependent binding assays and calorimetric analyses.
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