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Development of anti-Group A streptococcus antibiotics having effect of limiting the
emergence of multi-drug resistance.
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The virulence of S. pyogenes is enhanced by toxins like NADase. S. pyogenes addit
ionally express the SNI, which forms an inhibitory complex with NADase. SNI is a target for the developmen
t of novel antimicrobials functioning by blocking the bacterium®s self-immunity to the NADase toxin. Recen
t study has shown the crystal structure of NADase-SNI complex to understand the physical basis for NADase
inhibition by SNI. We have exploited the conformational information required SNI to bind to NADase to deve
lop novel SNI inhibitors that block immunity of S. pyogenes to NADase and unleash the toxicity of NADase.
We have explored the release of NADase toxicity by expressing dominant negative mutants of NADase. Some do
minant negative mutants partially inhibited SNI function, resulting in unleashing the weak toxicity of NAD
ase. These results suggest that we should understand more physical basis, particularly in the interaction
of NADase-SNI, to improve dominant negative mutants of NADase.
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