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Superoxide dismutase (SodB) of H. pylori plays an indispensable role in the
development of drug resistance against metronidazole. The activation of SodB requires Fe2+ supply through
FecAl, suggesting that FecAl is a possible target for a novel eradication therapy. By in silico
screening, we explored FecAl-binding compounds and identified nordihydroguaiaretic acid (NDGA), that
reduced intrabacterial Fe2+ levels and SodB activity and then increased the H202 sensitivity to the same
levels observed in fecAl-deletion mutants. NDGA decreased the colonization density of H. pylori in the
mouse stomach, indicating the repression of gastric mucosal-colonization of H. pylori via inhibition of
intracellular Fe2+ uptake by FecAl. In addition, NDGA also increased the in vitro H202 sensitivity of
Salmonella typhimurium and enteropathogenic E. coli. These results suggest that NDGA might be effective
for the development of a novel therapy selectively against inflammogenic enteropathogenic bacteria.
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