
P4. A new approach for Helicobacter pylori eradication: In vivo 
assessment of novel flavodoxin inhibitors efficacy 
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The highprevalence of antimicrobial resistance is a current challenge associated with high 
morbidity and mortality, which appears to be increased over time. One of the most common 
antibiotic resistant pathogens is Helicobacter pylori, Hp, which colonises the gastric mucosa of 
more than half of the human population. The majority of Hp-infected patientsare clinically 
asymptomatic individuals, but some of them develop gastritis, peptic ulcers and even gastric 
cancer, as well as extragastric diseases such as diabetes, anaemia or hepatic, neurodegenerative 
and cardiovascular disorders. As previously mentioned, increasing H. pylori resistance to 
antibiotics used in conventional treatments constitutes an important health problem, which 
requires the development of new anti-Hp drugs, without disrupting the gastrointestinal microflora. 
That is why some essential proteins of H. pylori, such as its flavodoxin (Hp-Fld), have been 
proposed as specific targets. Under the hypothesis that small molecules could bind to a distinct 
pocket created in the Hp-Fld and thus inhibit this vital enzyme, we have recently synthesized new 
potential antimicrobials by derivatization of three previously identified flavodoxin inhibitors. 
Their bactericidal effects, which were tested by MIC determination, indicated the good in vitro 
activity of some of these new compounds. According to its MCC values, most of them also 
exhibited a decreased toxicity toward HeLa cells when comparing with lead inhibitors. What is 
more, efficacy testing in mice showed promising effects for some of these new compounds, which 
reached improved eradication rates. In accordance with all these results, it is remarkable the anti-
Hp potential of these new analogues. In any case, further research is needed in order to establish 
the mechanism of action of these new compounds and improve its pharmacokinetic properties. 
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