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Abstract (300 word limit)
[image: ]Statement of the Problem: Carbapenem-resistant Klebsiella pneumoniae (CRKP) strains belonging to sequence type 258 (ST258) are frequent causes of hospital-associated outbreaks. This genetic lineage emerged several decades ago and remains a major global health care challenge. Neutrophils (PMN) are the first line of defense against bacteria. The comprehension of how CDKP interacts with PMN may lead to the delineation of clinical strategies in order to diminish the incidence of this bacterium. Methodology: to determine whether the rapid dissemination and persistence of CRKP ST258 could be related to mechanisms of immune evasion, we evaluated if CRKP induced a differential response in PMN, compared to another opportunistic pathogen. We evaluated different parameters of activation in human isolated PMN challenged with a local clinical isolate of CRKP ST258 or Escherichia coli ATCC 25922 (Eco). Findings: PMN were unable to produce reactive oxygen species (ROS) and neutrophils extracellular traps (NETs) in the presence of CRKP, whereas Eco induced a robust response. Both bacteria were equally phagocytosed, and induced other non-bactericidal functions in PMN. CRKP survived and grew in the presence of PMN whereas Eco did not. CRKP also inhibited ROS generation and NETosis induced by other agonists, including Eco. Using bacterial extracts we demonstrated that a polysaccharide component of CRKP-LPS was, in part, responsible for ROS, but not for NETosis inhibition. The addition of exogenous ROS using different sources did not restored NETosis in the presence of CRKP, indicating that the bacterium is inhibiting PMN-bactericidal responses at different points. An animal infection model of i.p. administration of bacteria showed that CRKP disseminated to and persisted in different organs at day 7, whereas Eco was efficiently cleared. Conclusion & Significance: CRKP shows evasion strategies specifically aimed at avoiding bactericidal responses of PMN, and this may favor dissemination and persistence of bacteria in the host. 
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