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[ Abstract] Currently, polymyxin (polymyxin B and colistin) is the last antibiotic used to
treat multidrug resistant Klebsiella pneumoniae, especially after carbapenem-resistant Klebsiella
pneumoniae (CRKP) emerged. Nevertheless, with reports of polymyxin resistance in clinical
isolates increased gradually, it posed a great challenge to clinical treatment. Klebsiella pneumoniae
plays an important role in the process of polymyxin resistance in Klebsiella pneumoniae,
mediating polymyxin resistance by modifying lipopolysaccharide (LPS), mgrB negative feedback
regulators, and efflux pumps through two-component regulatory systems (TCSs). This article
provides a theoretical basis for the study of polymyxin and the discovery of potential drugs for
clinical relevant Klebsiella pneumoniae infection by reviewing the basis of signal transduction,
activation conditions, and feedback pathways through which overexpression of TCSs leads to
changes in the minimum inhibitory cocentration (MIC) value of Klebsiella pneumoniae, and

elaborating the mechanism of TCSs leading to resistance of Klebsiella pneumoniae to polymyxin.
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