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            Abstract
Emerging evidence supports the concept that T helper type 17 (TH17) cells, in addition to mediating autoimmunity, have key roles in mucosal immunity against extracellular pathogens. Interleukin-22 (IL-22) and IL-17A are both effector cytokines produced by the TH17 lineage, and both were crucial for maintaining local control of the Gram-negative pulmonary pathogen, Klebsiella pneumoniae. Although both cytokines regulated CXC chemokines and granulocyte colonyâ€“stimulating factor production in the lung, only IL-22 increased lung epithelial cell proliferation and increased transepithelial resistance to injury. These data support the concept that the TH17 cell lineage and its effector molecules have evolved to effect host defense against extracellular pathogens at mucosal sites.
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                    Figure 1: Primary HBE cells express IL-22R, and stimulation with IL-22 and IL-17A leads to the upregulation of host defense genes and increases clonogenic frequency.[image: ]


Figure 2: IL-22 expression is elevated in mice infected with K. pneumoniae, and neutralizing IL-22 leads to decreased bacterial clearance from lung and spleen.[image: ]


Figure 3: IL-22 and IL-17A regulation of pulmonary cytokines and chemokines in K. pneumoniae infection.[image: ]


Figure 4: IL-22 production in vivo requires IL-23.[image: ]


Figure 5: Il23aâˆ’/âˆ’ mice rescued with IL-22, IL-17A and both cytokines have augmented Cxcl1, Cxcl2 and Cxcl9 expression in airways and alveolar epithelium.[image: ]


Figure 6: IL-22 augments the antimicrobial activity of MTEC cells in vitro.[image: ]
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