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During microbial nfection, neutrophis (polymorphonuclear feukacytes; PMNS) activats dendritic
calls (DCs). However, eary reports ilustrated that neutrophi-derived medistors may suppress.
responses to mitogens. In the present study, we investigated the mechanism used by PHNS to
modulate the immunostimulatory abilty of DCs. Autologous syngeneic PMNs decreased T-cel
profiferation induced by allogensic OCS. Culturs supematant (CS) derived from PMIS als
Gecreased allostimulation abiity of immature DCs and increased the expression of transforming
growth factor (TGF)-betal on DCs. A TGF-batal monaclonl antibody, 4 CD0 manoclanal
Sntibody, or 3 serine protease inhibitor reversed the effect of PMN CS on OC alostimulatory abiity.
Furthermore, elastase reproduced the inhibitory effect of PMN CS on DC alostimulatory abilty and
the TGF-betal production. The role of elastase was confimad by examining PMN CS flom two
patients with Cyclic neutropenia, 3 disease dus to mutations in the neutrophil lastase gene.
These PMIN CS samples had rediced elastase activity and wers unable to ncrease DC TGF-betal
production. Morsover, elastase and PMI Ca induced ksppabalpha degradation i DCS, We
Conclude that PMNs decrease OC allostimulatory abilty via production of slastase leading to a
Switch of immature DCS into TGF-betal-Secreting calls
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