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theme of this research is to study the peptide mediators of inflammation, and their role in
maintaining immunological homeostasis and in the pathogenesis of inflammatory disease states,
including cancer. We have adopted the bovine granulomatous lung disease as a model system to

investigate both the regulation of in vivo and in vitro granuloma formation and the effects of
chemical modification upon the peptides produced during the evolution of a granuloma. Despite the

fact that the in vivo granuloma response does not appear to be dependent on humoral immune
mechanisms, the in vitro granuloma cell system is quite sensitive to immunosuppressive and

immunomodulatory agents such as cyclosporine, cortisone and colony-stimulating factors. We are
investigating the effects of such agents on the kinetics of granuloma formation in vivo as well as the
composition of the granuloma cell culture system. In addition, the objectives of this research are to

identify the peptides (such as LL-37) produced by granuloma cells and at what rate they are
released, and to ascertain their functional role in the inflammatory response. We have shown that

immunosuppressive agents cause a rapid depletion of granuloma cells and a decrease in the overall
release of peptides into the culture supernatant. We have also shown that incubation of

supernatants from immunosuppressed cultures with fractionated medium from either normal or
immunosuppressed cultures increases granuloma cell viability and migration, as well as causing a

rapid release of radiolabelled peptides. The generation of
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