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under the name " Stronghold" and it must be. Currently known Hidden Achievements in BTD6.Mycobacterium tuberculosis

appears to have a higher initial colonization, pulmonary infiltration and early induction of lung damage than the gram-negative
bacteria Pseudomonas aeruginosa. We have demonstrated that recombinant human tumor necrosis factor (TNF) produces a

rapid killing of M. tuberculosis in vitro and that 6 x 10(6) units of TNF induce massive, transient lung damage and can induce a
lethal pneumonitis in immunocompetent rabbits. In contrast, we have found that a lethal dose of TNF in rabbits is considerably
lower for P. aeruginosa. We propose to continue our studies of the mechanism by which human TNF is protective against M.

tuberculosis and P. aeruginosa infection and to extend these studies to other mycobacteria and gram-negative bacteria. We will
use the following approaches to assess the protective activity of TNF: (1) The mechanism of the protection will be studied in

mice infected by intratracheal instillation of M. tuberculosis. We will investigate TNF-sensitive mechanisms of initial
mycobacterial clearance, including increased macrophage uptake of bacteria, changes in the macrophage respiratory burst, and

changes in circulating neutrophils. In addition, we will study the roles of interferon-gamma, nitric oxide, and defensins in
modulating the bacterial clearance by alveolar macrophages. (2) The induction of lung damage will be examined in mice

infected with M. tuberculosis by morphologic, histologic, and physiologic examination. We will assess the level of toxicity of
TNF by investigating the induction of extravascular fluid accumulation, changes in lung permeability, and increase in

pulmonary vascular pressure. (3) We will evaluate the role of TNF in the mechanisms of susceptibility of rabbits and guinea
pigs to M. tuberculosis infection. A mouse model of disease will be used to evaluate the roles of TNF in susceptibility to

infection. By comparing rabbit and guinea pig pulmonary responses to infection, we will try to determine the role of TNF in the
pathogenesis of M. tuberculosis in the lung.Prognostic factors for penile skin metastasis in patients with prostate cancer. We

evaluated the risk factors for skin
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