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active for you..This subproject is one of many research subprojects utilizing the resources provided by a Center
grant funded by NIH/NCRR. Primary support for the subproject and the subproject's principal investigator may have
been provided by other sources, including other NIH sources. The Total Cost listed for the subproject likely
represents the estimated amount of Center infrastructure utilized by the subproject, not direct funding provided by
the NCRR grant to the subproject or subproject staff. Chronic inflammatory diseases such as rheumatoid arthritis
(RA) present with progressive tissue destruction in the joint. In this disease the synovium becomes infiltrated by a
variety of inflammatory cells, including macrophages and neutrophils, which secrete matrix-degrading enzymes
such as collagenase, cathepsin G, elastase, and acid proteinases. MMP-1, -2, and -3 are up-regulated in the
synovium in RA as well as other inflammatory disease conditions. This proposal addresses the role of macrophages
in the synthesis and secretion of MMP-1, -2, and -3 in RA and the effect of high mobility group box 1 (HMGB1) on
these cells. HMGB1, a non-histone nuclear protein, is a cytokine that is passively released from nucleated cells
during necrosis. We have previously shown that at sites of synovial inflammation or injury, HMGB1 is expressed by
macrophages and appears to be critically important in the stimulation of inflammatory cells by bacterial cell wall
components. In this study, we have utilized a murine collagenase (MMP-1)-transgenic model of RA to investigate the
role of macrophages in HMGB1-induced pro-inflammatory cytokine production, and the effect of HMGB1 on
macrophages from arthritic joints. Studies are underway to monitor the state of synovial inflammation and to
determine the effects of HMGB1 on pro-inflammatory and matrix degrading enzyme expression and activation of
fibroblasts in
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complications of prematurity, especially respiratory disease and related complications, and of institutional care. This
paper discusses a course of parenteral and enteral nutrition, respiratory management, and weaning from

respiratory support of preterm infants, based on good general intensive care practice. Any treatment is based on
assessment of the severity of illness as judged by the presence of illness or severity and persistence of symptoms.
For a stable patient, the use of medical means can be decided before the need for active respiratory support. For a
patient in respiratory distress, the choice of ventilatory method depends on the pulmonary status and severity of

the disease, and on the presence of or the need for associated cardiovascular compromise. The nutritional support
and respiratory treatment of such patients can be decided only after the pulmonary condition has been stabilized

and the cardiovascular status has been stabilized and investigated. Preterm infants who are experiencing
respiratory distress or under respiratory support can be successfully treated by prompt, efficient resuscitation using
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