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Conservative estimates place chronic obstructive pulmonary disease (COPD)
as the world’s fifth most prevalent disease. Emphysema, a component of
COPD, is characterized as the dilation of airspaces distal to the terminal
bronchiole due to the destruction and irreversible loss of alveolar septa
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Macrophages  Neutrophis  Lymphocytes M10lECUIAr pathways. Many mechanisms of disease development have been
postulated, including the infiltration of inflammatory cells and an imbalance

T between proteases (such as elastase) and protease inhibitors. Analysis of lung

lavage fluid from smokers and patients with emphysema reveals an increased

proportion of inflammatory cells, such as macrophages and neutrophils,
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10 capable of secreting tissue-damaging proteases. COPD can be modeled in
mice by alternate exposure to LPS or elastase. LPS serves as an inflammatory
0 Ro% agent recruiting proinflammatory neutrophils and monocytes, whereas

elastase acts to directly weaken the integrity of the lung parenchyma, together
culminating in pathologic and physiological changes characteristic of COPD in
humans.
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¢ Lung function studies (compliance, resistance, elasticity, total lung volume)
Histological analysis

e Determination of cellular infiltrate into the airways

¢ Measurement of disease biomarkers

Quantitative PCR analysis of tissue cytokines and chemokines

20-31 days dependent upon experimental readouts
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