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the role of RAGE in COPD
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Pulmonary emphysema is characterized by persistent inflammation and

progressive alveolar destruction. The receptor for advanced glycation end-products (RAGE) is a
multiligand cell surface receptor reported to be involved in the process of acute alveolar
epithelial cell injury. RAGE-sufficient (RAGE(+/+)) mice and RAGE-deficient (RAGE(-/-)) mice were
treated with intratracheal elastase. Neutrophilia in bronchoalveolar lavage fluid was reduced in
elastase-treated RAGE(-/-) mice on Day 4, and was associated with decreased levels of some kind of
cytokines. Static lung compliance values and emphysematous changes in the lung tissue were decreased

in RAGE(-/-) mice on Day 21. Experiments using irradiated, bone marrow-chimeric mice identify the
importance of RAGE expressed on lung structural cells in the development of elastase-induced
pulmonary inflammation and emphysema. Thus, RAGE represents a novel therapeutic target for
preventing pulmonary emphysema.
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Animals: female C57BL/6 and RAGE-/- mice,8-12w

Experimental Protocol:
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Lung compliance: Lung static compliance in anesthetized and
ventilated animals.

Bronchoalveolar lavage (BAL) : Leukocytes were differentiated
and quantified on cytocentrifuged slides.

Cytokine levels in BAL: Levels of cytokines measured by ELISA.
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Morphometric assessment (HE)
-day21-

5 o4
IS

(B) RAGE-/ Saline

2P PNy
0
i

(D) RAGE-/- PPE

RAGE
RAGE

PPE
RAGE KO

RAGE
RAGE
RAGE KO

RAGE

Analysis of irradiated chimeric mice
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Emphysema requires the receptor for
advancec glycation endproducts
triggering on structural cells.
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