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Elucidation of pathophysiology and development of novel therapeutic strategies in
obesity-related severe asthma.
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To provide the novel therapeutic strategies for obesity-related severe asthma, we
investigated the pathophysiology of a murine allergic asthma model with high-fat diet-induced obesity
(DI10). Compared with the lean mice, the DIO mice exhibited increased airways inflammation and airway
responsiveness to Mch after antigen challenge. Bronchoalveolar lavage fluid and lung Th2 cytokine
expression was increased in the DIO mice. In perirenal adipose tissue in the DIO mice, an increase in
adiponectin mRNA expression and decreases in leptin, TNF-a, MCP-1, IL-10 mRNA expressions were observed,
whereas, a remarkable increase in TNF-a mRNA expression and a remarkable decrease in IL-10 mRNA
expression were observed after antigen challenge. These results suggest that the interaction between
functional change of visceral adipose tissue and allergic airways inflammation may play an important role
in the development of obesity-related severe asthma, providing new therapeutic targets for severe asthma.
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