2019 2021

Elucidate the refractory mechanism for obese asthma and its therapeutic targets.
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The present study revealed the importance of autophagy in obese asthma. The
obese asthma model was created by high-fat diet and HDM sensitization. House dust mite (HDM)
-sensitized Atg5-/- obese mice exhibited marked eosinophilic inflammation and airway
hyper-reactivity (AHR), compared to wild-type (WT) obese mice. Analyses of Atg5-/- obese mice showed

increased levels of Th2 cells but not ILC2s together with elevated expression of Th2 cytokines in
the lung. The genetic analyses of epithelial cells from HDM-immunized Atg5-/- obesity-induced mice
showed an elevated expression of TSLP (thymic stromal lymphopoietin) and IL33. Notably,
HDM-sensitized Atg5-/- mice developed TSLP- and 1L33-dependent eosinophilic inflammation and AHR.
Our results suggest that autophagy contributes to the exacerbation of eosinophilic inflammation in
obese asthma. Modulations of autophagy may be a therapeutic target in obesity-associated asthma.
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