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Mechanisms and targeted therapeutics for inflammatory lung diseases associated
with changes in the hyaluronan environment.
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In this study, we examined the mechanism by which an abnormality in the

asthma susceptibility gene HAS2, originally discovered by our laboratory, forms a refractory chronic
eosinophilic airway inflammatory pathology using HAS2-deficient mice. We found that Has2
dysfunction in the chronic eosinophilic arrway inflammation pathology in mice leads to severe
eosinophilic airway inflammation, worsened airway remodeling such as goblet cell hyperplasia, and
impaired endoplasmic reticulum stress response, forming a pathology refractory to steroid therapy.
The results also suggest that anti-IL-17 antibody combination therapy may be effective in the
treatment of this refractory condition. These results indicate that Has2 dysfunction is involved in
the pathogenesis of refractory eosinophilic airway inflammation.
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