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The mechanisms of steroid resistance in airway epithelial cells in asthma
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To clarify the underlying mechanisms of refractory asthma, | aimed to determine
the role of 11p -HSD2, which oxidizes cortisol to the inactive metabolite cortisone, in airway

epithelial cells in asthma. | also aimed to determine the roles of Ik BNS in allergic airway
inflammation.

I found that HDM-induced airway inflammation was exacerbated but airway hyperresponsiveness (AHR) was
attenuated in mice lacking Ik BNS in non-hematopoietic cells. The induction of Mucbac, a representative
mucin in asthmatic airways, was reduced in Ik BNS-deficient murine tracheal epithelial cells. Moreover,
Ik BNS bound to and activated Mucb5ac distal promoter in epithelial cells. These results suggest that
Ik BNS is involved in the induction of AHR by inducing Muc5ac expression in lung epithelial cells and
that Ik BNS-Mucbac axis in lung epithelial cells could be a therapeutic target for asthma. 1 am
investigating the role of 113 -HSD2 in asthma by generating lung-specific 11p -HSD2-deficient mice.
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