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Investigation on steroid resistant airway inflammation
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Severe asthma is characterized by steroid resistance. In order to analyze

the cellular and molecular mechanisms of steroid resistance expressed in Th cells, steroid sensitive
(SS)/resistant (SR) Th clones were established from D011.10 transgenic for OVA-specific T cell

receptor. When SS/SR Th clones were transferred to naive mice, SS/SR eosinophilic inflammation of
the lung was induced upon OVA challenge. Several cytokines and molecules were differentially
expressed and controlled by dexamethasone between SS and SR Th clones. Among some kinases, agent A,
a T cell-selective kinase inhibitor, inhibited proliferation of SR Th clones in vitro, and SR
eosinophilic inflammation in vivo. SS eosinophilic inflammation was also synergistically inhibited
by the same agent in_the presence of dexamethasone. Thorough discovery molecules responsible for
steroid resistance will help our understanding and overcoming severe inflammatory disorders.
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