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Protective roles of BLT2 receptor in epithelial barrier function
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To investigate the roles of BLT2 in epithelial barrier function, we used

atopic dermatitis model and acute lung injury model.

Atopic dermatitis model: BLT2-deficient mice exhibited higher transepidermal water loss and were
more sensitive to epicutaneous sensitization. Our data using BLT2-overexpressing cells and primary
keratinocytes showed that 12-HHT/BLT2 enhances epithelial barrier function by increasing CLDN4
expression via the Ga 1 protein-p38 MAPK pathway. Acute lung injury model: Intratracheal injection
of PLY caused lethal acute lung injury in BLT2-deficient mice, with evident vascular leakage and
bronchoconstriction. Large amounts of cysteinyl leukotrienes were detected in PLY-treated lungs.
PLY-dependent vascular leakage, bronchoconstriction, and death were markedly ameliorated by
treatment with a CysLT1 antagonist. Treatment of mice with NSAIDs inhibited the production of 12-HHT
and increased the sensitivity toward PLY, which was also ameliorated by the CysLT1 antagonist.
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