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Investigation on efficacy of folic acid in methotrexate-induced lung injury for
development of pulmonary administration of folate
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Effect of folic acid (FA) and the intratracheal administration on
methotrexate (MTX)-induced lung injury was examined. We have found that MTX-induced
epithelial-mesenchymal transition (EMT), which is closely related to pulmonary fibrosis, was
completely suppressed by the co-treatment with FA, which effect may be based on an inhibitory effect

of FA on increase in secretion of EMT-inducing factors from MTX-treated cells. In mouse models,
furthermore, intratracheal administration of FA tended to ameliorate MTX-induced inflammation in the

lungs. These findings suggest high efficiency of FA in MTX-induced lung injury, and provide
significant basic information to develop novel dosage form of FA in clinical use.
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