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Identification of methotrexate-target protein and molecular mechanism of
anti-inflammatory action
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Low-dose methotrexate (MTX) is the anchor drug for the treatment of
rheumatoid arthritis (RA) among disease-modifying anti-rheumatic drugs. Although low-dose MTX
therapy has been proven clinically effective in various autoimmune diseases, its precise mechanisms
of beneficial action in the therapy for a wide variety of immunological disorders remain less clear.

Herein, we report identification of a novel MTX-target protein by a drug affinity chromatography
using MTX-coupled sepharose for elucidation of the molecular mechanism of anti-inflammatory action
of low-dose MTX. The X-ray crystal structure and isothermal titration calorimetry data reveal the
the specificity of interaction between the isolated target protein and MTX.
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Interaction analysis of anti-rheumatic drug methotrexate and

macrophage migration inhibitory factor
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