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Search for novel glaucoma therapeutics by high-throughput screening of
antioxidants.
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From about 6,000 compounds, we evaluated whether they could inhibit NF-kB
activity without showing cytotoxicity using reporter assay, and narrowed down the candidate
compounds to less than 10. We confirmed that the compound #38 inhibited most the production of
inflammatory cytokines in BV2 cells. Using immunostaining and Western blotting, we evaluated
phosphorylation and nuclear translocation of NF-kB in BV2 cells after LPS stimulation, found that
the compound #38 suppressed these reactions. The amount of intracellular calcium in BV2 cells was
significantly increased by LPS stimulation. However, the compound #38 significantly inhibited
intracellular calcium influx. The compound #38 showed no cytotoxicity and no proliferative activity
against BV2 cells at optimal concentrations with anti-inflammatory activity.
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