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To identify the host factors important for hepatitis A virus (HAV% infection
and proliferation, we screened a library of known pharmacologically active compounds with known
target proteins. As a result, we identified loxapine, which is approved by the FDA for the treatment
of schizophrenia. Loxapine is an inhibitor of the dopamine D2 receptor (DRD2), but because its
expression was not observed in hepatocytes where HAV proliferates and replicates, we considered that
it may act without mediated DRD2. Analysis of loxapine-resistant virus mutations suggested that it
acts directly on the HAV 2C protein. Furthermore, the anti-HAV effect of loxapine was observed not
only in cultured cells but also in infected mouse models.
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