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Identification of compounds that selectively inhibit rabies virus replication

Ogawa, Kenji
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Rabies virus phosphoprotein (P protein) play an important role in the virus
replication and suppression of host immunity. We focused on the P protein as a drug target, and
established assay for measuring (1) P protein dimerization, and the interaction between the P
protein and (2) rabies virus nucleoprotein and (3) host dynein L chain based on the split-luciferase

complementation assays. The assays can be adapted to a high-throughput format to identify novel
anti-rabies virus compounds. We next examined the relationship between the dimerization and
immunosuppressive activity of P protein. The split-luciferase assay and Western blotting revealed
that a mutant P protein in which Tyr-128 was substituted with Ala (Y128A) was defective in
dimerization. However, the Y128A mutant P protein has the immunosuppressive activity comparable to
the wild-type P protein. Thus, different functional domains of the P protein may be responsible for
the dimerization and immunosuppressive activity.
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