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Impaired host response and HCV disturbance of type I/111 IFN signaling are closely
associated with non-response to IFN-based anti-HCV treatment

O0KA, Shinya

4,200,000
HCV DAA
HCV-NS4B  RIG-1 IFN STING NS4B S
TING Cardif/STING NS3/4A RIG-1 IFN-
DAA I IFN SOCS3
IL6 111 IFN (IL28B)  SNP

HCV infection blocks cellular IFN-mediated antiviral signaling through cleavage
of Cardif by HCV-NS3/4A serine protease. Like NS3/4A, we found NS4B protein strongly blocks IFN-(3
production signaling mediated by RIG-1. IFN- promoter reporter assay showed that IFN-B promoter
activation induced by RIG-1 or Cardif was significantly suppressed by both NS4B and NS3/4A, whereas
STING-induced IFN-B activation was suppressed by NS4B but not by NS3/4A, suggesting that NS4B had a
distinct point of interaction. Immunoprecipitation and bimolecular fluorescence complementation (BiFC)
assays demonstrated that NS4B specifically bound STING. Therefore, NS4B suppresses RIG-1-mediated IFN-f3
production signaling through a direct protein interaction with STING. Moreover, we reported
over-expression of IL6, which is inhibitory molecule of type I/111 IFN signaling, and 1L28B (type 111
IFN) SNPs were closely associated with non-response to IFN-based anti-HCV therapy.
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