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We had been identified two host factors (gene A, gene B) involved in HCV propagation by using
RNAI screening. In this study, we generated gene-deficient Huh7 cells or mice by CRISPR/Cas9
system and confirmed Gene A or Gene B knockout Huh7 cells severely impaired HCV propagation,
suggesting that Gene A and Gene B are important for HCV life cycle. Furthermore, we showed that
both of Gene A knockout mice and Gene B knockout mice are significantly resistant to high-fat
diet-induced liver steatosis. Furthermore, We showed that liver injury by using CCL4 induced
suppression of expression of Gene A and that knockout of Gene A in Huh7 cells impaired
tumorigenesis in nude-mice. Our data indicated that Gene A and Gene B might be a good target for
treatment not only of chronic Hepatitis C but also of non-viral liver diseases such as steatosis.

Next, we previously found that the number of dendritic cells (DCs) in Hepatitis C patients was
significantly lower than that in healthy volunteers. In this study, we determined the number of DCs
before or after DAAs treatment. We found that treatment with DAA significantly increased the
number of DCs in Hepatitis C patients. We also confirmed that the DAA treatment restored the
production of IFNa produced by pDCs stimulated with TLR9-ligands. Our data indicated that DAA
treatments could restore the number of DCs and also enhance the function of DCs in Hepatitis C

patients.
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