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Abstract: Objective To investigate the potential mechanism of hepatitis C virus (HCV )regulation of A-
DARI to evade innate immunity. Methods The mRNA levels of inflammatory factors and interferons, the se-
cretion level of IFNY and the replication level of HCV were detected after knockdown of ADARI1 by siRNA
(knockdown group) or GFP (control group). mRNA levels and protein levels of ADARI1 were detected after
HCYV infection of Huh7 cells (HCV group) or not (MOCK group) ,as well as promoter activity of ADARI.
The miRNA of ADAR1 was predicted online by miRDB. After HCV infection of Huh7 cells, the expression
levels of the above miRNAs were detected. The expression levels of ADARI1 were detected after overexpres-
sion of differential miRNAs or negative control (control). Results Compared with control group,knockdown
group showed increased expression of mRNA levels of both inflammatory factors and interferons,increased se-
cretion levels of IFN7Y,and decreased replication levels of HCV (P<C0. 05). Compared with MOCK group, A-
DARI increased significantly in HCV group at both mRNA level and protein level (P<C0. 05). However, there
was no significant change in the promoter activity of ADAR1 (P >>0. 05). miRDB online analysis identified a
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variety of miRNAs that potentially target ADARI. hsa-miR-613, hsa-miR-206, hsa-miR-135b-5p, hsa-miR-
135a-5p,hsa-miR-6803-5p, hsa-miR-4530, hsa-miR-3915 expression levels decreased with statistically signifi-
cant differences (P<C0. 05). After overexpression of the above miRNAs, hsa-miR-135b-5p and hsa-miR-135a-
5p were able to reduce the expression of ADARI1 at the mRNA level compared with control group (P<<0. 05).
Compared with control group,the expression level of ADAR1 decreased,the secretion level of IFNY increased,
and the replication level of HCV decreased (P <C0. 05) after overexpression of either hsa-miR-135a-5p or miR-
135b-5p. Compared with control group,knockdown of hsa-miR-135a-5p or miR 135b-5p, the expression level
of ADARI increased,the secretion level of IFNY decreased, and the replication level of HCV increased (P <<
0. 05). Conclusion After HCV infection, the expression levels of hsa-miR-135a-5p and miR-135b-5p in Huh?7

cells, which target the 3'-terminal non-coding region of ADARI mRNA decreased, followed by an increase in

the expression level of ADARI1,suppressed host innate immunity and promoted HCV replication.
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