S2 Text: Validation of the difference in virus entry and production between JFH-1 and Jc1-n
The difference in virus entry between JFH-1 and Jc1-n was validated using the trans-complemented HCV particle (HCVtcp) assay as described [1] (see S2 Protocol). The HCVtcp assay can evaluate the process of HCV envelope-mediated entry followed by RNA replication by detecting luciferase activity at 72–96 h as previously described [1]. The HCVtcp assay used a different construct for the HCV envelope derived from either JFH-1 (JFH-1) or J6 (Jc-1n) strain, enabling us to compare the entry of JFH-1 and Jc-1n, as the replication activity of JFH-1 and Jc-1n was the same. As shown in S3A Fig, luciferase activity driven by the infection of J6 (Jc-1n) was approximately 1.65-fold higher than that driven by JFH-1 infection. Thus, the higher entry activity of Jc-1n than JFH-1 was validated by this independent experiment. 
In addition, differences in virus production between Jc1-n and JFH-1 were validated using a single-round HCV production assay as described [2] (see S3 Protocol). As shown in S3B Fig, levels of Jc-1n RNA released from producer cells were remarkably higher than levels of JFH-1 RNA, which was consistent with our conclusion regarding the more rapid release of Jc-1n progeny viruses compared with JFH-1. 
Early replication activity was examined by detecting the expression of HCV core and NS5A proteins in a single-round HCV production assay at early time points post-transfection with RNA derived from either JFH-1 or Jc1-n (16, 20, 25, and 30 h post-transfection). As shown in S3C Fig, HCV protein production at early time points did not show a clear difference between JFH-1 and Jc1-n. 
As a representative host response against HCV infection, IFN induction/response was examined in Huh7.5.1 cells infected with either JFH-1 or Jc1-n. Expression of representative IFN-stimulated genes, MxA and ISG56, as well as HCV core, NS5A, and actin proteins were detected by immunoblotting. IFN- treatment was used as a positive control for inducing these ISGs. As shown in S3D Fig, ISGs were not induced by infection with either JFH-1 or Jc1-n in Huh7.5.1 cells, as reported previously [3]. 
A recent report showed that HCV particle assembly is modulated by the N6-methyladenosine modification status of HCV RNA and is regulated by m6A methyltransferases (METTLs) and m6A-binding YTHDF proteins [4]. We assessed the expression of METTL14 and YTHDF1, 2, and 3, which regulate N6-methyladenosine modification and HCV particle assembly, in JFH-1- or Jc1-n-infected cells at different infection ages (days 3, 5, and 7). As shown in S3E Fig, expression of these proteins was unchanged by infection age or by infection with any HCV strain.
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