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568 patients from the BOSON study were included in this analysis. This includes everyone for whom we could generate HCV whole genome
sequences.

61 patients were excluded from this analysis as they were not infected with HCV subtype 3a. This was done to limit the impact of virus
population structure on our analysis, as HCV is a highly diverse pathogen.

We attempted to replicate our viral genome wide association study in a cohort of 144 patients. Overall, the effect size estimates were similar
for three of the four candidate sites, but they had larger confidence intervals due to smaller samples sizes and additional DAA's used in the
therapy, this meant they did not reach statistical significance. For the in-vitro work, one experiment which included 4 replicates was
performed for each virus.

We are not performing a clinical trial study, but are analysing data that was generated as part of a clinical trial. The outcome of interest was if
individuals in the study were cured of the virus or not and if any virus amino acid changes are associated with this outcome. The potential
confounders were accounted for by including covariates that are potentially associated with outcome (INFL4 genotype, cirrhosis, gender,
previous IFN-based treatment and log10 of baseline viral load) in our viral genome wide association study model.

NA. There was no group allocation in our study.

Huh 7.5 originally sourced from Charles Rice's lab at Rockefeller University.

The cell line was not authenticated, however Huh7.5 and (and few derived clones) is the only cell line susceptible to HCV,
thus contamination with other cell lines is unlikely.

Cells were regularly tested to check that they were free of mycoplasma contamination using a commercially available kit
(Universal Mycoplasma Detection Kit

Catalog Number 30-1012K, ATCC)

No commonly misidentified cell lines were used in the study




