Genotypic and phenotypic analysis of the NS5B polymerase region from viral isolates
of HCV chronically infected patients treated with Bl 207127 for 5 days’ monotherapy
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e The NS5B-containing DNA product was used for direct population-based sequencing of e Chimeric HCV subgenomic replicons constructed from baseline NS5B polymerase and

FIGURE 5. Susceptibility of NS5B chimeric replicons to Bl 207127 and IFN-a, and fold change in EC, between Day 1 and Day 6 among placebo controls and Bl 207127-treated patients
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acid substitutions as the predominant variants in the patient samples. NS5B capacity in the phenotyping assay (Figure 4) NR, no replication (levels of replication activity below the limit for EC_, determination)

phenotyping of baseline and posttreatment samples revealed that the five viral ~ 57 NS5B were phenotyped at baseline (27 GT-1a and 30 GT-1b)

isolates encoding P495 changes exhibited up to 400-fold decreased susceptibility to : ] ) — the average susceptibility of each baseline NS5B polymerase sample to BI 207127 is
Bl 207127 FIGURE 1. Workflow for genotyping and phenotyping of viral HCV NS5B from plasma samples expressed as fold-shift relative to the WT control values of 23 and 11 nM for GT-1a ) ) o ) ]
: and 1b non-chimeric GT-1a and GT-1b replicons. The values are distributed over a ¢ All resistant mutants were identified in GT-1b infected patients

FIGURE 7. Clonal sequence analysis of sample 1,200-8 at baseline, Day 6 and Day 14
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