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Abstract Summar

Background: R7128 is a prodrug of PSI-6130, an oral cytidine nucleoside
analog polymerase inhibitor, currently in development for the treatment of
HCV. This multiple ascending dose study assessed safety, tolerability,

Demographics and Clinical Safety
® Baseline demographics were similar across groups (Table 1)
® No serious adverse events were reported. No subjects

Figure 1. Plasma HCV RNA: Mean Log, (IU/mL) Change

) Table 3. Summary of Antiviral Activity at Day 15 by Cohort
from Baseline

® A mean 2.7 log,, decline and maximum 4.2 log,, decline was
demonstrated following 14 days of monotherapy

pharmacokineticg, andlpreliminary antiviral activity of R7128 in subjects with discontinued R7128 due to an AE 750mg QD  1500mg QD  750mg BID  1500mg BID ® R7128 was generally well-tolerated and demonstrated no
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® No trends in laboratory abnormalities were noted, and no g
3 subjects receiving 1500mg QD, 13 AEs in 4 subjects receiving 750mg BID Yy . ' ) 1500 mg BID >1.0 log,, reduction 30f8 7 0of 8 80f 8 8 of 8
and 14 AEs in 4 subjects receiving 1500mg BID. The most frequently treatment emergent grade 2 or higher labs were reported. et i n (%) 37.5% 87.5% 100% 100%
reported AEs for patients receiving R7128 were headache (13), dry mouth ® Of those receiving R7128 with abnormal ALT at baseline, 8 -3.0 - | - .
(3), nausea (2), fatigue (2), tiredness (2), and upper respiratory infection (2); 78% normalized by Day 14. = Treatment Period E Follow-up Period CO n C I u S | O n S
in subjects on placebo, headache (4) and diarrhea (4) were most commonly ® No clinically sianifi h d fi al T T T T T
reported. Plasma exposure to the prodrug, R7128, was negligible. PSI-6130 o clinically significant changes were reported for serial 0 5 10 15 20 25 30 . .
: ; N ' ; i i i Pharmacokinetics
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AUC exhibited less than proportional increases with increasing daily doses. ® R7128 has provided positive proof-of-concept that a direct

Terminal half-life was approximately 5h for PSI-6130 and 20h for PSI-6206,
the uridine metabolite. HCV RNA in R7128 treatment groups declined in a

Table 1. Demographics

Antiviral Activity

Oral dosing with R7128 resulted in dose-dependent but not
dose proportional exposure to PSI-6130, the active moiety.

acting antiviral can deliver sufficient antiviral potency via
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