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Background: R7128 is a potent nucleoside analog inhibitor of HCV Table 1. Demographics Figure 1. RVR: Percent of Patients with Plasma HCV RNA . . i
polymerase. When administered for 28 days in combination with _ <1g5 IU/mI at Week 4 by Dose Figure 3: Log,, HCV RNA and Race/Ethnicity ® R7128 demonstrated 88% RVR for the R7128 1000mg BID
pegylated interferon and ribavirin, R7128 at 1000mg to 1500mg BID Demographics Placebo | 500mgBID | 1000mg BID | 1500mg BID and 85% RVR for the R7128 1500mg BID dose groups as

resulted in an >85% RVR. N=18) | (N=20) (N=25) (N=20) compared to the expected 10% RVR in the placebo+SOC

Treatment, baseline viral load, and race/ethnicity were
\“L“'% significant contributors to the analysis model evaluating
change in HCV RNA

When R7128 is added to SOC, responses are more
consistent across the race/ethnicities versus placebo + SOC
No significant effects of viral subgenotype, weight, or gender
on HCV RNA reduction at Week 4 were noted in those
subjects who were randomized to R7128 + SOC

No dose-related changes in terms of safety and tolerability
were noted

Methods: The current trial is designed to evaluate R7128 with 180ug
peginterferon alfa-2a (PEG-IFN) and 1000-1200mg ribavirin (RBV) for

88% 85%
! = ! N : Female 3 8 4
28 days in treatment-naive, HCV+ G1 patients. 25 patients (20 active /5 80
placebo) in Cohort 1 received R7128 500mg BID/placebo with PEG- Age(median yrs) 475 475 45.0 51.0 0
IFN+RBYV; 25 patients (20 active /5 placebo) in Cohort 2 received
R7128 1500mg BID/placebo with PEG-IFN+RBV. 31 patients (25 active Weigh(median kgs) g6 854 o1 863 e
16 placebo) in Cohort 3 received R7128 1000mg BID/placebo with PEG- BMI (median kg/m?) 26.4 27.1 244 27.9 50
IFN+RBV. US|_ng an an_alysns of variance metho_d, amodel was fitted to Caucasian ) e 21 T w©
look at reductions in viral load at day 29. Baseline HCV RNA, Hispanic 3 3 4 30%
race/ethnicity, HCV genotype, weight, BMI and gender were evaluated African American 5 0 5 0 18.75%
along with randomized treatment. Asian 0 1 0 2
Other 1 0 1
Results: 81 subjects were randomized across the 3 cohorts: Analysis o
of variance was performed on Week 4 HCV RNA change from baseline

Male 13 12 18 16 %0
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controlling for different factors such as race/ethnicity, baseline, Genotype 1a o s » s H

. ~ Genotype 1b 5 5 7 5
treatment, sex, weight, and genotype. In patients randomized to Placebo  500mg BID  1000mg BID 1500mg BID CO nc | usions
receive SOC, 3 (Caucasian) patients in 15 (20%) achieved RVR. In
Cohort 1 (R7128 500mg BID) RVR rates were 45% for the Caucasian Baseline HCV RNA 6.30 621 6.22 611 Figure 2. HCV RNA by Viral Subgenotype _
subjects, 25% for Latinos, 0% (0 of 3) for AA, and 0% Other. In Cohort (median logy, IU/mi)
2 (R7128 1500mg BID) RVR rates were 90% for the Caucasian subjects,
86% for Latinos, 50% (1 of 2) for AA, and 100% (1 of 1) Other. Two Median Log,, HCV RNA Subgenotype 1a Median Log,, HCV RNA Subgenotype 1b . g X
subjects were omitted from this analysis: 1 discontinued therapy on 1" i I R7128 ha§ (}lemons?ri}ted that §hort lerm treatment W't_h a
Day 24, and 1 with poor venous access resulting in no Week 4 data. . X . Sy T et vt potent antiviral admm'StEVEd_ with SOC in tre_atment—n_awe
HCV genotype, Weight, BMI and gender were not significant © Each Cohort enrolled 25-31 patients with chronic genotype O v subgenotype 1a and 1b subjects, can result in RVRs in 85-
predictors of antiviral response. No serious adverse events were 1a/lb HCV infection 88% of subjects, without any significant safety signals in
reported, and no differences in AEs were noted by race/ethnicity. ® Baseline characteristics including baseline HCV RNA were of s

addition to those anticipated with SOC

Ethnicities less susceptible to SOC alone demonstrated
significant antiviral responses when R7128 1000mg BID or
R7128 1500mg BID was part of the regimen. Larger studies
are indicated to more fully characterize the potential of
R7128 in different populations

similar across all treatment groups
The adverse events reported by >30% subjects were ‘|
headache, fatigue, myalgia and nausea. There were no
dose-related differences in AE severity or organ system
One serious adverse event was reported for subjects on o

Conclusions: R7128 administered in combination with PEG-IFN/RBV
for 28 days demonstrated clinically significant antiviral potency
regardless of race/ethnicity, with a numerical improvement in RVR
rates in Latino patients who received R7128 1500mg BID. Further
studies are planned to fully characterize the incremental benefit of

R7128 over SOC with longer durations of treatment in in these sub- R7128: suicidal ideation. This subject had a history of bipolar o ) P .
populations. disorder and previous suicidal ideation prior to IFN treatment | — HCV-+ patients with historically lower likelihood of response
L N . " 4 0 1§ KON OB & & W to PEG-IFN/RBV may have an opportunity for improved
® No significant differences in safety laboratory abnormalities SVR with addifion of R7128 in longer-term studies
across doses or between active R7128 and placebo were Placebo=[J]  500mg BID =[] 1000mg BID =[] 1500mg BID=[] . meboumd e gt 8 heich
noted ebound viremia after discontinuation o ighlights
|\/| et h (0] d S © No clinically significant changes were noted in vital signs; no ® A majority of subjects receiving 1000 or 1500mg BID+SOC the impact of the nucleoside inhibitor on those patients who

changes were reported for serial ECGs and no QTc achieved an RVR, with no apparent difference based upon were less likely to have responded to current standard-of-

care, PEG-IFN/RBV

R7128 in 28-day studies provides appropriate potency and
safety to progress to Phase 2b studies to determine the
duration of triple therapy necessary to improve SVR rates in

HCV subGT-1a appears to respond more quickly to
R7128+SOC compared to subGT-1b
This difference in time to <15IU/mL may correspond to more

Study Design

® R7128 or placebo was co-administered with P_EG—IFN Table 2. Most Commonly Reported Adverse Events rapid viral rebound following R7128 discontinuation at the HCV genotype la/b treatment-naive patients
(P?gasys":’) and RBV (Copegus®) for 28 days in 81 treatment (% Subjects within cohort) by Treatment end of the 4-week treatment period
naive subjects with chronic HCV genotype 1 ® Further studies are required to fully explore this potential
©® Randomized treatments included three oral doses of R7128: difference
500mg, 1000mg, or 1500mg BID Adverse Event Placebo 500mg | 1000mg 1500mg AC k n OWI ed g m e n ts
© Within each cohort, subjects were randomized to receive ANEMIA 213%) 4(20%) | 5(20%) 4(20%) ) )
R o oo |20 o B ee | afge ’OF"“CV Patients with HCV RNA <15 IU/mL Who
aseline in Log
?afetylAssessmenlts ) . RNA 10 Maintain HCV RNA <15 [U/ml at 4 Weeks " " " ; ; ’ ; ® The contributions of the investigators, study coordinators,
Physical exams, vital signs, clinical laboratory assessments, CHILLS 2(13%) 420%) | 7(28%) 8(40%) after Discontinuation of R7128 ¢ ’ " » * - = “ = and especially the patients who participated in the study are
[
ECGs, and adverse events DIARRHEA 2(13%) 5(25%) | 520%) 4(20%) gratefully acknowledged
PK and PD Assessments DIZZINESS 3(19%) 3(15%) 3(12%) 5(25%) Greater than 90% of °

Covariates Pr>F 100 subjects whose HCV African Americans on placebo + SOC had no

® Full PK profiles were obtained for R7128 on days 1 and 28, FATIGUE 6(38%) 220%) | 13(52%) 9(45%) reatment o000 zsyAlv:é:;;lsnleLym:y meaningful HCV RNA reductions in HCV DI S C | O S u res
RBV on day 28, with additional PK samples collected on days HEADACHE os6%) 1365%) | 15(60%) 1575%) HCV RNA <15 IU/mL at RNA

2,4/5,7,10/11, 14, 17/18, 21, 24/25, and 29 aseine v Lowa | oowre |2 Sucomion No apparent differences in HCV RNA I
©® HCV RNA was evaluated at Screening and on days -14, -1, 1, INJECTION SITE 8

Genotype 07512 reduction across race/ethnicity with respect to
2,4/5,7,10/11, 14, 17/18, 21, 24/25, 28, 35, 42, 49, and 56 ERVTHEVA 0% S0 S0k 0% cox 06086 0 R7128 1000mg BID or 1500mg BID Maribel Rodriguez-Torres - Grant/Research Support: Pharmasset;
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