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Demographics and Clinical Safety
Baseline demographics were similar across groups (Table 1)
No serious adverse events were reported. No subjects 
discontinued R7128 due to an AE.
There was no trend of drug or exposure-related AEs.
The placebo group reported the highest number of AEs with 
34 events in 7 of 8 subjects.
The most commonly reported AEs are summarized in Table 
2: a majority were mild in grade.
There were no clinically significant changes noted in the vital 
sign parameters across the treatment groups. 
No trends in laboratory abnormalities were noted, and no 
treatment emergent grade 2 or higher labs were reported.
Of those receiving R7128 with abnormal ALT at baseline, 
78% normalized by Day 14.
No clinically significant changes were reported for serial 
ECGs, including no QTc prolongation beyond 500ms.

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, 
pharmacokinetics, and preliminary antiviral activity of R7128 in subjects with 
HCV genotype 1 infection.
Methods: Multiple oral doses of R7128 monotherapy were administered for 
14 days to 40 HCV-infected patients (n=10 per cohort with 8 active + 2 
placebo) of 750mg QD, 1500mg QD, 750mg BID & 1500mg BID. PK, safety 
and virology assessments were conducted throughout the study. 
Results: All subjects had HCV genotype 1 (30-1a; 10-1b), had previously 
failed alpha-interferon and were non-cirrhotic. There were no SAEs reported 
and no AEs required dose modification; no clinically significant changes in 
vital signs, ECGs, hematology, renal or other laboratory parameters 
occurred. 18 AEs were reported in 7 subjects receiving 750mg QD, 6 AEs in 
3 subjects receiving 1500mg QD, 13 AEs in 4 subjects receiving 750mg BID 
and 14 AEs in 4 subjects receiving 1500mg BID. The most frequently 
reported AEs for patients receiving R7128 were headache (13), dry mouth 
(3), nausea (2), fatigue (2), tiredness (2), and upper respiratory infection (2); 
in subjects on placebo, headache (4) and diarrhea (4) were most commonly 
reported. Plasma exposure to the prodrug, R7128, was negligible. PSI-6130 
concentrations reached Cmax approximately 2-3 hours after dosing. Cmax and 
AUC exhibited less than proportional increases with increasing daily doses. 
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 
dose dependent manner and reached nadir values at Day 15. The range at 
Day 15 in HCV RNA decrease from baseline in the 1500mg BID cohort was -
1.2 to -4.2 (below the limit of detection).
Conclusion: R7128 monotherapy was generally well-tolerated and resulted 
in significant, dose-dependent suppression of HCV replication following 14 
days of monotherapy. These results support continued development of 
R7128 for the treatment of HCV infection in combination with pegylated 
interferon and ribavirin.

Antiviral Activity, Pharmacokinetics, Safety, and Tolerability of R7128, a Novel Nucleoside HCV RNA Polymerase Inhibitor, 
Following Multiple, Ascending, Oral Doses in Patients with HCV Genotype 1 Infection Who have Failed Prior Interferon Therapy

Table 1.   Demographics

Table 2. Most Commonly Reported Adverse Events 
(>5% of Subjects Overall) by Treatment 

Antiviral Activity

R7128 demonstrated dose-dependent HCV RNA decreases 
through 14 days of monotherapy in all dose groups (Table 3)
Viral nadir occurred at Day 15 with no evidence of clinically 
relevant rebound during therapy (Fig. 1).
HCV RNA values in the placebo group remained at baseline.
The range at Day 15 in HCV RNA decrease from baseline in 
the 1500mg BID cohort was -1.2 to -4.2 log10 IU/mL with this 
subject having HCV RNA below the limit of detection (Fig. 2).
Two subjects with ~1.2 log10 IU/mL decline included a prior 
null responder and a subject with an inadequate IFN response 
at 12 weeks.
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Study Design
Multiple oral doses of R7128 were administered as 
monotherapy to 40 HCV-infected patients
Subjects previously failed an interferon-containing regimen 
with or without ribavirin due to nonresponse or relapse.
10 subjects (8 active and 2 placebo) per cohort 
Dosing regimens included: 750mg QD, 1500mg QD, 750mg 
BID, and 1500mg BID administered orally for 14 days.

Safety Assessments
Physical exam, vital signs, clinical laboratory tests, 
electrocardiograms (ECGs), and adverse events (AEs) 
assessments were performed throughout the study.

Pharmacokinetic (PK) Assessments
Full PK profiles for R7128 (pro-drug), PSI-6130 (parent 
molecule), and PSI-6206 (uridine metabolite) and the 
intermediate form were analyzed on Day 1 and Day 14.
Samples for plasma HCV RNA analysis using the Roche 
Cobas TaqMan (limit of detection <15 IU/mL) and 
resistance monitoring samples were collected throughout 
the study.

Methods

Results Results Results Summary

R7128 has provided positive proof-of-concept that a direct 
acting antiviral can deliver sufficient antiviral potency via 
monotherapy to suppress below the level of detection (<15 
IU/mL) in a prior IFN non-responder population
BID dosing of R7128 was superior to QD dosing in this 
monotherapy trial
Lack of clinical rebound provides early evidence of high 
genetic barrier for nucleoside inhibitors of NS5b polymerase 
The safety and efficacy of this monotherapy study support 
further development of R7128 in combination with the 
standard of care (pegylated interferon and ribavirin)

Conclusions

The contributions of the investigators, study coordinators and 
the patients who participated in the study are gratefully 
acknowledged.
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Figure 1. Plasma HCV RNA: Mean Log10 (IU/mL) Change 
from Baseline

Pharmacokinetics

Oral dosing with R7128 resulted in dose-dependent but not 
dose proportional exposure to PSI-6130, the active moiety. 
Plasma concentrations of the pro-drug, R7128, were below 
the limit of detection for all subjects
The monoester intermediate form was detected only at higher 
doses at tmax in a subset of subjects indicating efficient 
conversion of pro-drug to parent.
The terminal plasma elimination half-life (t1/2) of PSI-6130 was 
~5 hrs, while the t1/2 of the active metabolite, PSI-6206, was 
~20 hrs.

Placebos from each cohort combined
Individual AEs reported as: n(% of total AEs)

01 (7.7%)01 (5.6%)0Upper Respiratory Tract 
Infection

2 (14.3%)0000Tiredness

1 (7.1%)001 (5.6%)0Fatique

01 (7.7%)01 (5.6%)1 (2.9%)Nausea

1(7.1%)002 (11.1%)1 (2.9%)Dry Mouth

001 (16.7%)04 (11.8%)Diarrhea

5 (35.7%)3 (23.1%)1 (16.7%)4 (22.2%)4 (11.8%)Headache

141361834Total Number of AEs

1500mg
BID
N=8

750mg 
BID
N=8

1500mg
QD
N=8

750mg
QD
N=8

Placebo
QD/BID

N=8

2721
(758-4150)

1259
(930-1610)

462
(116-773)

214
(143-335)

Cmin
(ng/mL)

Note: Data presented as mean (range)
1Median (range)

15482.7
(9185-24058)

9590
(6183-15227)

10971
(8497-14989)

7423
(4336-11016)

AUC(0-24)
(ng*hr/mL)

4
(0-8)

4
(3-4)

4
(2-4)

3.5
(2-8)

tmax1

(hr)

887
(583-1230)

545.5
(318-964)

764
(494-1070)

513
(249-862)

Cmax
(ng/mL)

PSI-
6206

Day 14

152181
(83069-237463)

85874
(69743-106985)

92092
(41546-136616)

48918
(33661-74741)

AUC(0-24)
(ng*hr/mL)

3
(2-4)

2
(2-4)

3
(1-3)

2.5
(1-4)

tmax1

(hr)

13492.5
(7640-19600)

7381.3
(5390-9450)

11538.7
(6580-19500)

7217.5
(4420-13000)

Cmax
(ng/mL)

PSI-
6130

Day 14

1500 mg 
BID
N=8

750 mg 
BID
N=8

1500 mg 
QD
N=8

750 mg 
QD
N=8

Table 4.   Summary of Selected Pharmacokinetic parameters 
for PSI-6130 and PSI-6206 on Day 14

A mean 2.7 log10 decline and maximum 4.2 log10 decline was 
demonstrated following 14 days of monotherapy
R7128 was generally well-tolerated and demonstrated no 
evidence of acute target organ toxicity
78% of subjects receiving R7128 with abnormal ALT at 
baseline normalized
R7128 was effective as a pro-drug delivery of PSI-6130
Terminal plasma half-life of the parent compound, PSI-6130, 
was ~5 hrs;  terminal plasma half-life of the metabolite, PSI-
6206, was ~20 hrs
A maximum tolerated dose of R7128 has not been identified

M
ea

n 
C

ha
ng

e 
fr

om
 B

as
el

in
e

-3.0

-2.0

-1.0

0.0

0 5 10 15 20 25 30
Study Day

Treatment Period Follow-up Period

1500 mg QD
750 mg BID

Placebo

1500 mg BID

750 mg QD

Figure 2. Plasma HCV RNA: Individual Mean Log10
(IU/mL) Change from Baseline in Cohort 4 (1500mg BID)

-2.72-2.11-1.48-0.90
Mean HCV RNA 

decrease at Day 15
(log10 IU/mL) 

8 of 8
100%

8 of 8
100%

7 of 8
87.5%

3 of 8
37.5%

>1.0 log10 reduction
n (%)

-1.2
to

-4.21

-1.80
to

-3.00

-0.90 
to 

-2.50

-0.67 
to 

-1.10

Range in HCV RNA 
decrease at Day 15

(log10 IU/mL) 

1500mg BID
Cohort 4

750mg BID
Cohort 3

1500mg QD
Cohort 2

750mg QD
Cohort 1

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

4:47:15:37:17:1Baseline HCV RNA Genotype: 
1a:1b

1.  ‘Other’ race includes:  Black Hispanic, Hispanic, Samoan, White Latino, White/Black/Hispanic

6.346.536.646.636.71Baseline HCV RNA (log10 IU/mL)

2529272728BMI (mean kg/m2)

7583817989Weight (mean kg)

4650485149Age (mean years)

2
5
1

0
1
7

1
4
3

2
6
0

0
7
1

Race:
Black
Caucasian
Other

5:35:15:34:46:2Sex:  M:F

88888n

1500 mg
BID

750 mg 
BID

1500 mg
QD

750mg
QD

Placebo
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