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Abstract

Background & Aims: In phase 3 trials and real-world settings, lowapprtions of patients
with genotype 3 hepatitis C virus (HCV) infectiomdecirrhosis have a sustained virologic
response 12 weeks after treatment (SVR12) witlctimebination of sofosbuvir and velpatasvir
than patients without cirrhosis. It unclear whetheding ribavirin to this treatment regimen

increases SVRs among patients with genotype 3 Hifa¢tion and cirrhosis.

Methods: We performed a phase 3 trial of 204 patients wihagype 3 HCV infection and
compensated cirrhosis (mean age, 51+7.4 year$) siteks in Spain from August 19, 2016
through April 18, 2017. The patients were assigioegtoups given sofosbuvir/velpatasvir for 12
weeks (n=101) or sofosbuvir/velpatasvir plus ribavior 12 weeks (n=103). The primary

efficacy endpoint was SVR12.

Results: The overall rates of SVR12 were 91% (92/101; 95%88%—96%) for the
sofosbuvir/velpatasvir group and 96% (99/103; 950©0%—99%) for the

sofosbuvir/velpatasvir plus ribavirin group. In thafosbuvir/velpatasvir group, a lower
proportion of patients with baseline resistanceeaissed substitutions (RASs) in NS5A achieved
an SVR12 (84%) than patients without (96%). Ingb@sbuvir/velpatasvir plus ribavirin group,
baseline RASs had less impact on the proportiqgraténts with an SVR12 (96% for patients
with baseline RASs; 99% for patients without). Thest common adverse events (occurred in at
least 10% of patients) in the sofosbuvir/velpataguoup was asthenia (12%) and in the
sofosbuvir/velpatasvir plus ribavirin group weréhasia (27%), headache (24%), and insomnia

(12%).



Conclusions: Consistent with findings from earlier studies, ghhrate of patients (91% and
95%) with genotype 3 HCV infection with compensatedhosis achieved an SVR12 after 12
weeks of treatment with sofosbuvir/velpatasvirhat without ribavirin. Among patients treated
with sofosbuvir/velpatasvir without ribavirin, fewpatients with baseline NS5A RASs achieved
an SVR12 rate compared to patients without bas&l®&A RASs. ClinicalTrials.gov no:

NCT02781558

Key words: DAA, direct-acting antiviral agent, outcome, dr@gistance



Introduction

The global prevalence of genotype 3 HCV infecti®estimated to be 22% to 30% of all HCV
infections (1,2). Moreover, genotype 3 HCV infeatimay be associated with a more rapid
progression of fibrosis, leading to a higher riskleveloping cirrhosis and hepatocellular
carcinoma (3). Thus, genotype 3 HCV infection gaicularly important genotype in the global

effort to curb the morbidity and mortality of HC¥fection.

Recent discovery of direct-acting antivirals (DAAss revolutionized the treatment of HCV
infection, where practically all patients can expesustained virologic response (SVR) rate
above 95% with simple, all-oral DAA-based regiméh®). Despite these advances, patients
with genotype 3 HCV infection, particularly thosémcirrhosis, have emerged as a more

difficult-to-cure population (6).

For patients with genotype 3 HCV infection with@uthosis or with compensated cirrhosis, the
single-tablet regimen of sofosbuvir (an NS5B intabi combined with velpatasvir (an NS5A
inhibitor) for 12 weeks demonstrated overall hifficacy and improvement in patient outcomes
in clinical studies including ASTRAL-3 and POLARB(SVR12 95% and 96%, respectively)
(7-12). These SVR12 rates represented a signifinargase in efficacy over previous standards
of care for genotype 3 HCV infected patients (aaneples, 24 weeks of sofosbuvir with ribavirin
resulted in an SVR12 rate of 81% in ASTRAL-3 andnigeks of sofosbuvir with daclatasvir

resulted in an SVR12 rate of 89% in ALLY-3 [13]).



Based on post-hoc analyses of subgroups anditriaééated populations, guidelines had
recommended consideration of adding ribavirin toslouvir/velpatasvir for genotype 3 HCV-
infected patients with compensated cirrhosis arsetloee YO3H resistance associated
substitutions (RASS) (4,5,14). In ASTRAL-3, the SMRrate was 91% for genotype 3 HCV-
infected patients with compensated cirrhosis aréd 8t those without cirrhosis; 84% for
genotype 3 HCV infected patients with baseline YI®&Ss and 97% for those without baseline
Y93H RASSs (15,16). These subgroup analyses sugggsbatients with cirrhosis or with
baseline Y93H RASs may benefit from the additiomilévirin. ASTRAL-4 was a study
conducted in patients with HCV infection and decenmgated cirrhosis, where genotype 3 HCV
infected patients appeared to benefit from thetadof ribavirin to sofosbuvir/velpatasvir for

12 weeks (SVR12 83% without ribavirin and 94% witkavirin), although it was not designed
to answer specifically this question (17). Furtlearlier in development in small cohorts within
a Phase 2 study, sofosbuvir +velpatasvir for 12k&@e genotype 3 patients with cirrhosis led to
an SVR12 rate of 88% and sofosbuvir +velpatasuin wbavirin led to an SVR12 rate of 96%
(18). Together, these results led to the hypothhsisthe addition of ribavirin to the
sofosbuvir/velpatasvir regimen may increase the $R for patients with genotype 3 HCV and
compensated cirrhosis. The current study was dedigmexplore that hypothesis by evaluating
the efficacy and safety of sofosbuvir/velpatasvithvor without ribavirin for 12 weeks in

patients with genotype 3 HCV infection and compé&airrhosis.



M ethods

Patients

Patients were enrolled and treated from 29 sit&pain from August 19, 2016, through April
18, 2017. Eligible patients were males and femdal@gjears of age or older with confirmed
chronic genotype 3 HCV infection and compensatathasis. Patients with human
immunodeficiency virus (HIV) and prior-treatmentpexience (including NS5B inhibitors and
NS3/4 protease inhibitors) were eligible. Patients prior NS5A inhibitor experience were

excluded.

Study design

Patients were randomized in a 1:1 ratio to recepen label sofosbuvir/velpatasvir 400/100 mg
once-daily or sofosbuvir/velpatasvir 400/100 mgesdaily with weight-adjusted ribavirin
(1,000 or 1,200 mg/day) administered twice-dailpidivided dose. Randomization was

stratified by prior treatment experience.

Assessments

Serum HCV RNA levels were measured using the COBA®RIiPrep/COBAS TagMan HCV
Quantitative Test, version 2.0 (Roche Moleculart&ys, Branchburg, NJ, USA) with a lower
limit of quantification of 15 IU/mL. The presencéairrhosis at screening was confirmed by
either liver biopsy showing cirrhosis, transiergstbgraphy (FibroScan) results > 12.5 kPa, or
FibroTest result > 0.75 and an AST platelet ratibeix (APRI) > 2. To evaluate drug-class
RASSs, the HCV NS5A and NS5B coding regions wergdsgjuenced by DDL Diagnostic

Laboratory (Rijswijk, The Netherlands) using thertina MiSecystem (lllumina, San Diego,



CA, USA) for all patients with documented virologiatcomes (Resistance Analysis Population)
at baseline and for all patients with virologiddiae at the time of failure and evaluated using the
Basic Local Alignment Search Tool (BLAST). NS5A R&\@ere defined as substitutions that
either confer a reduced susceptibility to any appdoNS5A inhibitor (>2.5-fold change in

EC50), or that commonly emerge in patients witlolaigic failure at the time of relapse and
included M28A/G/T/V, A30E/G/H/K/S/V, L31F/I/IM/V, PED/G, Y93any. NS5B NI RASs
included S96T, N142T, L159F, E237G, S282any, C28%320F/I/V, V321A/1. All RASs that
exceeded a 15% cut off were reported. Adverse s\aant laboratory tests were conducted
during this study and at post-treatment for saéetyluation. Monitoring and grading of adverse
events (AEs) and serious AEs (SAESs), vital signsaueaments, and standard laboratory
assessments were included. All reported AEs andsSidte treatment-emergent (occurred after

at least 1 dose of study drug and up to 30 dags tife last dose of study drug).

Endpoints and statistical methods

The primary efficacy endpoint was SVR12 (ie, HCVARNss than the lower limit of
guantification 12 weeks after the end of therapygtients with missing SVR12 data were
assumed to be a treatment failure. Point estimatiwh2-sided 95% Cls were constructed by the
Clopper-Pearson method for each group. The sangaet100 per treatment group was based
on practical considerations as there was highesten generating data in a timely manner
within this specific subpopulation of patients wdre increasingly difficult to identify given that
they have been prioritized for treatment. The pringafety endpoint was discontinuations due

to AEs.
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Study oversight

This study was approved by an independent ethicsrgtiee at each participating site and was
conducted in compliance with the principles of Drexlaration of Helsinki, Good Clinical
Practice guidelines, and local regulatory requinetsieT he study was designed and conducted
according to the protocol by the sponsor (Gileai@r@es) in collaboration with the
investigators. The sponsor collected the data, toged the study conduct, and performed the
statistical analyses. All authors participatedh@ acquisition of data, analysis and interpretation

of the data, had access to the study data, anelwediand approved the final manuscript.

Results

Patient characteristics

Of the 269 patients screened for this study, 2@#epE with genotype 3 HCV infection and
cirrhosis were randomized and began treatmentpa@iénts were assigned to receive
sofosbuvir/velpatasvir for 12 weeks and 103 westgagd to receive sofosbuvir/velpatasvir plus
ribavirin for 12 weeks (Figure 1). Of the 65 pateewho were not enrolled, 58 did not meet
eligibility criteria, 3 were lost to follow-up, 3ithdrew consent, and 1 missed the enrollment
window (Supplemental Table 1). The mean (SD) ageatients was 51 (7.4) years, 79% of
patients were male, and 88% were white (Table L)ofAhe patients had confirmed genotype 3
HCV infection and compensated cirrhosis. The mgjai patients (95%) had cirrhosis
determination by transient elastography. For p#dieith available data, the mean (SD) platelet
count was 149 (66) x #QiL and the mean (SD) FibroScan score was 21 (9) Aparoximately
27% had previous HCV treatment-experience (32 piitailed prior treatment with pegylated

interferon plus ribavirin; 20 patients failed pridCV treatments that included non-pegylated
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interferon, or interferon or pegylated interferdaree; and 3 patients failed a previous treatment

with sofosbuvir with or without simeprevir) and 158&re coinfected with HIV.

Efficacy

After 12 weeks of treatment, SVR12 (n/N; 95% Clsv8d% (92/101; 83.8% to 95.8%) for
patients randomized to sofosbuvir/velpatasvir, 86i%h (99/103; 90.4% to 98.9%) for patients
randomized to sofosbuvir/velpatasvir plus ribavifTiable 2). In a post-hoc analysis, using a
Cochran-Mantel-Haenszel test stratified by prioAH@atment experience, the SVR12 rate for
sofosbuvir/velpatasvir plus ribavirin was not stitially superior to sofosbuvir/velpatasvir (p =
0.14). In the sofosbuvir/velpatasvir group, theexave (6%) patients who experienced virologic
failure (5 relapses and 1 on-treatment virologilufe), 2 who were lost to follow-up (both with
undetectable HCV RNA at last assessment [Week d2ast-treatment Week 4, respectively]),
and 1 who discontinued treatment on Day 1 due te éflizziness and anxiety. In the
sofosbuvir/velpatasvir plus ribavirin group, 2 (2p@tients experienced virologic failure (both
relapses) and 2 patients were lost to follow-upghlvath HCV RNA < LLOQ at last assessment
[Week 4 and post-treatment Week 4, respectivelyjere were no clinically relevant differences
in the SVR12 rates among subgroups due to the tonber of patients with virologic failure
(Supplemental Table 2). Of note, patients with prieatment experience had a numerically
higher SVR12 rate compared with patients who wezatinent naive in the
sofosbuvir/velpatasvir group (96% versus 89%), mmdifference in SVR12 rates among
patients treated with sofosbuvir/velpatasvir pibavirin (96% regardless of prior treatment

experience).
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Viral Resistance

Of the 204 randomized patients, 199 (98% over8i101 [97%] in the sofosbuvir/velpatasvir
group and 101/103 [98%)] in the sofosbuvir/velpairashus ribavirin group) had virologic
outcomes and sequencing available and were includib@ resistance analysis. Overall, 41 of
199 patients (21%) had baseline NS5A RASs (19 dfi980] in the sofosbuvir/velpatasvir
group and 22 of 101 [22%)] in the sofosbuvir/velgaiaplus ribavirin group). Substitutions at
NS5A position 30 (A30K/S/V) were the most commoobserved variants (28 patients).
Overall, 13 patients had Y93H at baseline: 11 single RAS, and 2 in combination with A30V.
The patient with genotype 3b HCV infection had bibth NS5A RASs A30K and L31M at

baseline.

In the sofosbuvir/velpatasvir group, 16 of 19 patse(84%) with baseline NS5A RASs and 76 of
79 patients (96%) without baseline NS5A RASs aaile8VVR12 (Table 3). Of the 4 patients
with Y93H at baseline, 2 patients (50%) achievedR3¥. In the sofosbuvir/velpatasvir plus
ribavirin group, 21 of 22 patients (95%) with baselNS5A RASs and 78 of 79 patients (99%)
without baseline NS5A RASs achieved SVR12 (Tablé8the 9 patients with YO3H at

baseline, 8 (89%) achieved SVR12.

The NS5A RASSs for the patient with virologic fakuare shown in Supplemental Table 3. Three
of the 5 patients who experienced viral relapserafeatment with sofosbuvir/velpatasvir, and 1
of the 2 patients in the sofosbuvir/velpatasvirspibbavirin group had emergent NS5A RASSs.
The patient who had on-treatment virologic failuréhe sofosbuvir/velpatasvir group had no

emergent RAS.
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There were 2 patients in the sofosbuvir/velpatagnoup and 1 patient in the
sofosbuvir/velpatasvir plus ribavirin group with BEs nucleoside inhibitor RASs (N142T or
L159F) in the study, all of whom achieved SVR12.pient with virologic failure had

emergent NS5B nucleoside inhibitor (NI) RASSs.

Safety

Overall, sofosbuvir/velpatasvir with or without avirin was well tolerated (Table 4). A total of
2 patients prematurely discontinued sofosbuvir/atpvir due to AEs that were assessed as
unrelated to study drug: 1 patient in the sofostiweipatasvir group with a medical history of
anxiety depressive syndrome prematurely discontinteatment after 1 dose due to AEs of
dizziness and anxiety and 1 patient in the sofosiv@patasvir plus ribavirin group
discontinued treatment on Day 20 due to abnorntal bilirubin. One patient discontinued
ribavirin on Day 35 due to anemia that was asseaseélated to study drug; this patient

relapsed after completing treatment with sofoslueipatasvir.

More patients in the sofosbuvir/velpatasvir plumvirin group experienced an AE compared to
the sofosbuvir/velpatasvir group (74.8% versus %j,%ut most AEs in both groups were mild
in severity. The most common adverse eventi0%) were asthenia (12%) in the
sofosbuvir/velpatasvir group and asthenia (27%@dhaehe (24%), and insomnia (12%) in the

sofosbuvir/velpatasvir plus ribavirin group.
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Serious adverse events were rare in this study. patients (4%) in the sofosbuvir/velpatasvir
group had SAEs (accident at work, hepatocellulescicama, pharyngotonsillitis, and urinary
tract infection). Two patients (2%) in the sofosioiwelpatasvir plus ribavirin group had SAEs
(hepatic cancer and non-small cell lung cancel)SAEEs were assessed as unrelated to study

treatment by the investigator.

Laboratory abnormalities reported for both treattggoups were overall low. Consistent with
the known toxicities of ribavirin and relative teet sofosbuvir/velpatasvir group, the
sofosbuvir/velpatasvir plus ribavirin group expaded more hemoglobin values below 10 g/dL
(5% versus 1%) and increases in total bilirubinved.5 x the upper limit of normal (2% versus
0) (Table 4). The HIV RNA levels and CD4 cell caaifer the 30 patients with HIV coinfection

remained stable for the duration of the study (datashown).

Discussion

In this multicenter, randomized, open-label trggnotype 3 HCV infected patients with
compensated cirrhosis achieved high rates of SMR safosbuvir/velpatasvir with or without
ribavirin. The addition of ribavirin to the sofosbuvelpatasvir regimen resulted in a numerical
increase in the SVR12 rate, with 96% of patienthesofosbuvir/velpatasvir plus ribavirin
group and 91% in the sofosbuvir/velpatasvir grocipieving SVR12. The numeric difference
was smaller when focusing on the percentage oéipztiwvho experienced virologic relapse: 5%
for subjects treated with sofosbuvir/velpatasvid 20 for subjects treated with

sofosbuvir/velpatasvir plus ribavirin.
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Overall, these response rates are consistent mofetobserved in patients with genotype 3 HCV
infection and cirrhosis treated with sofosbuvirpaghsvir for 12 weeks in ASTRAL-3 (SVR12
rate 91%) and POLARIS-3 (SVR12 rate 96%) (8,9erestingly, compared to these prior
studies with sofosbuvir/velpatasvir for 12 weeksvimich treatment-experienced patients with
genotype 3 and cirrhosis had lower SVR12 rates eoetpto those who were treatment-naive
(89% and 93% in ASTRAL-3; 91% and 99% in POLARIS&S5pectively), treatment-
experienced patients in the current study haddaheesor numerically higher SVR12 rates

compared to treatment-naive patients.

Although not statistically significant, the smaiffdrence in treatment outcome between the two
treatment groups may be attributable to the presehpretreatment NS5A RASs. A numerically
lower SVR12 rate for sofosbuvir/velpatasvir-treapadients with pretreatment NS5A RASs was
observed (84% versus 96%). Among sofosbuvir/vefatglus ribavirin-treated patients,
pretreatment RASs had less effect on SVR12 ra&% (@rsus 99%). Of note, the overall
prevalence of NS5A RASs was 21% in the currentystsithhtly higher than previously reported
in Europe and North America (17 and 16%, respelstiM®]) primarily due to the definition of
NS5A RASs used in this study being updated and inatasive than that used in previous
studies. The prevalence of NS5A RASs associatddhighly reduced susceptibility to NS5A

inhibitors in the current study (6.5%) was compé&eab previously reported rates (4%) (20).

The patients enrolled in the study were represieetaf those with compensated cirrhosis. A
significant number had baseline thrombocytopendhragarly all patients had a fibroscan

performed at baseline and the median fibroscaressas 21 kPa. Despite the advanced liver
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disease of the patients, sofosbuvir/velpatasvirwastolerated in this study (7,21). Though
more patients in the sofosbuvir/velpatasvir plbavirin group had an AE during the study
compared to patients in the sofosbuvir/velpatagroup, AEs were mild in severity and did not
result in higher rates of study drug discontinuatibhere was an increased rate of decreased
hemoglobin laboratory abnormalities for the sofastivelpatasvir plus ribavirin group, which is

consistent with the known toxicity of ribavirin (23).

In the current era of direct-acting antivirals,ipats with genotype 3 HCV infection and
cirrhosis have emerged as a more difficult-to-quopulation. However, newer regimens,
including those evaluated in this study and oth&ity and without ribavirin for 12 and 16

weeks have greatly improved the SVR12 rates ingatgent population. Within the ALLY-3
subgroup of patients with genotype 3 and cirrhdstsweeks of sofosbuvir and daclatasvir led to
SVR12 rates of 63% (13). In ALLY-3+, numeric impeaents in the outcome of this regimen
were seen with addition of ribavirin and extensibthe duration: sofosbuvir, daclatasvir and
ribavirin for 12 or 16 weeks led to SVR12 rates 83889%, respectively. In patients with
genotype 3 and cirrhosis who received glecaprabigptasvir in SURVEYOR-2, 12 weeks of
treatment led to an SVR12 rate of 98% in those whre treatment naive and 16 weeks led to

and SVR12 rate of 96% in those with treatment drpee (24).

The greatest limitation of the study is that itdathe formal statistical comparison between the
treatment groups; a study designed to do so wantith@ve been practically feasible given the
interest in generating data in a timely fashion #edlimited number of patients within the

subpopulation. For example, for a Cochran-Mantedit$ael test stratified by prior HCV
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treatment experience and assuming 80% power, § giitial an endpoint of determining
superiority of 1 treatment group (assuming SVR tatee 96%) compared to another treatment
group (assuming SVR rate to be 91%) would requiex 800 patients total. A study with an
endpoint of determining noninferiority of two treant groups at a margin of 5%, assuming
80% power and 91% as the true SVR rate for botls avould require over 1000 patients total.
Importantly, the current study is the among thgeat conducted in this subpopulation to date
(second only to POLARIS-3, a global Phase 3 clinigal of sofosbuvir/velpatasvir/voxilaprevir
and sofosbuvir/velpatasvir, which enrolled 219 g@ats with genotype 3 and cirrhosis) (25).
Another limitation of this study is the generaliiey of the results from a clinical study
conducted within a single European country. FomgXa, as described above, the prevalence of
NS5A RASs may vary geographically, with a compaedyi high baseline prevalence in this

study conducted in Spain, as compared to otheomsgi

The impact of the results of this study on clinigedctice for this patient population are likely to
be influenced by the cost and availability of remise testing, treatment with ribavirin, as well

as potential retreatment of virologic failures wsthlvage. The 3% lower relapse rate among
patients receiving sofosbuvir/velpatasvir plus vibia is biologically plausible given the data
generated in prior studies and based on additerdence suggesting that ribavirin may prevent
or delay the emergence of resistance which maycéhmuacome (26). In academic centers where
RAS testing is available for use in clinical praetand ribavirin toxicity is easily managed by
experienced practitioners, ribavirin may be congdeHowever, when considering the World
Health Organization goal of HCV elimination (27imglifying treatment for all HCV-infected

patients, including the small subgroup of remairgegotype 3 patients with cirrhosis is
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desirable. Indeed, this approashbeing employed successfully by countries inamel

elimination programs, such as Iceland (28). Lagtisther support has been generated in real-
world datasets from the Italian regional registng she German Hepatitis C Cohort in which
sofosbuvir/velpatasvir for 12 weeks in patientdwvgenotype 3 and cirrhosis resulted in a
SVR12 rate of 95% (16,29,30). The simplicity ofiagte tablet regimen given once daily for a
uniform duration to patients irrespective of gempatyr fibrosis stage is supported by these data,
and particularly appropriate given the small petage of patients with virologic relapse can be

successfully retreated with sofosbuvir/velpatasexilaprevir (31).

In conclusion, consistent with earlier studiesjgras with genotype 3 HCV infection with
compensated cirrhosis achieved a high overall S\iai2when treated with 12 weeks of
sofosbuvir/velpatasvir with or without ribavirineRponse rates were numerically higher when
ribavirin was added to sofosbuvir/velpatasvir, &ygdue to the impact of baseline NS5A RASS.
These data support treatment of genotype 3 HC\&iatepatients with cirrhosis with either
regimen based on local treatment guidelines, avilithaof RAS testing, and/or ability to

monitor for ribavirin toxicity.
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Figure 1. Patient Disposition
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Table 1. Patient Demogr aphics and Baseline Char acteristics

SOF/VEL SOF/VEL+RBV
12 Weeks 12 Weeks
(N =101) (N =103)
Mean (SD) age, y 51 (7.3) 51 (7.6)
Male, n (%) 75 (74) 87 (85)
Race, n (%)
White 84 (83) 95 (92)
Asian 17 (17) 8(8)
Mean (SD) BMI, kg/m? 27 (5.1) 27 (4.9)
Genotype, n (%)
3a 94 (93) 97 (94)
3b 0 1(1)
3 (no confirmed subtype) 7(7) 5(5)
IL28B, n (%)
CC 64 (63) 53 (52)
CT 31 (31) 43 (42)
1T 5(5) 7(7)
Missing 1(2) 0
Mean (SD) HCV RNA, logio 6.2 (0.64) 6.3 (0.56)
IU/mL
Mean (SD) ALT, U/L 122 (81) 107 (76)
Mean (SD) platelets, x10°/uL 150 (62) 148 (69)
Mean (SD) FibroScan Score (kPa) 20 (9) 21 (9)
Cirrhosis Determination Method, n
(%0)
Fibrotest and APRI 10 8 (8)
Liver Biopsy 2(2) 0
Transient Elastography 98 (97) 95 (92)
Prior HCV treatment, n (%)
None 74 (73) 75 (73)
DAA+/-Peg-IFN+/-RBV 1% (1) 2°(2)
Peg-IFN+RBV 14 (14) 18 (17)
Other® 12 (12 8(8)
HIV coinfection, n (%) 16 (16) 14 (14)

APRI, aspartate aminotransferase to platelet ratio index; DAA, direct-acting antivira; IFN,
interferon; Peg-1FN, pegylated interferon; RBV, ribavirin; SOF, sofosbuvir; VEL, velpatasvir
a Previous DAA treatments included sofosbuvir and simeprevir

b Previous DAA treatment was with sofosbuvir for both patients

c Other prior HCV treatments included non-pegylated IFN+RBV and IFN or Peg-1FN
alone.



Table 2. Treatment Response

SOF/VEL SOF/VEL+RBV
12 Weeks 12 Weeks
(N =101) (N =103)
SVR12, N (%) 92 (91) 99 (96)
95% ClI 84%-96% 90%-99%
Virologic failure, N (%)
On treatment 1(2) 0
Relapse 5(5) 2(2)
Other, N (%) 33 2(2)

RBV, ribavirin; SVR12, sustained virologic response 12 weeks after treatment discontinuation
(primary endpoint); SOF, sofosbuvir; VEL, velpatasvir




Table 3. SVR12 in Patients With and Without Basaline Resistance-Associated Substitutions

(15% Cutoff)

n/N (%) SOF/VEL SOF/VEL+RBV
12 Weeks 12 Weeks
(N =98) (N =101)

No NS5A RASs 76/79 (96) 78/79 (99)

Any NS5A RASs 16/19 (84)° 21/22 (95)

RAS, resistance associated substitution; RBV, ribavirin; SOF, sofosbuvir; VEL, velpatasvir
%0ne patient with a baseline NS5A RAS had an on-treatment virologic failure (all other patients
who did not achieve SVR12 relapsed).




Table 4. Treatment-Emergent Adverse Eventsand Laboratory Abnor malities, N (%)

SOF/VEL SOF/VEL+RBV
12 Weeks 12 Weeks
(N =101) (N =103)
Any AE 48 (47.5%) 77 (74.8%)
SAES 4 (4.0%) 2 (1.9%)
Adverse event leading to 1 (1.0%) 1 (1.0%)
discontinuation of SOF/VEL
Deaths 0 0
Common AES’
Asthenia 12 (12) 28 (27)
Headache 8(8) 25 (24)
Insomnia 1(2) 12 (12)
Selected laboratory abnormalities
Hemoglobin
<85¢g/dL 0 0
<10 g/dL 1(1) 5(4.9)
Lymphocytes
350 to < 500/mm° 1(1) 0
< 350/mm® 0 0
Platelets
25,000 to < 50,000/mm® 1(1) 1(1)
< 25,000/mm® 0 0
Total bilirubin
>25t05x ULN 0 2(2)
>5x ULN 0 0

AE, adverse event; RBV, ribavirin; SAE, serious adverse event; SOF/VEL,
sofosbuvir/velpatasvir; ULN, upper limit of normal.
a The SAEs reported in this study were accident at work, hepatic cancer, hepatocellular
carcinoma, limb injury, non-small cell lung cancer, pharyngotonsillitis, and urinary tract
infection; all were assessed as unrelated to study drug.
b Adverse events were considered to be common if they occurred in at least 10% of

patients in either group.




269 screened

65 not enrolled
58 did not meet eligibility criteria

A 4

3 lost to follow-up
3 withdrew consent
1 missed enrollment window

\ 4

204 randomized

A 4

101 assigned to receive
SOF/VEL for 12 weeks

100 completed study treatment
2 LTFU after completing
treatment

1 did not complete study treatment
due to an AE

A4

101 assessed for
efficacy and safety

\ 4

103 assigned to receive SOF/VEL+RBV
for 12 weeks

102 completed study treatment
1 D/C RBV due to AE; completed
treatment with SOF/VEL
1 LTFU after completing treatment

1 did not complete study treatment due
to an AE and was LTFU

h 4

103 assessed for
efficacy and safety




