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Treatment-Naive Genotype 3 With Compensated Cirrhosis 

Recommended and alternative regimens listed by pangenotypic, evidence level, and 
alphabetically for: 

Treatment-Naive Persons With Genotype 3 Infection With 
Compensated Cirrhosisa  

RECOMMENDED DURATION RATING  

Daily fixed-dose combination of sofosbuvir (400 mg)/velpatasvir 
(100 mg) for persons without baseline NS5A RAS Y93H 

12 weeks I, A 

Daily fixed-dose combination of glecaprevir (300 mg)/pibrentasvir 
(120 mg)b 

8 weeks I, B 

ALTERNATIVE DURATION RATING  

Daily fixed-dose combination of sofosbuvir (400 mg)/velpatasvir 
(100 mg) with weight-based ribavirin for persons with baseline 
NS5A RAS Y93H 

12 weeks IIa, A 

Daily fixed-dose combination of sofosbuvir (400 mg)/velpatasvir 
(100 mg)/voxilaprevir (100 mg) for persons with baseline NS5A 
RAS Y93H 

12 weeks IIa, B 

a For decompensated cirrhosis, please refer to the appropriate section. 
b Dosing is 3 coformulated tablets (glecaprevir [100 mg]/pibrentasvir [40 mg]) taken once daily. 
Please refer to the prescribing information. 

  

Recommended Regimens 

Sofosbuvir/Velpatasvir 

The daily fixed-dose combination of sofosbuvir (400 mg)/velpatasvir (100 mg) for 12 weeks was approved by 
the FDA for the treatment of genotype 3 infection in persons without cirrhosis or with compensated cirrhosis. 
ASTRAL-3 randomized 552 treatment-naive and treatment-experienced participants (without cirrhosis or with 
compensated cirrhosis) to 12 weeks of sofosbuvir/velpatasvir or 24 weeks sofosbuvir plus ribavirin (Foster, 
2015a). Among those with compensated cirrhosis, the SVR12 rate was 93% (40/43) in the 
sofosbuvir/velpatasvir arm compared with 73% (33/45) among those in the sofosbuvir plus ribavirin arm. Of the 
250 participants who received sofosbuvir/velpatasvir, 16% (n=43) had baseline NS5A RASs, of which 88% 
achieved SVR12 compared with 97% without baseline substitutions. Eighty-four percent (21/25) of those with 
the Y93H RAS achieved SVR12 compared with 97% (242/249) in those without this RAS (Foster, 2015a). 
Ribavirin use was not evaluated in this study. 

POLARIS-3 was a randomized, phase 3 trial that compared 8 weeks of sofosbuvir (400 mg)/velpatasvir (100 
mg)/voxilaprevir (100 mg) to 12 weeks of sofosbuvir/velpatasvir among 219 DAA-naive participants with 
genotype 3 infection and cirrhosis (Jacobson, 2017). The SVR12 rate was 96% in both arms; 105/109 of those 
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randomized to 12 weeks of sofosbuvir/velpatasvir achieved SVR. Four participants in the sofosbuvir/velpatasvir 
arm had the Y93H substitution; all achieved SVR12. A real-world, pooled analysis of 12 cohort studies 
demonstrated an SVR rate of 96.9% (314/324) among adults with genotype 3 infection and compensated 
cirrhosis who were treated with 12 weeks of sofosbuvir/velpatasvir (Mangia, 2020). 

To explore whether ribavirin is required for people with genotype 3 infection and cirrhosis, a randomized, open-
label study of 204 persons with genotype 3 infection with compensated cirrhosis (including participants with 
NS3/4 protease inhibitor and NS5B inhibitor treatment experience) was conducted at 29 sites in Spain. SVR12 
was achieved in 91% without ribavirin (5% relapse rate) and 96% with ribavirin (2% relapse rate). Baseline 
NS5A RASs affected response rates. Among participants with the Y93H RAS, 50% (2/4) treated with 
sofosbuvir/velpatasvir without ribavirin achieved SVR12 compared with 89% (8/9) among those receiving 
ribavirin as part of their treatment regimen (Esteban, 2018). Among 293 participants with genotype 3 infection 
(25% with cirrhosis and 4% with DAA experience) enrolled in a multicenter cohort study from Germany in 
which adults received 12 weeks of sofosbuvir/velpatasvir with or without ribavirin, there was only 1 virologic 
failure in a person with DAA treatment experience (von Felden, 2018). All 5 genotype 3 participants with 
cirrhosis and RASs were prescribed ribavirin along with sofosbuvir/velpatasvir and achieved SVR. Pending 
further data on optimal therapy in the setting of a baseline Y93H substitution, persons with genotype 3 infection 
with compensated cirrhosis should have ribavirin added to the regimen of sofosbuvir/velpatasvir or another 
regimen should be considered. 

Another study provided information about use of sofosbuvir/velpatasvir therapy in people with genotype 3b 
infection, a subtype rarely encountered in the United States. The single-arm, open-label, phase 3 trial enrolled 
participants from Asia (predominantly from China) who were treated with 12 weeks of sofosbuvir/velpatasvir. 
Ninety percent (60/67) of participants with cirrhosis achieved SVR12 (Wei, 2019). In the subset of 14 
participants with genotype 3b infection and cirrhosis, however, only 50% (7/14) achieved SVR12. All 
participants with genotype 3b infection who were enrolled in this trial had NS5A RASs at either A30K or L31M, 
or both. The influence of subtype and RASs on SVR rates warrants consideration in the use of 
sofosbuvir/velpatasvir among people with genotype 3 infection and cirrhosis, although genotype 3b is rare in 
non-Asian populations. 

If NS5A resistance testing is unavailable, glecaprevir/pibrentasvir should be used. If drug-drug interactions or 
other considerations preclude the use of glecaprevir/pibrentasvir then a referral to a specialist in HCV 
treatment should be considered. 

 

Glecaprevir/Pibrentasvir 

SURVEYOR-II—a partially randomized, open-label, multicenter, 4-part, phase 2 trial—compared 12 weeks of 
the daily fixed-dose combination of glecaprevir (300 mg)/pibrentasvir (120 mg), administered as three 100 
mg/40 mg fixed-dose combination pills, to glecaprevir/pibrentasvir plus ribavirin among 48 treatment-naive, 
participants with genotype 3 infection and compensated cirrhosis. All participants treated with 12 weeks of 
glecaprevir/pibrentasvir, with or without ribavirin, achieved SVR12 (Kwo, 2016b). 

A real-world cohort of 723 Italian treatment-naive and treatment-experienced persons with or without cirrhosis 
were treated with glecaprevir/pibrentasvir according to the manufacturer’s prescribing information. One 
hundred percent (21/21) of those with genotype 3 infection who received 12 weeks or 16 weeks of 
glecaprevir/pibrentasvir (likely indicative of more advanced liver disease or treatment experience) achieved 
SVR12  compared with 95.8% (46/48) among those who received an 8-week regimen (D’Ambrosio 2019). 
Comparably high SVR12 rates were reported with 12 weeks of glecaprevir/pibrentasvir among persons with 
genotype 3 infection and cirrhosis in other real-world cohorts (Drysdale, 2020); (Sterling, 2019). 

EXPEDITION-8 included an evaluation of glecaprevir/pibrentasvir for a reduced duration of 8 weeks in 
treatment-naive persons with compensated cirrhosis including a subset of the study population with genotype 3 
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infection (n=63). People with a prior history of decompensation, hepatocellular carcinoma, and HIV or HBV 
coinfection were excluded from this study. Among the participants with genotype 3 infection, 95% (60/63) 
achieved SVR12 with a single participant experiencing virologic failure (relapse) and 2 participants lost to 
follow-up (Brown, 2020). 

Alternative Regimen 

Sofosbuvir/Velpatasvir+ Ribavirin 

To explore whether ribavirin is required for patients with genotype 3 infection and cirrhosis, a randomized, 
open-label study of 204 genotype 3 patients with compensated cirrhosis (including participants with NS3/4 
protease inhibitor and NS5B inhibitor treatment experience) was conducted at 29 sites in Spain. SVR12 was 
achieved in 91% without ribavirin (5% relapse rate) and 96% with ribavirin (2% relapse rate). Baseline NS5A 
RASs affected response rates. Among patients with Y93H RAS, 50% (2/4) treated with sofosbuvir/velpatasvir 
without ribavirin achieved SVR12 compared to 89% (8/9) among those receiving ribavirin as part of their 
treatment regimen (Esteban, 2018). In 293 patients with genotype 3 infection (25% with cirrhosis and 4% with 
DAA experience) enrolled in a multicenter cohort study from Germany in which patients received 12 weeks of 
sofosbuvir/velpatasvir with or without ribavirin, there was only 1 virologic failure in a patient with DAA treatment 
experience (von Felden, 2018). All 5 genotype 3 cirrhotic patients with RASs were prescribed ribavirin along 
with sofosbuvir/velpatasvir and achieved SVR. In the setting of a baseline Y93H substitution, patients with 
compensated cirrhosis should have ribavirin added to the regimen of sofosbuvir/velpatasvir or another regimen 
should be considered. 

Sofosbuvir/Velpatasvir/Voxilaprevir 

POLARIS-3 was a randomized, phase 3 trial that compared 8 weeks of sofosbuvir (400 mg)/velpatasvir (100 
mg)/voxilaprevir (100 mg) to 12 weeks of sofosbuvir (400 mg)/velpatasvir (100 mg) among 219 DAA-naive 
participants with genotype 3 infection and cirrhosis (Jacobson, 2017). Thirty-one percent of participants were 
interferon treatment experienced. The SVR12 rate was 96% in both treatment arms, 106/110 of participants 
randomized to 8 weeks of sofosbuvir/velpatasvir/voxilaprevir and 105/109 of those randomized to 12 weeks of 
sofosbuvir/velpatasvir. There were 2 virologic failures in each treatment arm (2 relapses in the 
sofosbuvir/velpatasvir/voxilaprevir arm; 1 virologic breakthrough and 1 relapse in the sofosbuvir/velpatasvir 
arm). Baseline RASs had no effect on treatment response. Among the 6 participants with the Y93H RAS in the 
sofosbuvir/velpatasvir/voxilaprevir arm and 4 in the sofosbuvir/velpatasvir arm, all achieved SVR12. 
Additionally, no participants receiving sofosbuvir/velpatasvir/voxilaprevir with virologic failure developed RASs. 
Although an 8-week regimen was studied in POLARIS-3, a 12-week regimen of 
sofosbuvir/velpatasvir/voxilaprevir was approved by the FDA for the indication of retreatment of DAA-
experienced persons and could be considered as an alternative regimen for those with cirrhosis and the Y93H 
RAS. 

 

Related References 

Brown RS Jr, Buti M, Rodrigues L, et al. Glecaprevir/pibrentasvir for 8 weeks in treatment-naive patients with 

chronic HCV genotypes 1-6 and compensated cirrhosis: the EXPEDITION-8 trial. J Hepatol. 2020;72(3):441-
449. doi: 10.1016/j.jhep.2019.10.020. 

D'Ambrosio R, Pasulo L, Puoti M, et al. Real-world effectiveness and safety of glecaprevir/pibrentasvir in 
723 patients with chronic hepatitis C. J Hepatol. 2019;70(3):379-387. doi:10.1016/j.jhep.2018.11.011. 



 Published on HCV Guidance (http://www.hcvguidelines.org) 

 

Page 140 of 339 

 

Drysdale K, Ntuli Y, Bestwick J, et al. English hepatitis C registry data show high response rates to directly 
acting anti-virals, even if treatment is not completed. Aliment Pharmacol Ther. 2020;52(1):168-181. doi: 
10.1111/apt.15780 

Esteban R, Pineda JA, Calleja JL, et al. Efficacy of sofosbuvir and velpatasvir, with and without ribavirin, 
in patients with hepatitis C virus genotype 3 infection and cirrhosis. Gastroenterology. 2018;155(4):1120-
1127.e4. doi:10.1053/j.gastro.2018.06.042. 

Foster GR, Afdhal NH, Roberts SK. Sofosbuvir and velpatasvir for HCV genotype 2 and 3 infection. N 
Engl J Med. 2015;373(27):2608-2617. 

Jacobson IM, Lawitz E, Gane EJ, et al. Efficacy of 8 weeks of sofosbuvir, velpatasvir, and voxilaprevir in 
patients with chronic HCV infection: 2 phase 3 randomized trials. Gastroenterology. 2017;153(1):113-122. 

Kwo PY, Wyles DL, Wang S, et al. 100% SVR4 with ABT-493 and ABT-530 with or without ribavirin in 
treatment-naive HCV genotype 3-infected patients with cirrhosis. J Hepatol. 2016;64(2):S208. 

Mangia A, Milligan S, Khalili M, et al. Global real-world evidence of sofosbuvir/velpatasvir as simple, 
effective HCV treatment: analysis of 5552 patients from 12 cohorts. Liver Int. 2020;40(8):1841-1852. 

Sterling RK, Zeuzem S, Welzel TM, et al. 956–Safety and efficacy of glecaprevir/pibrentasvir for the treatment 
of HCV genotype 1-6: Results of the HCV-TARGET study. Gastroenterology. 2019;156(6), S-1220. 

von Felden J, Vermehren J, Ingiliz P, et al. High efficacy of sofosbuvir/velpatasvir and impact of baseline 
resistance-associated substitutions in hepatitis C genotype 3 infection. Aliment Pharmacol Ther. 
2018;47(9):1288-1295. doi:10.1111/apt.14592. 

Wei L, Lim SG, Xie Q, et al. Sofosbuvir-velpatasvir for treatment of chronic hepatitis C virus infection in 
Asia: a single-arm, open-label, phase 3 trial. Lancet Gastroenterol Hepatol. 2019;4(2):127-134. 
doi:10.1016/S2468-1253(18)30343-1. 

Additional Reading 

• Persons With HIV/HCV Coinfection 

• Persons With Renal Impairment 

• Management of Acute HCV Infection 

Last Update: October 24, 2022  Last Review: January 15, 2025 

  


