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 Comparable Products   Preferred Drug List Status 
Harvoni     Preferred with Conditions 
Technivie     Preferred with Conditions    
Viekira Pak     Preferred with Conditions   
  
 

 Pharmacology/Usage:  Zepatier® is a fixed-dose combination product that contains two direct-acting antiviral 
agents that work against the hepatitis C virus (HCV) but with distinct mechanisms of action to target HCV at 
multiple steps in the viral lifecycle. Elbasvir is an inhibitor of HCV NS5A, which is needed for viral RNA replication 
and virion assembly. Grazoprevir is an inhibitor of the HCV NS3/4A protease, which is needed for the proteolytic 
cleavage of the HCV encoded polyprotein and for viral replication. 

Indication:   To be used with or without ribavirin for the treatment of chronic hepatitis C virus (HCV) genotypes 1 
or 4 infections in adults. 

There is no pregnancy category for this product; however, the risk summary indicates there is no adequate human 
data to establish whether or not Zepatier® poses a risk to pregnancy outcomes. There was no evidence of adverse 
developmental outcomes when the components of Zepatier® were used in animal studies. Nevertheless, if 
Zepatier® is used in combination with ribavirin, the combination regimen is contraindicated in pregnant women 
and in men whose female partners are pregnant. The safety and efficacy of use in children under the age of 18 
years have not been established. 

Dosage Forms:  Film-Coated Tablets containing elbasvir/grazoprevir: 50mg/100mg   

Recommended Dosage:  It is recommended to obtain hepatic lab testing prior to and during treatment with 
Zepatier®.  In addition, it is recommended to test patients with HCV genotype 1a for the presences of virus with 
NS5A resistance-associated polymorphisms prior to starting treatment to determine dosage regimen and duration. 

The recommended dose is one tablet QD with or without food. In certain patient populations, Zepatier® is used in 
combination with ribavirin. Ribavirin should be dosed based on weight. The following table, adapted from the 
prescribing information, depicts the treatment regimen and duration based on patient population and genotype. 

Patient Population Treatment  Duration 

Genotype 1a: Treatment-naïve or PegIFN/RBV-experienced* 
without baseline NS5A polymorphisms∏ 

Zepatier® 12 weeks 

Genotype 1a: Treatment-naïve or PegIFN/RBV-experienced* with Zepatier® + RBV^ 16 weeks 
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Patient Population Treatment  Duration 

baseline NS5A polymorphisms∏ 

Genotype 1b: Treatment-naive or PegIFN/RBV-experienced* Zepatier® 12 weeks 

Genotype 1a¥ or 1b: PegIFN/RBV/PI-experienced£ Zepatier® + RBV^ 12 weeks 

Genotype 4: Treatment-naïve  Zepatier® 12 weeks 

Genotype 4: PegIFN/RBV-experienced* Zepatier® + RBV^ 16 weeks 

*Patients who have failed treatment with peginterferon alfa (PegIFN) + ribavirin (RBV). 
∏

 NS5A resistance-associated polymorphisms at amino acid positions 28, 30, 31, or 93.  
^ For patients w/CrCl ˃50ml/min, the recommended dosage of ribavirin is weight-based (<66kg: 800mg/day; 66-80kg: 1000mg/day; 81-
105kg: 1200mg/day; ˃105kg: 1400mg/day) given in 2 divided doses with food. For patients with CrCl ≤50ml/min, including patients receiving 
hemodialysis, refer to the ribavirin tab prescribing information for correct ribavirin dose. 

¥The optimal Zepatier®-based treatment regimen & duration for PegIFN/RBV/PI-experienced genotype 1a-infected patients with ≥1 baseline 

NS5A resistance-associated polymorphisms at positions 28, 30, 31, and 93 has not been established. 
£
Patients who have failed treatment with PegIFN + RBV + HCV NS3/4A protease inhibitor (PI): boceprevir, simeprevir, or telaprevir. 

Dose adjustments are not required in patients with any degree of renal impairment, including patients on dialysis. 
In addition, dose adjustments are not required in patients with mild hepatic impairment; however, Zepatier® is 
contraindicated in patients with moderate or severe hepatic impairment. The safety and efficacy of Zepatier® have 
not been established in patients awaiting liver transplantation or in liver transplant recipients. 

Drug Interactions:   Grazoprevir is a substrate of OAT1B1/3 transporters. In addition, elbasvir and grazoprevir are 
both substrates of CYP3A and P-gp. The concomitant use of moderate or strong CYP3A inducers with Zepatier® 
may reduce the therapeutic effect of Zepatier®. The concomitant use of Zepatier® with strong CYP3A inducers or 
efavirenz is contraindicated, and the concomitant use of Zepatier® with moderate CYP3A inducers is not 
recommended. Concomitant use of Zepatier® wither certain strong CYP3A inhibitors is not recommended. Refer to 
the contraindications section to view a list of drugs that are contraindicated with Zepatier®.  The following is a list 
of drugs that that co-administration with Zepatier® is not recommended: nafcillin, ketoconazole, bosentan, 
etravirine, elvitegravir/cobicistat/emtricitabine/tenofovir, and modafinil. The dose of certain HMG-CoA reductase 
inhibitors should be reduced if used concomitantly with Zepatier®: do not exceed daily dose of 20mg of 
atorvastatin, do not exceed daily dose of 10mg of rosuvastatin, and the lowest necessary dose of fluvastatin, 
lovastatin, and simvastatin should be used. If use concomitantly with tacrolimus, frequently monitor tacrolimus 
levels, changes in renal function, and tacrolimus associated adverse events. 

Common Adverse Drug Reactions:  Listed % incidence for adverse drug reactions= reported % incidence for drug 
(Zepatier®) minus reported % incidence for placebo in treatment-naïve subjects with HCV for 12 weeks. Please note 
that an incidence of 0% means the incidence was the same as or was less than its comparator. The most frequently 
reported adverse events included fatigue (1%) and headache (1%).  

Contraindications:  In patients with moderate or severe hepatic impairment; With organic anion transporting 
polypeptides 1B1/3 (OATP1B1/3) inhibitors, strong inducers of CYP3A, and efavirenz; If administered with ribavirin, 
the contraindications to ribavirin also apply to this combination regimen; The following drugs are contraindicated 
with Zepatier®: phenytoin, carbamazepine, rifampin, St. John’s wort, efavirenz, atazanavir, darunavir, lopinavir, 
saquinavir, tipranavir, and cyclosporine. (Note that this is not a comprehensive list of all drugs that inhibit 
OATP1B1/3 or strongly induce CYP3A.) 

Manufacturer:   Merck 

Analysis:   The safety and efficacy of Zepatier® were assessed in 2 placebo-controlled and 4 uncontrolled phase 2 
and 3 studies in subjects with genotype (GT) 1, 4, or 6 chronic hepatitis C virus infection with compensated liver 
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disease (with or without cirrhosis). The following table includes an overview of the studies, which was adapted 
from the prescribing information.  

  Trial Population Study Groups/Duration 

C-Edge TN  
(Randomized, Double-blind) 

GT 1,4  
TN with or without cirrhosis 

Zepatier® (N=306)  X12W    Vs 
Placebo (N=102) X12W 

C-Edge Co-infection  
(open-label, single-arm) 

GT 1,4 
TN with or without cirrhosis 

HCV/HIV-1 Co-infection 
Zepatier® X12W (N=217) 

C-Surfer  
(double-blind) 

GT 1 
TN or TE with or without cirrhosis 

Severe renal impairment (& dialysis) 

EBR + GZR X12W (N=122)   Vs 
Placebo X12W (N=113) 

C-Scape  
(open-label) 

GT 4 
TN without cirrhosis 

EBR + GZR X12W (N=10)   Or 
EBR + GZR + ribavirin X12W (N=10) 

C-Edge TE  
(randomized, open-label) 

GT 1, 4 
TE with or without cirrhosis 

HCV/HIV-1 co-infection 

Zepatier® X12 or 16W (N=105 or 101) 
Zepatier® + ribavirin X12 or 16W 

(N=104 or 104, respectively) 

C-Salvage (Open-label) 
GT 1 

TE with HCV protease inhibitor 
regimen with or without cirrhosis 

EBR + GZR + ribavirin X12W (N=79) 

TN-treatment naïve;  TE- treatment experienced 
EGB- elbasvir 50mg, GZR- grazoprevir 100mg and were co-administered as single agents 

The primary endpoint for all trials was sustained virologic response (SVR), and was defined as HCV RNA <lower 
limit of quantification (LLOQ) at 12 weeks after the cessation of treatment (SVR12).  

The following table includes results of study 1 and 2 for genotype 1 infection. 

  C-Edge TN - Zepatier®  C-Edge Co-infection- Zepatier® 

SVR in genotype 1 95% (N=273/288) 95% (N=179/189) 

Outcomes for subjects without SVR 

On-treatment virologic failure <1% (N=1/288) 0% 

Relapse 3% (N=10/288) 3% (N=6/189) 

Other * 1% (N=4/288) 2% (N=4/189) 

SVR by genotype 1 subtype 

GT 1a 92% (N=144/157) 94% (N=136/144) 

GT 1b 98% (N=129/131) 96% (N=43/45) 

SVR by Cirrhosis Status 

Non-cirrhotic 94% (N=207/220) 94% (N=148/158) 

Cirrhotic 97% (N=66/68) 100% (N=31/31) 
* Included subjects who discontinued due to adverse events, lost to follow-up, or subject withdrawal 

In the C-Edge TE study, patients had failed prior therapy with PegIFN/RBV therapy. Only treatment outcomes with 
Zepatier® for 12 weeks or Zepatier® plus ribavirin for 16 weeks are included in the table below. Per the prescribing 
information, the other treatments (Zepatier® plus ribavirin X12W or without ribavirin X16W) are not shown 
because they are not recommended in PegIFN/RBV experienced GT 1 patients.   

 Zepatier® X12W  Zepatier® + ribavirin X16W 

SVR in genotype 1 94% (N=90/96) 97% (N=93/96) 

Outcomes for subjects without SVR 

On-treatment virologic failure 0%  0% 
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 Zepatier® X12W  Zepatier® + ribavirin X16W 

Relapse 5% (N=5/96) 0% 

Other * 1% (N=1/96) 3% (N=3/96) 

SVR by genotype 1 subtype 

GT 1a 90% (N=55/61) 95% (N=55/58) 

GT 1b 100% (N=35/35) 100% (N=38/38) 

SVR by Cirrhosis Status 

Non-cirrhotic 94% (N=61/65) 95% (N=61/64) 

Cirrhotic 94% (N=29/31) 100% (N=32/32) 

SVR by Response to Prior HCV Therapy 

On-treatment Virologic Failure 90% (N=57/63) 95% (N=58/61) 

Relapser 100% (N=33/33) 100% (N=35/35) 
* Included subjects who discontinued due to adverse events, lost to follow-up, or subject withdrawal 

In the C-Salvage study, the overall SVR was 96% (N=76/79) in patients receiving EBR + GZR + RBV for 12 weeks, 
while 4% (N=3/79) did not achieve SVR due to relapse. 

In the C-Surfer study, patients were either treatment-naïve or had failed prior therapy with IFN or PegIFN with or 
without ribavirin and were then randomized to one of the following treatment group: EBR + GZR X12W 
(immediate treatment group) or placebo X12W followed by open-label treatment with EBR + GZR X12W (deferred 
treatment group. Patients had genotype 1 infection with chronic kidney disease (CKD) stage 4 or 5. The following 
table includes the outcomes for patients in the pooled immediate treatment group. 

 EBR + GZR X12W (N=122) 

Overall SVR 94% (N=115/122) 

Outcomes for subjects without SVR 

On-treatment virologic failure 0% 

Relapse <1% (N=1/122) 

Other (discontinued due to adverse reaction, 
lost to follow-up or subject withdrawal) 

5% (N=6/122) 

SVR by Genotype 

GT 1a 97% (N=61/63) 

GT 1b 92% (N=54/59) 

SVR by Cirrhosis status 

No 95% (N=109/115) 

Yes 86% (N=6/7) 

SVR by prior HCV treatment status 

Treatment-naïve 95% (N=96/101) 

Treatment-experienced 90% (N=19/21) 

SVR by Dialysis status 

No 97% (N=29/30) 

Yes 93% (N=86/92) 

SVR by Chronic Kidney Disease Stage 

Stage 4 100% (N=22/22) 

Stage 5 93% (N=93/100) 

Note that the overall SVR was achieved in 99% (N=115/116) of subjects in the pre-specified primary analysis 
population, which excluded subjects not receiving at least one dose of study treatment and those with missing 
data due to death or early study discontinuation for reasons unrelated to treatment response. The exclusion of 
these subjects may potentially alter the outcome of this study. 
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The efficacy of Zepatier® in subjects with GT 4 chronic HCV infection was demonstrated in several trials. In the C-
Scape, C-Edge TN, and C-Edge Co-infection trials combined, there were a total of 66 GT 4 treatment-naïve subjects 
who received Zepatier® or EBR + GZR for 12 weeks. In these combined studies, the SVR12 was 97% (N=64/66). In 
the C-Edge TE study, there were 37 GT 4 treatment experienced subjects who received 12 or 16 weeks of 
Zepatier® with or without ribavirin. The SVR12 in this population randomized to Zepatier® plus ribavirin for 16 
weeks was 100% (N=8/8). 

Place in Therapy:   Zepatier® is a combination agent FDA approved to be used with or without ribavirin for the 
treatment of chronic hepatitis C virus (HCV) genotypes 1 and 4 in adults. The duration of treatment is based upon 
the patient population type. In addition, liver enzymes need to be monitored and patients with HCV genotype 1a 
should be tested for the presence of virus with NS5A resistance-associated polymorphisms prior to starting 
treatment with Zepatier®. Significant drug interactions need to be monitored for. The evidence-based IDSA/AASLD 
guidelines2 are frequently updated and include several recommended regimens for genotype 1 and 4 infections. 
Hepatitis C treatment is a rapidly changing therapeutic area and the recommendation for treatment for specific 
genotypes and clinical situations are continuing to evolve. 

The studies discussed above do suggest potent antiviral activity in HCV genotype 1 and 4 infections.  A unique 
aspect of this drug may be the ability to use it in the setting of significant renal impairment. However, it should be 
noted that testing for NS5A resistance-associated polymorphisms is needed in genotype 1a infections and 
combination with ribavirin is required in some clinical scenarios. It is recommended that this drug be preferred, 
but require prior authorization to confirm appropriate use. 

PDL Placement:        Preferred 
    Non-Preferred 
    Preferred with Conditions 
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