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INTRODUCTION

 Natural History of Hepatitis C infection 
 chronic hepatitis, liver cirrhosis, liver cancer.

 Slowly progressive disease.
 20 – 30% of chronic HCV patients develop liver Cirrhosis over a 20 years period.
 Aim of antiviral treatment is to cure chronic hepatitis C infection.
 Viral cure - sustained virologic response (SVR)

 undetectable HCV RNA in blood 12- 24 wks after completing anti-viral treatment.
 No immunity from prior exposure
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Kitab, B., Kohara, M., & Tsukiyama-Kohara, K. (2021). Host-Targeting Antivirals for Treatment of Hepatitis C. IntechOpen. doi: 10.5772/intechopen.95373

HCV genomic RNA and encoded viral proteins; virological functions of targeted non-structural 
proteins for direct-acting antivirals (DAAs) therapy. UTR, untranslated region; IRES, internal 
ribosome entry site.



Testing

Screening
 UNIVERSAL SCREENING is recommended at least once in all adults aged ≥18 years.
 One time HCV testing for all persons less that 18 yrs old with high risk activities associated with HCV 

infection
 Prenatal HCV testing 
 Periodic repeat HCV testing should be offered to all persons with an increased risk of HCV exposure.

Testing
 HCV antibody screening with reflex HCV RNA testing to establish the presence of active infection.

Future
  Innovative new test such as HCV core Antigen

                            

                                                                                                                             

                                                                                                                             



Simplified Treatment algorithm

Who is eligible for simplified treatment?
 Adults with chronic HCV infection, regardless of HCV genotype.
 HCV treatment naïve
 Compensated Cirrhosis

Unique features
 ? PWID: No dosage adjustment is recommended for PWID
 ? on MAT for opioid use disorder
 ? ESRD: No dosage adjustment  is recommended for patients with mild, 

moderate, or severe renal impairment, including ESRD requiring dialysis.



Pre Treatment Assessment

1. Calculate a FIB-4

2. Assess for cirrhosis 

3. Medication reconciliation, including over the counter medications

4. Assess for potential drug-drug interactions

5. Educate the patient on medication administration, adherence and risk 
for reinfection

6. Pre-treatment laboratory assessment



Pretreatment Laboratory Assessment

 Within 6 months of treatment initiation for patients without cirrhosis and within 3 
month of treatment initiation for those with compensated cirrhosis:

 Complete blood count 
 Hepatic function panel
 Calculate glomerular filtration rate

HIV antigen/antibody test
Hepatitis B surface antigen



Recommended DAA Medications for Treatment of HCV in 
the Simplified Treatment Algorithm 

Glecaprevir-Pibrentasvir (Mavyret)
3 tablets daily for 8 weeks

Taken with food

Sofosbuvir-Velpatasvir (Epclusa)
• 1 tablet daily for 12 weeks



Glecaprevir-Pibrentasvir

 First pangenotypic NS3/4A protease inhibitor-NS5A inhibitor combination to 
be approved 

 Not an option for patients with decompensated cirrhosis due to the 
presence of a protease inhibitor. 

 SVR-12 rates ≥95% for treatment naïve individuals with and without 
compensated cirrhosis 



Glecaprevir-Pibrentasvir: Notable Drug-Drug Interactions

1. Statins: Co-administrations leads to increased plasma concentrations of 
statins and can increase the risk for myopathy, including rhabdomyolysis.

2. Ethinylestradiol: Co-administration increase levels of ethinylestradiol, 
leading to increased risk of ALT elevation.

3. Select HIV ART:  Protease inhibitors and pharmacologic boosters (e.g., 
ritonavir and cobicistat) can increase serum concentrations of 
glecaprevir. Select NNRTIs, including efavirenz and etravirine, which can 
decrease plasma concentrations of glecaprevir-pibrentasvir. 



Sofosbuvir-Velpatasvir

 Pangenotypic NS5A-NS5B inhibitor, given as a single pill combination.

 Safe for use in patients with decompensated cirrhosis.

 SVR-12 rates ≥95% for treatment naïve individuals with and without 
compensated cirrhosis 

 



Sofosbuvir-Velpatasvir: Notable Drug-Drug 
Interactions

 Proton pump inhibitors: Co-administration leads to decreased plasma concentrations of 
sofosbuvir-velpatasvir. 

 Amiodarone

 St. Johns Worts



.Medication Glecaprevir-Pibrentasvir Sofosbuvir-Velpatasvir

Trade Name Mavyret Epclusa

Adult Dose (oral) Glecaprevir 300 mg and pibrentasvir 120 mg 
as 3 tablets once daily

Sofosbuvir 400 mg and velpatasvir 100 mg as 
one single tablet once daily

Duration 8 weeks 12 weeks

Food Requirement Yes No

Hepatic Impairment Contraindicated in patients with 
decompensated cirrhosis (Child B or C)

No dose adjustment necessary for any degree 
of cirrhosis (Child A, B or C)

Renal Impairment No dosage adjustment in patients with any 
degree of renal impairment, including dialysis

No dosage adjustment in patients with any 
degree of renal impairment, including dialysis

Notable Drug interactions - Statins                                                                     
- Ethinylestradiol                                                     
- HIV protease inhibitors and select NNRTIs

- Proton pump inhibitors (PPIs)

Summary of Glecaprevir-Pibrentasvir vs. Sofosbuvir-Velpatasvir



Laboratory Monitoring

 Most patients will not require any on-treatment laboratory monitoring.

 Compensated cirrhosis: may order liver function testing to monitor for liver 
injury during treatment.

 SVR: HCV RNA and liver function testing 12 weeks post-treatment to assess 
for HCV cure and transaminase normalization.

 NO IMMUNITY ACQUIRED FROM TREATMENT.

 Assess for HCV Recurrence

 SVR: 94% among both adherent and nonadherent participants (taken 
<90% of the total dosage).



HBV Coinfection

High risk for Reactivation of Hepatitis B Virus Infection:
 Hep BsAg: Pos
 Treat Hepatitis B

 Hep B c Positive
 Treat Hepatitis C, Monitor for reactivation for Hepatitis B



Pregnancy

 .



Decompensated Cirrhosis

 Mavyret contraindicated

 Referral for transplant evaluation

 Treatment decision based on liver transplant evaluation

 Treatment of HCV delayed for the benefit of Hepatitis C donor liver



Transplant



Case

 A 35 yrs old Male presenting for wellness exam for clearance for applying 
for graduate school. No significant past medical history.

 Labs: 
 Hepatitis C Ab: Positive, Hepatitis Bs Ag neg, HIV Ag/Ab neg, AST/ALT: 67/88, 

T.Bili: 1.5, HCV RNA:  10,00,000IU/ml.

 FIB 4 score: <1.30 (no cirrhosis)

 ? Treatment

 Epclusa x 12wks

 Mavyret x 8 wks
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