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The following recommendations are based on medical evidence, clinician input, and expert opinion.  The content of the document is dynamic and will be revised as new information becomes available.  The purpose of this document is to assist practitioners in clinical decision-making, to standardize and improve the quality of patient care, and to promote cost-effective drug prescribing.  THE CLINICIAN SHOULD UTILIZE THIS GUIDANCE AND INTERPRET IT IN THE CLINICAL CONTEXT OF THE INDIVIDUAL PATIENT.  INDIVIDUAL CASES THAT ARE EXCEPTIONS TO THE EXCLUSION AND INCLUSION CRITERIA SHOULD BE ADJUDICATED AT THE LOCAL FACILITY ACCORDING TO THE POLICY AND PROCEDURES OF ITS P&T COMMITTEE AND PHARMACY SERVICES.  The Product Information should be consulted for detailed prescribing information.  
	Exclusion Criteria If the answer to ANY item below is met, then the patient should NOT receive this agent

	· All contraindications to peginterferon and ribavirin apply (refer to the Management and Treatment of Hepatitis C Viral Infection: Recommendations from the VA Hepatitis C Resource Center Program and the National Hepatitis C Program Office for contraindications specific to peginterferon and ribavirin, http://vaww.hepatitis.va.gov ) 

· Patient who is treatment naïve for Hepatitis C Virus (HCV)
· Coadministration with boceprevir or telaprevir (safety and efficacy have not been studied) 

· Prior failure with boceprevir or telaprevir in combination with peginterferon/ribavirin (safety and efficacy have not been studied)

· Documented ongoing nonadherence to prior medications, medical treatment or failure to complete HCV disease evaluation appointments and procedures

· Decompensated liver disease (ie., Child-Pugh score ≥7, MELD score >18, and/or clinical manifestations)
· Severe uncontrolled psychiatric disease, particularly depression with current suicidal risk
· Known pregnancy, positive pregnancy test or in men whose female partners are pregnant or plan to become pregnant (Ribavirin is Category X)
· Hypersensitivity to alpha interferons and/or to E. coli-derived products 

	Inclusion Criteria (must select one clinical scenarios and one diagnostic criteria)

	Choose one of the following clinical scenario:
· Patient who is a prior non-responder (detectable HCV RNA throughout treatment) to peginterferon/ribavirin therapy for HCV and had an adequate trial of therapy with documented adherence
· Patient who is a prior relapser (undetectable HCV RNA during treatment and/or at the end-of-treatment with subsequent detectable HCV RNA) to peginterferon/ribavirin therapy for HCV and had an adequate trial of therapy with documented adherence
· Patient without an end-of-treatment response (detectable HCV RNA at the end-of-treatment) to prior peginterferon /ribavirin therapy for HCV and had an adequate trial of therapy with documented adherence
Choose one of the following diagnostic criteria:
· Ultrasound, CT or MRI evidence of advanced fibrosis or cirrhosis (e.g. hepatomegaly with liver nodularity, portal hypertension, splenomegaly or esophageal varices)
· Patient with advanced fibrosis or cirrhosis, as shown by liver biopsy METAVIR or FibroSure/FibroTest  score > F3
· Patient with extrahepatic manifestations of HCV such as cryoglobulinemias and/or vasculitis

	Dosage Recommendations

	Interferon alfacon-1 (consensus interferon) 15 mcg subcutaneously daily with ribavirin 1000 or 1200mg/day in 2 divided doses (for body weight less 75kg or greater/equal to 75kg, respectively).  Decrease interferon alfacon-1 dose to 9 mcg subcutaneously daily if patient is unable to tolerate the higher dose; may decrease dosage further to 9 mcg three times weekly if needed.
Duration of therapy:

· Patient with undetectable HCV viral load by 12 weeks of therapy, treat for 48 weeks total

· Patient with detectable but ≥2 log decrease in HCV viral load by 12 weeks of therapy, consider treatment for up to 72 weeks only if the patient is HCV RNA, PCR negative at 24 weeks

	Issues for Consideration

	In addition to standard clinical and laboratory monitoring in a patient receiving Hepatitis C therapy, the following is recommended:
· Hematologic Adverse Events (anemia, neutropenia): Initial management of HCV treatment- related neutropenia (ANC <750/mm3) should consist of consensus interferon dose reduction.  Initial management of HCV treatment-related anemia should consist of ribavirin dose reduction for hemoglobin <10 g/dL or sooner as clinically indicated.  Refer to prescribing information for more detailed recommendations.
Use in Specific Populations (refer to Prescribing Information for comprehensive list of use in specific populations):
· Substance or Alcohol Use:  Patients with a history of substance or alcohol use who are abstinent should be considered for treatment.  There are no published data supporting a minimum length of abstinence as an inclusion criterion for HCV anti-viral treatment. Patients with active substance or alcohol use disorder who are willing to participate in a substance use program should be considered for therapy on a case-by- case basis.
· Hepatitis B:  Treatment may be considered for patient infected with hepatitis B virus although no safety or efficacy data are available in this population.
· HIV: Treatment may be considered for patient infected with HIV although no safety or efficacy data are available in this population.
· Renal Impairment: Safety and efficacy have not been studied.  Avoid use in patients with creatinine clearance <50 mL/min.

· Hepatic Impairment:  Safety and efficacy have not been studied. Avoid use in patients with hepatic decompensation 
Hepatitis C Education and Screening:

· Counsel patient on general liver health, especially abstaining from alcohol use.

· Assess if patient previously screened and/or vaccinated for Hepatitis A and Hepatitis B vaccines; consideration vaccination if appropriate.

· Assess if patient previously screened for HIV; if not, consider testing for HIV. 

	Discontinuation Criteria

	· Patient who develops decompensated cirrhosis
· Patients with <2 log10 decline in baseline HCV RNA at  Week 12 or detectable HCV RNA at Week 24 during therapy
· Alpha interferons, including consensus interferon, may cause or aggravate fatal or life-threatening neuropsychiatric, autoimmune, ischemic, and infectious disorders. Patients should be monitored closely with periodic clinical and laboratory evaluations. Patients with persistently severe or worsening symptoms of these conditions should be withdrawn from therapy


Contact:  Helen Yee, PharmD, VA Hepatitis C Resource Center or Melinda Neuhauser, PharmD, MPH, VA Pharmacy Benefits Management Services
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