
                                                                                                                                                                       

- Chronic HCV is responsible for 25% cases of HCC worldwide, particularly high in east 

Asia 

- Source of transmission is unknown in upto 1/3rd cases of HCV infection. Such sporadic 

cases probably results from unrecognized percutaneous infection  

- HCV RNA is detectable in serum 7-21 days after viral transmission 

- ALT is raised 4-12 weeks after infection indicating hepatic injury 

-  Female, young patients have lowest rate of chronicity 

- Presence of Anti HCV does not differentiate among acute, chronic and resolved infection 

- Infants of infected mothers should not undergo serologic testing for anti HCV before 18 

months of age, because maternal antibodies may persist in infant’s serum and lead a 

diagnostic confusion 

 

False positive test for HCV (Anti HCV) 

- Healthy blood donors 

- Patients with rheumatoid factor 

False negative test for HCV (Anti HCV) 

- Hemodialysis 

- Organ transplant recipient 

 HCV RNA usually detectable 7-21 days after exposure 

Characteristic histology of chronic HCV infection 

- Micro/macro vesicular steatosis 

- Bile duct injury 

- Lymphocytic follicle 

 

 

 

 

 

- Suspected acute HCV infection           Test for HCV RNA 

- If Anti HCV positive                            Test for HCV RNA 

- Anti HCV positive + HCV RNA negative              Repeat HCV RNA 3 months   later to 

confirm definitive clearance 

- HCV core antigen is a surrogate marker of HCV replication 

 

              

 

 

 

 

Diagnosis of acute/chronic HCV: 
 



             

    

- HCV accounts for 20% cases of acute hepatitis  

 

Tests to diagnose acute HCV infection 

- When acute HCV infection is suspected due to exposure, clinical presentation, raised 

ALT 

- HCV RNA and HCV antibody testing is recommended 

 

Treatment and monitoring of acute infection: 

- Monitoring every 4 weeks to 8 weeks of HCV RNA for 6 months to 12 months to 

determine spontaneous clearance versus persistence of infection 

 

Counselling: 

- Avoid hepatotoxic drugs, alcohol 

- Reduce the risk of transmission to others 

 

Treatment of acute infection: 

- If patient and physician decide that a delay in treatment initiation is acceptable 

  

 Monitoring for spontaneous clearance is recommended for a minimum 6 months 

- When the decision is made to initiate treatment after 6 months         Treat as chronic 

infection 

- If decision is made to start treatment in acute infection period    

 

Monitoring HCV RNA for at least 12-16 weeks before treatment is recommended to 

allow for spontaneous clearance 

 

 

Indications of treatment for HCV infection 

- All treatment naïve and treatment experienced patients with compensated/decompensated 

cirrhosis 

 

 

 

 

 

Acute HCV infection   
 



 

 

- Patients with significant fibrosis or cirrhosis (METAVIR score F2,F3,F4) 

- Decompensated cirrhosis   

- Clinically significant extrahepatic manifestations 

 Vasculitis 

 Nephropathy 

 NHL 

- HCV recurrence after liver transplantation 

- Individuals at risk of transmitting the disease to others 

 Injection drug users 

 Men who sex with men (MSM) 

 Women of child bearing age wish to be pregnant 

 Hemodialysis patients 

 Incarcerated patients 

- Decompensated cirrhotic patients who has an indication for liver transplantation with 

MELD 18-20 should be transplanted first and treated after liver transplantation 

- Treatment is not indicated in patients who have limited life expectancy due to non-liver 

related comorbidities 

 

 

 

 

 

- Assessment of liver disease severity 

 LFT 

 Fibrosis stage by non-invasive method/liver biopsy 

 Cardiac and renal function 

 HCV RNA by a sensitive method that can detect as low as 15 U/ml 

 HCV genotype 

 Regardless of the degree of serum aminotransferase elevation, determination of the 

stage of liver fibrosis, either by liver biopsy or non-invasive method is 

recommended in patients undergoing initial assessment of chronic hepatitis C 

 Liver biopsy is not required when cirrhosis is already suggested by  clinical/imaging 

 

 

 

 

 

 

Pre-therapeutic Assessment 
 

Who needs urgent treatment? 

 



 

 

- These drugs act by inhibiting HCV replication by interfering with the respective steps in 

the HCV life cycle 

- Directly acting antiviral drugs target 

o Protease 

o NS5A protein inhibitor 

o Polymerase 

- HCV protease inhibitor (…previr):  Boceprevir, Simeprevir, Telaprevir 

- NS5A Inhibitor (…asvir):  Ledipasvir 

- Polymerase inhibitor (…buvir): Nucleosiede/tide analog + non-nucleoside polymerase 

inhibitor  

 

 

 

 

o For genotype 1 with compensated cirrhosis/without cirrhosis 

- Sofosbuvir + Ledipasvir without Ribavirin for 12 weeks 

 

o For genotype 3 

*Treatment naïve patient without cirrhosis 

- Sofosbuvir  (400mg) + Velpatasvir (100mg) without Ribavirin for 12 weeks 

 

*Treatment naïve patient with compensated cirrhosis/ treatment experienced patient without 

cirrhosis 

-  Sofosbuvir + Velpatasvir + Ribavirin for 12 weeks 

 - Sofosbuvir + Velpatasvir 24 weeks if ineligible for Ribavirin 

 

o For genotype 4,5, 6 with compensated cirrhosis/without cirrhosis 

- Sofosbuvir + Ledipasvir without Ribavirin for 12 weeks 

 

 

 

 

 

 

 

 

 

 

Directly Acting Antiviral Drugs in HCV (DAA) 

Treatment of Chronic Hepatitis C without cirrhosis/compensated cirrhosis     (CTP-A) 

 
 



 

 

 

- If MELD score <18-20 : Treat before transplantation 

- If MELD score 18-20: Treat after transplantation. Treat after LT 

- If MELD score 18-20 can be treated before transplantation if the waiting time on the 

transplant list exceeds 6 months 

- Protease inhibitor (…previr) is contraindicated in CTP B/C decompensated cirrhosis 

- For genotype 1, 4, 5, 6 

o Sofosbuvir + Velpatasvir /Ledipasvir/ Daclatasvir + Ribavirin for 12 weeks 

- For genotype 3 

o Sofosbuvir + Velpatasvir / Daclatasvir +  Ribavirin for 12 weeks 

- For genotype 3 

o Sofosbuvir + Velpatasvir / Daclatasvir  for 24 weeks 

 

 

 

 

 

 For genotype 1, 4, 5, 6 

- Sofosbuvir + Velpatasvir /Ledipasvir/ Daclatasvir + Ribavirin for 12 weeks 

 

 For genotype 2 

- Sofosbuvir + Velpatasvir / Daclatasvir + Ribavirin for 12 weeks 

 

 For genotype 3 

- Sofosbuvir + Velpatasvir / Daclatasvir + Ribavirin for 24 weeks 

 

 If Ribavirin is contraindicated in all Genotypes: 

- Treat without Ribavirin for 24 weeks 

 

 

 

 

 

 

 

 

 

 

Treatment of patients with Decompensated cirrhosis, no HCC with awaiting for liver 

transplantation: 
 

Treatment of patients with decompensated cirrhosis without an indication for liver 

transplantation: 
 



 

 

 

 Patients with mild/moderate renal impairment (eGFR  30 ml/min): No dose adjustment 

but careful monitoring is needed 

 Patients with severe renal impairment (eGFR ≤ 30 ml/min)/ESRD on MHD without 

indication of kidney transplantation: 

- Use Sofosbuvir with caution 

-  

For genotype 1a:  

- Ritonavir-boosted peritaprevir + Ombitasvir + Dasabuvir for 12 weeks 

- Elbasvir + Grazoprevir + Ribavirin (200mg/day, if Hb >10g/dl) for 12 weeks 

For genotype 1b: 

- Elbasvir + Grazoprevir without Ribavirin for 12 weeks 

 

   For genotype 2: 

-  Sofosbuvir + Velpatasvir/Daclatasvir for 12 weeks without Ribavirin 

 

For genotype 3: 

-  Sofosbuvir + Velpatasvir/Daclatasvir + Ribavirin (200mg/day, if Hb>10g/dl) for 12 

weeks or 24 weeks without Ribavirin 

 

For genotype 4: 

 

 

 

 

 

 

 

- Should be treated after transplantation, provided their life expectancy exceeds 1 year 

- For genotype 1, 4, 5, 6: Sofosbuvir + Velpatasvir/Ledipasvir/Daclatasvir without the 

need for immunosuppressant drug dose adjustment (Exception- Erolimus) 

- For genotype 2, 3: Sofosbuvir + Velpatasvir/Daclatasvir without the need for 

immunosuppressant drug dose adjustment (Exception- Erolimus) 

 

 

 

 

 

Treatment of patients with Renal Impairment 

 
 

Patients with severe renal impairment (eGFR ≤ 30 ml/min)/ESRD on MHD with 

indication of kidney transplantation: 
 



 

 

 

1. Monitoring of treatment efficacy 

o Monitor HCV RNA during and after treatment with a lower limit of detection ≤15 IU/ml 

o Measurement of HCV core Ag is alternative to HCV RNA when RNA detection is not 

affordable/ available 

o HCV RNA/HCV core Ag should be measured at 

- Base line 

- Between 2- 4 weeks to assess adherence (Optional) 

- End of treatment (Week 8,12,16,24 in patients treated 8,12,16,24 weeks respectively) 

- 12 and 24 weeks after the end of therapy(SVR12, SVR 24 respectively) 

o Simplified monitoring of treatment efficacy 

- HCV RNA/ HCV core Ag measurement at baseline and 12 or 24 weeks after the end of 

therapy 

 

 

2. Monitoring of treatment safety 

 

Patients receiving Ribavirin 

 

- Assess hematological side effects at week 2-4 of therapy and then 4-8 interval 

- Avoid pregnancy during and upto 6 months after therapy 

- In case of male patients use effective contraceptive during and upto 6 months after 

therapy 

- Stop Ribavirin if  

  Hb <8.5 g/dl 

 ALT flare >10 times ULN 

 

 

 

o ALT: at week 4, 8, 12 of therapy and at week 24 in patients receiving 24 weeks therapy as 

well as 12 or 24 weeks post treatment 

o Renal function test regularly in patients receiving Sofosbuvir, especially those with 

reduced eGFR 

o No dose adjustment is required in case of Sofobuvir, Ledipasvir, Velpatasvir, Daclatasvir, 

Simeprevir in mild/moderate/severe renal impairment 

o Sofosbuvir is not recommended if eGFR<30 ml/min/1.73 m² 

o Test for HBsAg and/or HBV DNA when  ALT levels increase on treatment  

o Stop treatment  

Treatment Monitoring 
 



- If ALT flare >10 times the upper limit of normal 

- Severe bacterial infection at any site, regardless of the neutrophil count, especially in 

patients with decompensated cirrhosis 

- Severe adverse events of unclear origin 

 

 

 

 

Non-cirrhotic: 

- Retest for ALT and HCV RNA at 48 weeks post treatment 

- Discharge if ALT normal and HCV RNA negative 

Advanced cirrhosis/Fibrosis: 

- Surveillance for HCC 6 monthly by USG 

- Management of portal HTN/Varices as per guideline 

 

 

Post-treatment follow up who achieve SVR 
 


