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• Goals of therapy

– Sustained Virologic Response (SVR)

• undetectable RNA level 12 weeks following the 
completion of therapy. 



Indications

• All patients with virologic evidence of chronic 
HCV infection (ie, detectable HCV viral level 
over a six-month period) should be considered 
for treatment



EVALUATION TO GUIDE MANAGEMENT 
DECISIONS

• HCV genotype

• History of prior treatment

• Assessment of fibrosis stage



SPECIAL SITUATIONS

• Treatment-experienced

– can be retreated successfully. 

• Mild liver disease

– should be considered candidates for therapy.

• Bridging fibrosis and compensated cirrhosis

– benefit the most

• Decompensated cirrhosis

– Hepatologists can consider antiviral therapy. 



SPECIAL SITUATIONS

• Recurrence after liver transplantation

– All patients should be considered for treatment 

• Extrahepatic manifestations of HCV infection

– Successful eradication of the virus results in 
improvement in extrahepatic manifestations in 
most patients



SPECIAL SITUATIONS

• HIV coinfection

– should be prioritized for treatment. 

– The potential for drug interactions

• HBV coinfection

– Reactivation of HBV infection has been reported in 
patients receiving DAA therapy. 

– Prior to DAA regimen initiation, all patients should 
be tested for HBV coinfection. 



SPECIAL SITUATIONS

• Older adults

– We follow the same general principles in deciding 
which older patients with HCV to treat and when 
as we do for the general population. 



Simeprevir

• NS3 protease inhibitor

• The most common side effects 

– Fatigue, headache, pruritus, influenza-like illness, 
nausea, myalgia, and dyspnea

– Photosensitivity 

– Hyperbilirubinemia

– Not recommended in patients with moderate or 
severe liver impairment (ChildPugh class B and C) 

European Review for Medical and Pharmacological Sciences 2017; 21 (1 Suppl): 102-111



Sofosbuvir

• NS5B polymerase inhibitor

• Few adverse effects
– fatigue, nausea, insomnia, headache, anemia, 

pruritus and dizziness
• more frequently when it is used in association with 

ribavirin 

• Not recommended in patients with GFR< 30 
ml/min and patients on hemodialysis

• The main interactions : Amiodarone

European Review for Medical and Pharmacological Sciences 2017; 21 (1 Suppl): 102-111



Daclatasvir

• NS5A inhibitor 

• Very few side effects,

–headache, fatigue, and nausea

• No dose adjustment is required for renal 
neither hepatic impairment

European Review for Medical and Pharmacological Sciences 2017; 21 (1 Suppl): 102-111



Daclatasvir

• A dose reduction to 30 mg once daily, 

– with strong CYP3A inhibitors like ritonavir-boosted 
atazanavir, clarithromycin, ketoconazole, rifabutin, 
calcium channel blockers 

• A dose increase to 90 mg once daily

– with moderate CYP3A inducers such as 
dexamethasone, carbamazepine, phenobarbital, 
phenytoin

European Review for Medical and Pharmacological Sciences 2017; 21 (1 Suppl): 102-111



Ledipasvir

• NS5A polymerase inhibitor

• very few side effects

– fatigue, headache, nausea, insomnia, and diarrhea

– increased incidence of hyperbilirubinemia was 
reported in patients receiving LDV/SOF with RBV

• No dose adjustment is required for renal 
impairment

European Review for Medical and Pharmacological Sciences 2017; 21 (1 Suppl): 102-111



Velpatasvir

• NS5A inhibitor, 

• low rates of side effects

– headache, fatigue, nausea, nasopharyngitis and 
insomnia

• contraindicated with rifampin, phenytoin, 
phenobarbital, carbamazepine

European Review for Medical and Pharmacological Sciences 2017; 21 (1 Suppl): 102-111
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• 138 trials randomising / 25,232 participants

• 51 different DAAs

Cochrane Database of Systematic Reviews 2017



• Meta-analysis of the effects of all DAAs showed 

– no evidence of a difference when assessing 
hepatitis C-related morbidity or all-cause mortality 
(OR 3.72, 95% CI 0.53 to 26.18, P = 0.19

– no evidence of a difference when assessing 
serious adverse events (OR 0.93, 95% CI 0.75 to 1.15, P = 0.52,

– reduce the risk of no SVR (RR 0.44, 95% CI 0.37 to 0.52, P < 

0.00001,

– withdrawn DAAs seemed to increase the risk of 
serious adverse events (OR 1.45, 95% CI 1.22 to 1.73, P = 0.001,

Cochrane Database of Systematic Reviews 2017



• 42 English-language studies 

• At least 8 weeks of an FDA approved 
interferon-free HCV regimen that included at 
least 2 DAA

• Six DAA regimens showed 

– SVR  rates >95% in HCV genotype 1 infection 
without cirrhosis

– SVR rates (78% to 87%) in hepatic 
decompensation

Annals of Internal Medicine • Vol. 166 No. 9 • 2 May 2017





• The most effective DAA regimens for 
patients who have genotype 3 infection 

• without cirrhosis 

– sofosbuvir + velpatasvir or daclatasvir for 12 
weeks

• with cirrhosis

– Velpatasvir + sofosbuvir

Annals of Internal Medicine • Vol. 166 No. 9 • 2 May 2017
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• The 249 patients 

– treatment experienced (65%)

–decompensated cirrhosis (59%)

– liver transplant before receiving daclatasvir 
(40%)

Young et al. BMC Infectious Diseases (2017) 17:45
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Hepatitis Mon. 2017; 17(1):e44564.
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Gastroenterology 2017;152:1366–1371

For treatment-naïve and -experienced patients, ledipasvir–
sofosbuvir for 12 weeks is highly effective for the treatment 
of HCV genotype 2



Clinical Gastroenterology and Hepatology 2017;15:349–3595



• Patients without cirrhosis, the greatest SVR
– sofosbuvir + velpatasvir + ribavirin (99%; 95% CrI, 

98%–100%) 

– sofosbuvir + velpatasvir without ribavirin (97%; 
95% CrI, 95%–99%), 

– sofosbuvir + daclatasvir + ribavirin (96%; 95% CrI, 
92%–98%),

– sofosbuvir + peginterferon + ribavirin (95%; 95% 
CrI, 91%–98%), 

– all for 12 weeks.

Clinical Gastroenterology and Hepatology 2017;15:349–3595



• Patients with cirrhosis, the highest SVR

– Sofosbuvir + velpatasvir for 24 weeks (96%; 95% 
CrI, 92%–99%), 

– sofosbuvir + daclatasvir + ribavirin for 24 weeks 
(94%; 95% CrI, 87%–98%), 

– Sofosbuvir + velpatasvir + ribavirin for 12 weeks 
(94%; 95% CrI, 86%–98%). 

– Ribavirin increases efficacy in patients with and 
without cirrhosis (odds ratio, 2.6–4.5).

Clinical Gastroenterology and Hepatology 2017;15:349–3595
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Antiviral selection for HCV 

decompensated cirrhosis







Annals of Internal Medicine • Vol. 166 No. 
9 • 2 May 2017



Clinical Gastroenterology and Hepatology 2017;15:421–430



Aliment Pharmacol Ther 2017; 45: 1193–1200



SVR rates according to the different therapeutic regimens with new direct acting antivirals by 
treatment duration (24 vs. 12 weeks) or the inclusion or not of ribavirin in the regimens.

Aliment Pharmacol Ther 2017; 45: 1193–1200
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Treatment regimens for 

chronic hepatitis C virus 

genotype 1 infection in naïve 

adults



Assess Liver fibrosis / Virus subtype

Decompensated Cirrhosis

NO
Subtype 1a Subtype 1b

No Cirrhosis 

(F 0-3)
Cirrhosis

(F4)

No Cirrhosis 

(F 0-3)
Cirrhosis

(F4)

Sofosbuvir +
Ledipasvir

12 w

Sofosbuvir +
Daclatasvir 

12 wk

Sofosbuvir +
Daclatasvir +/-

Ribavirin
24 wk

Sofosbuvir +
Ledipasvir

12 w

Sofosbuvir +
Daclatasvir 

12 wk

Sofosbuvir +
Ledipasvir

12 w

Sofosbuvir +
Daclatasvir +/-

Ribavirin
24 wk

Sofosbuvir +
Velpatasvir

12 wk

Sofosbuvir +
Ledipasvir

12 w

Sofosbuvir +
Velpatasvir

12 wk

Sofosbuvir +
Velpatasvir

12 wk

Sofosbuvir +
Velpatasvir

12 wk



Antiviral selection for HCV 

genotype 2 infection in adults



Assess Liver fibrosis

Decompensated Cirrhosis

NO

No Cirrhosis (F 0-3) Cirrhosis(F4)

Sofosbuvir +Daclatasvir 
12 wk

Sofosbuvir +Velpatasvir
12 wk

Sofosbuvir +Velpatasvir
12 wk

Sofosbuvir +Daclatasvir 
16-24 wk



Antiviral selection for HCV 

genotype 3 infection in adults



Assess Liver fibrosis 

Decompensated Cirrhosis

NO
No Cirrhosis (F 0-3) Cirrhosis (F4)

Sofosbuvir +
Daclatasvir 

12 wk

Sofosbuvir +
Daclatasvir + 

Ribavirin
24 wk

Sofosbuvir +
Velpatasvir

12 wk

Sofosbuvir +
Velpatasvir

12 wk

Test  for NS5A for RAS  

Y93H absent Y93H present

Sofosbuvir +
Velpatasvir+

Ribavirin
12 wk

Sofosbuvir +
Daclatasvir + 

Ribavirin
24 wk




