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Hepatoma & Decompensated Cirrhosis Due to HCV
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Decompensated cirrhosis

Hepatocellular carcinoma

~85,000 cases/y

~144,000 cases/y

~10,000 cases/y

~14,000 cases/y

As of 2007, more people die from HCV than HIV



HCV Life Cycle and DAA Targets

Manns MP, et al. Nat Rev Drug Discov. 2007;6:991-1000. 
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ABC of DAAs (Direct Acting Antivirals)

 Protease Inhibitors

 revirs (paritaprevir, simeprevir, grazoprevir)
Hepatotoxicity, no GT2 and 3 activity at this time

NS5B Polymerase inhibitors

buvirs (sofosbuvir)
Very potent, no resistance, pan-genotypic

NS5A Polymerase Inhibitors

 asvirs (daclatasvir, ledipasvir, velpatasvir)
Risk of resistance, even at baseline



Sofosbuvir + Ribavirin for Genotype 2

Tx experienced

12 wks 16 wks



Treatment Options GT2

• SOF-VEL 12 wks is the AASLD recommended regimen

• DCV-SOF for 12-24 weeks as an alternative

• SOF-RBV is no longer recommended by AASLD, though it is 
highly effective in patients without cirrhosis

• TARGET data showed a good SVR for SOF-RBV in pts with 
cirrhosis



Treatment of Genotype 3



Daclatasvir-Sofosbuvir 12 wks (ALLY 3)
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Treatment options GT3
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Treatment Options, GT3
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The Impact of NS5A Resistance
ASTRAL (Sofosbuvir-Velpatasvir) Data

Deep sequencing: 1% cut off 15% cut off

Hezode C, R EASL 2016

In patients with relapse, Y93H/N is the most commonly seen RAV
Deep sequencing may not make an impact on the chance of SVR
Patients with baseline RAV may have lower chance of SVR



ABT-493 + ABT-530

 ABT-493

Pan-genotypic NS3/4 A

Protease inhibitor

 Effective against most PI 
resistant variants

 ABT-530

NS5A inhibitors

 Effective against 
common RAVs 
(28,29,30,93) Kwo, et al, EASL 2016



 Annual risk of HCC after SVR in patients with cirrhosis is 1.39%

 The risk does not go down with time

 Patients with diabetes, SVR achieved after the age of 64 and GT3 have 
higher risk of HCC development

 Patient should be screened for HCC regardless of SVR





• Can we tackle (eliminate) the hepatitis C?

• When there is a will, there is a way


