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HCV is Asymptomatic for > 90%
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HCC 

F4

F3

F2

F1

F0

80% Chronic

Modified from Poynard

~
 2

5
 -

3
0

 y
rs

 
~

 1
 -

5
 y

rs
 

Cirrhosis: 15-35%1

HCC:  1-3% annual incidence 2

HCV increases  HCC risk 17 fold1

31-61% of HCC cases with HCV3

HCV Infection

1 Freeman AJ et al, Hepatology 2001; 

2 Norderstedt, et al. Dig Liv  Dis 2010;

3 Hassan MM, et al. J  Clin, Gastroenterol 2002; 
4 Rein et al, Dig Liver Dis 2011; Am J Epidemiology  2002;
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The present and future disease burden of HCV 

infections with today's treatment paradigm



Lee M-H, et al. J Infect Dis. 2012;206:469-477.

REVEAL HCV: Risk Evaluation of Viral Load Elevation and Associated Liver Disease/Cancer (1991-2008).
Anti-HCV seronegative (n=18,541); anti-HCV seropositive (n=1095; detectable HCV RNA: 69.4%). Average follow-up: 16.2 years.
Among extrahepatic causes of death, 68.5% and 69.3% were noncancer deaths for HCV seronegative and seropositive, respectively.
*P<.001 for comparison among all 3 groups and P<.001 for HCV RNA detectable vs undetectable.

HCV Viremia Was Associated With Increased 

Mortality in a Prospective Taiwanese Cohort Study

Follow-Up 

(Years)

20

18

16

14

12

10

2

0
0 2 4 6 8 10 12 14 16 18 20

8

6

4

Follow-Up 

(Years)

12

10

8

6

4

2

0
0 2 4 6 8 10 12 14 16 18 20

All Causes
(n=2394)

Liver Cancer
(n=115)

Extrahepatic Diseases
(n=2199)

C
u

m
u

la
ti

ve
 M

o
rt

al
it

y 
(%

)

Anti-HCV+, HCV RNA detectable Anti-HCV+, HCV RNA undetectable Anti-HCV–

Follow-Up 

(Years)

35

30

25

20

15

10

5

0
0 2 4 6 8 10 12 14 16 18 20

30.1%*

12.8%
12.4%

10.4%*

1.6%

0.3%

19.8%*

12.2%

11.0%



2016סל 



Guha et al, Gut 2006

L = 4 cm 
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Fibroscan



FibroTest ActiTest

Five Serum Markers:
 a2Macroglobulin
 Total Bilirubin
 gGT
 Apolipoprotein A1
 Haptoglobin

Imbert-Bismut F etal, Lancet. 2001;357:1069-75

http://www.ncbi.nlm.nih.gov/pubmed?term=Imbert-Bismut F[Author]&cauthor=true&cauthor_uid=11297957
http://www.ncbi.nlm.nih.gov/pubmed/?term=imbert-bismut+f+AND+lancet
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1. Hoofnagle J. Hepatology 2002; 36: S21
2. Zein N. Clin Microbiol Rev 2000; 13: 223
3. Alter M, et al. N Engl J Med 1999; 341: 556



GT1 ±HIV TN &TE without cirrhosis

Zepatier

12-16 wk, 

with RBV

8-12 wk,

Without RBV

8-12 wk,

Without RBV

GT1 ±HIV TN &TE with CHILD-A cirrhosis

Zepatier

12-16 wk, 

with RBV



GT2 ±HIV TN &TE without cirrhosis

GT2 ±HIV TN &TE with cirrhosis



GT3 ±HIV TN &TE without cirrhosis

GT3 ±HIV TN &TE with cirrhosis



GT4 ±HIV TN &TE without cirrhosis

GT4 ±HIV TN &TE with cirrhosis

Zepatier

12 wk,

Without RBV

12 wk,

Without RBV

Zepatier



GT5/6 ±HIV TN &TE without cirrhosis

GT5/6 ±HIV TN &TE with cirrhosis



Re Treat HCV±HIV who fail prior therapy containing ≥1 DAA(s)



Currently, there is limited data to firmly support these retreatment recommendations, which 

are based on indirect evidence and consideration of HCV genotype, known resistance profiles 

of the previously administered drugs, number of drugs used, use of ribavirin, treatment 

duration. Thus, these recommendations are subject to change

when more data become available.

Re Treat HCV±HIV who fail prior therapy containing ≥1 DAA(s)



Drug-drug interactions between HCV DAAs & 

immunosuppressants

 Green: No clinically significant interaction expected. 

 Amber: Potential interaction which may require a dosage adjustment, 

altered timing of administration or additional monitoring. 

 Red: These drugs should not be coadministered.

www.hep-druginteractions.org (University of Liverpool)

http://www.hep-druginteractions.org/


Drug-drug interactions between HCV DAAs and:

HIV antiretrovirals illicit recreational Drugs

lipid lowering Drugs

www.hep-druginteractions.org

(University of Liverpool)

http://www.hep-druginteractions.org/


Drug-drug interactions between HCV DAAs and:

CNS Drugs CVS Drugs
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Strategies to manage HCV infection disease burden

Total infected cases (viremic) Liver related death

Total HCC All cirrhosis
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