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There is no debate that hepatitis C can be cured (SVR) with
DAA'’s



Caveats

1. DAA therapy ~ SVR

Chen T and Terrault N. Curr Opin Gastroenterol 2016;32:143-151 3
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What happens to the liver after viral eradication (SVR)?
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SVR leads to regression of fibrosis

N=3010, pooled from 4 large prospective studies
Paired liver biopsies before and 24 weeks after IFN therapy
Results:

— Reversal of cirrhosis was observed in 49% (75/153) patients with baseline
cirrhosis.

— Six factors were independently associated with the absence of significant
fibrosis after treatment:

baseline fibrosis stage (odds ratio [OR]=0.12; P<0.0001)
sustained viral response (OR=0.36; P<0.0001)

age < 40 years (OR=0.51; P<0.001)

Body mass index <27 kg/m? (OR=0.65; P<0.001)

no or minimal baseline activity (OR=0.70; P=0.02)

viral load <3.5 millions copies per milliliter (OR=0.79; P=0.03).

Poynard T et al. Gastroenterol 2002;122:1303-1313 6
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SVR reduces liver decompensation

* n=479, multicenter, retrospective
cohort study No SVR = 22%

« Consecutively treated patients with
advanced fibrosis or cirrhosis

 Liver failure: ascites, bleeding SVR = 0%

esophageal varices, jaundice, hepatic
encephalopathy

Veldt et al. Ann Intern Med 2007;147:677-684 8



SVR improves liver function in decompensated cirrhotics

Solar — SOF/LDV, Ally - SOF/DCV, Astral -SOF/VPV

Van der Meer and Berenguer M. J Hepatol 2016;65:595-S108 9
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SVR reduces the risk for HCC

» A systematic review of 34 studies, including 5 meta-analyses

« Overwhelming consensus of the results... patients who achieve SVR have a
considerably reduced risk for HCC in comparison with untreated patients or those
who fail to achieve SVR!

* One meta-analysis?:
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Tenet: There are always exceptions to every rule
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And when HCC does occur...

Bruix J and Sherman M. AASLD Practice Guidelines. Hepatology 2011;1020-1022 14
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SVR reduces need for LT in HCV with advanced fibrosis

« n=530, international, multicenter long term study of IFN-based treatment
* Median follow up: 8.4 years (IQR, 6.4-11.4)
« SVRvsnoSVR

 HR=0.26 (p<0.001) for all cause mortality

« HR=0.06 (p<0.001) for liver-related mortality and LT
« HR=0.19 (p<0.001) for HCC

 HR=0.07 (p<0.001) for liver failure

Van der Meer et al, JAMA 2012;308:2584-2593.16



SVR leads to delisting from the LT waitlist

 N=103 consecutive listed patients
without HCC, treated with DAA in 11
European centers

35% inactivated
at 6 mos

20% delisted
at 6 mos

Belli LS et al. J Hepatol 2016;65:524-531 17



SVR leads to delisting
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Fig. 3. MELD and Child-Pugh score changes over time in inactivated (N = 34)
and nen-inactivated patients (N =68). (A] MELD score changes at 12 and

35% inactivated 24 weeks from start of therapy. (B) Child-Pugh score changes at 12 and 24 weeks
from start of therapy. I, inactivated; MI, non-inactivated. 1 patient who died
at 6 mos before week 12 is not considered in the analysis.

Inactivated patients:
* MELD improvement of 4 points
(p<0.0001)
20% delisted * CTP improvement of 3 points
at 6 mos
(p<0.0001).

Belli LS et al. J Hepatol 2016;65:524-531 18
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35% inactivated 24 weeks from start of therapy. (B) Child-Pugh score changes at 12 and 24 weeks
from start of therapy. I, inactivated; NI, non-inactivated. 1 patient who died
at 6 mos before week 12 is not considered in the analysis.

20% delisted
at 6 mos
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SVR reduces all-cause mortality in HCV patients

Meta-analysis of 31 studies, n=33,360

Median: 5.4 years (IQR, 4.9-7.5)

HR=0.50 for general population

HR=0.26 for cirrhotic group

Simmons B et al, CID 2015;61;730-740 21
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Can DAA’s (SVR) prevent liver transplantation? YES!

SVR

23
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Rebuttal



Indications for LT in waitlisted patients: latest SRTR report

Kim WR. AJT 2017;17(Suppl 1):174-251 26



Trends of HCV as indication for adding to the waitlist for LT
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Goldberg D, et al. Gastroenterology 2017;152:1090-1099 27
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The prevention of LT with SVR (DAA's)
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The prevention of LT with SVR (DAA's)
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