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HCV: indications for
transplantation

v 2006-2015 : 1061 transplantations in Beaujon
v’ 205 (19%) transplantation for HCV cirrhosis * HCC
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HCV and transplantation:
natural history
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Post-transplant recurrence
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First generation protease

inhibitors and cirrhosis
I R

Patients 299 212
Child A 95% 93%
Genotype 1 89% 90%
Sustained virological response 52% 43%
Serious adverse event 53% 447,
Prematurely discontinuation 48% 46%

* Hézode C et al. Gastroenterology 2014; 147: 132




Direct antiviral agents

Naive and previously treated HCV-infected patients

100%
80%
60%
40%

20%

0%
SOF + DCV 24 SOF + DCV 12 SOF + DCV 24

Genotype 1 Genotypes 2 and 3 —

o Sulkowski MS et al. N Engl J Med 2014; 370: 211.




Antiviral therapy and
cirrhosis: safety

I

Author Hézode C Curry MP
Year 2014 2015
Serious adverse event 32 18
Anemia (<9g/dL, %) 23 5
Transfusion (%) 6 0
Decompensation (%) 3 0
Early discontinuation (%) 26 3

Hézode C et al. Gastroenterology 2014; 147: 132
Curry MP et al. Gastroenterology 2015; 148: 100




Antiviral agents and transplantation:

issues to be addressed

- Before transplantation

- Reverse the complications of cirrhosis
- Removed from the waiting list
- Prevent post transplant recurrence

- Undectable HCV-RNA at the time of transplantation

- After transplantation

- Treat HCV recurrence

- Prevent graft failure/retransplantation




Sofosbuvir + ribavirin
Achieve HCV-RNA negative status

2] =~
1 1

14, ]
1

&

Mean HCV RNA (log4o IU/mL)

L3+
1

—
L

Weeks on Study

. Curry MP et al. Gastroenterology 2015; 148: 100




Sofosbuvir + ribavirin to prevent
post-transplant recurrence
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Impact of SVR on disease
severity: MELD score
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Sofosbuvir-based therapy
impact on the outcome

HCYV cirrhosis on the waiting list: n=151

Genotype 1: 56%

SVR: 88%

HCV cirrhosis + HCC: 56% Decompensated cirrhosis: 44%

Improvement, removal from
waiting list at 12 W

|
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o Coalilly A et al. Hepatology 2015; 62: 275A




HCYV cirrhosis and HCC

HCYV cirrhosis + HCC on the waiting list : 66% Child A
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. months
Inside Antiviral therapy Inside
criteria criteria




Antiviral agents: impact on HCC

5-year recurrence
e fransplantation e Untreated: 80%

» After SVR : 55%
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* Untreated: 1-5%
\"

» After SVR: 0.2-1% 5
50% of HCC > 7 years after transplantation
SVR

cirrhosis

Van de Meer AJ et al. JAMA 2012; 308: 2584.
Zhang W et al. Mol Clin Oncol 2014; 2: 1125.
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Antiviral therapy and the
need for transplantation

HCC / HCV cirrhosis

e
T

Adequathen In 2021
duete Impact of the
avallabliy of rew
direct-acting anthiral
agents In 2015

2013 2014 24]15I201E 2017 2018 2019 2020 2021 2022
Year

b)

800 -
800
700 4
600 -
500 4
400 -
300 -
200 -
100

0

Decompensated HCV

cirrhosis

\

2013 2014 2015 2016 2017 2018 2019 2020 2021 2022
Year

——Transplart candidates for hepalitis G virus-refated hepatotziiular carcinoma

{dualand triple therapy)

-Transplant candidates for hepatilis G virus-related hepatoceliular carcinoma
{new therapy available in 2015)

‘Expected transplant activities for hepalitis © virus-refated hepatocslivlar
carcnoma

—Transplant candidales for hepaliis G virus-relaled decompensaled drrosis

{duval and triple therapy)

Transplant candidates for hepatitis C virus-related decompensated drrhosis
(newtherapy available in 2015)

Expected transplart ackhities for hepatitis G vinus-related dacom pensated
cirrhosis

Deuffic-Burban S et al. Dig Dis Sci 2014; 46: 157.




, Data: Agence de la Biomédecine
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Take home messages

* When to start antiviral therapy pre-

transplant?
- Compensated HCV cirrhosis and HCC: 2-3 months before
transplant
- Decompensated cirrhosis: at listing

 Which treatment ?

- Compensated HCV cirrhosis and HCC, non-3 genotype
* (Sofo + lédi + riba) or (sofo + dacla + riba)
* Ombitasvir + paritaprevir + ritonavir ?
- Compensated HCV cirrhosis and HCC, genotype 3
* Sofo + dacla +riba
- Decompensated cirrhosis
* (Sofo + lédi )or (sofo + dacla) (G3)




Take home messages

- How long?

- Careful approach =24 W
- 12 W possibly enough with riba

- Pittfalls:

- Protease inhibitors in Child B-C cirrhosis

- Contine therapy post transplant in patients receiving DAAs
for more than 2 months pre transplant and HCV-RNA neg

- Initiate antiviral therapy in candidates with HCC that is not

controlled




Take home messages

What can be expected?

- Prevent post fransplant recurrence
- Improve cirrhosis with a possibility for removal from the waiting list ?

- Slowing HCC progression ?
Reduction in the number of transplantations for
HCV-cirrhosis £ HCC

No reduction in the number of tfransplantations
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