


DISEASE PROGRESSION AND
MORBIDITIES

Disease progression in patients with chronic HCV
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CIRRHOTIC PATIENTS AT RISK OF
SERIOUS MORBIDITY

312 patients with initially compensated cirrhosis of viral etiology

50 HCC

Variceal bleeding
Ascites
Portal-systemic encephalopathy
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VIRAL ERADICATION IMPROVES ALL-CAUSE
MORTALITY
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Primary goal of treatment is to
eradicate the virus

Slow disease progression
Minimize risk of liver cancer
Improve liver damage

hance quality of life

ission of virus




SVR IN DECOMPENSATED CIRRHOSIS

1. SVRs can be achieved in the majority of these
individuals, and short-term follow-up from these studies
has shown that SVR is often accompanied by
improvement in measures of decompensation including
MELD and Child- Pugh scores.

SVR before transplant in a decompensated
itis C will likely allow these
ifferent from




BACKGROUND HISTORY

1.Antiviral therapy, with a PEG-IFN/RBV component, has
limited applicability peri- and post-LT because of poor
tolerability and efficacy in patient with decompensated
cirrhosis.

of first-generation Pls, boceprevir
rent hepatitis C is




THE ADVANCING PRESENT
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THE PRESENT

1. In present, the NS5B inhibitors and the NS5A
inhibitors lack toxicity and significant drug interactions with
either cyclosporine or tacrolimus and seem ideally suited
for Cirrhosis and post-LT treatment of recurrent HCV

infection.

DAA combinations (SOF plus
are expected to




THE 2015 HCV TREATMENT OPTIONS

HCV-1
SOF/LDV
SOF + DCV

HCV-4
SOF/LDV
SOF + DCV

HCV-2
SOF + Rbv

HCV-3
SOF + RBV

SOF + DCV




LDV/SOF + RBV: SVR12 in Genotype 1 or 4
with Decompensated Cirrhosis

Comparable efficacy between SOLAR-1 and SOLAR-2 studies

B LDV/SOF + RBV 12 weeks LDV/SOF + RBV 24 weeks
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AE, adverse event; CTP, Child-Turcotte-Pugh; LDV, ledipasvir; RBV, ribavirin; SAE, serious adverse event; SOF, sofosbuvir.

+1. Charlton M, et al. Gastroenterology, 2015 [epub ahead of print]
2. Flamm SL, et al. Presented at: AASLD; November 7-11, 2014, Boston, MA. Abstract 239.
3. Manns M, et al. Presented at: EASL; April 22-26, 2015; Vienna, Austria. Abstract G02.



ALLY-1: SOF + DCV + RBV for 12 Weeks in
Patients With Genotype 1 HCV and Cirrhosis

Treatment naive or treatment experienced
adults with any HCV genotype

DAA failures allowed, except NS5A All Genotypes
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Child-Pugh score: A, B, or C
MELD scores 8-40

* Hepatocellular carcinoma allowed
‘Poordad F, et al. Presented at: EASL; April 22-26, 2015; Vienna, Austria. Abstract LOS. ALLY-1



SOLAR 1-2 and ALLY-1 in Decompensated
Cirrhosis

No difference was seen in SVRs in the 12- or 24-
week arms, and the therapy was well tolerated (SOLAR

1-2).

Similar results in the ALLY-1 study where the
' sofosbuvir/daclatasvir and low-dose
i irrhotic patients was




TREATMENT IN DECOMPENSATED
CIRRHOSIS

* In the majority of participants with CTP class B or C
disease, the MELD and CTP scores decreased
between baseline and post-treatment week 4.

* As expected, the frequency of serious adverse events
increased with treatment duration in both the CTP

B group (10% week 12; 34% week 24) and the

% week 12; 42% week 24).




LOWER SVR IN DECOMPENSATED
CIRRHOSIS

* The most common adverse events were anemia
,asthenia, headache, and pruritus; the frequency of
severe adverse events and the need for early drug
discontinuation were low in both treatment groups




LOWER SVR IN DECOMPENSATED
CIRRHOSIS

1.The reasons for the lower SVRs in patients with
decompensated cirrhosis compared with compensated
liver disease are not well defined.

he presence of clinically significant portal

duce hepatic exposure of DAAs by




KEY CONSIDERATIONS FOR
DECOMPENSATED CIRRHOSIS

Treatment options are more limited than for pts without
cirrhosis or with compensated cirrhosis

tes are generally lower

mmended for CTP B or C




Sofosbuvir + Velpatasvir: A Potent
Pangenotypic Regimen

SOF
Nucleotide

S ¢ Sofosbuvir (SOF).2
NS5B o S — Potent antiviral activity against HCV
polymerase - - GT 1-6
inhibitor — Once-daily, oral, 400-mg tablet

NS5A

inhibitor resistance profile



ASTRAL-4: SOF/VEL + RBV IN HCV PATIENTS WITH
DECOMPENSATED LIVER DISEASE

SOFIVEL 12wk = SOFIVEL+RBV 12 wk SOF/VEL 24 wk
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ASTRAL-1&3. INSEARCH OF A
PANGENOTYPIC REGIMEN
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ACHIEVING SVR: DOES THIS RESCUE
PATIENTS AND PREVENT OLT?

1. Achieving SVR is associated with improvement in albumin
and bilirubin levels, as well improvements in MELD and CPT
scores, although it is not yet clear what the long-term

de of improvement will be.




Deaths 16 (2%), Breakthroughs 9 (1%), Relapses 45 (7%)

MELD &

improved

36%
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UK Expanded Access Program of NS5B + NS5A +/- Rbv in
Decompensated Cirrhosis: First 6 months of treatment

Event All treated (n=409) Untreated (n=261)
Deaths 13 (3.2%) 15 (5.7%)
Decompensation 72 (17.6%) 73 (28%)
New HCC 19 (4.6%) 21 (8%)

27 (6.6%) 15 (5.7%)
10 (3.8%)




Improvements may be insufficient to avoid liver-
related death or the need for liver transplantation
, highlighting that not everyone benefits from DAA
therapy.

Most deaths among those receiving DAA therapy
everity of underlying liver disease.




The predictors of improvement or decline have not
been clearly identified, though patients with a Model
for End-Stage Liver Disease (MELD) score >20 or severe
portal hypertension complications may be less likely to
improve and might be better served by

ion than treatment




Real-world data comparing DAA response rates
demonstrate that patients with cirrhosis and
hepatocellular carcinoma (HCC) have lower
SVR rates than cirrhotics without HCC




HCV Guidance: Recommendations for !
Testing, Managing, and Treating .
Hepatitis C 2 ﬂ

Infectious Diseases Society of America




ﬁ HCV Guidance: Recommendations for
1 \S LD Testing, Managing, and Treating

AMERICAN ASSOGIATION FOR Hepatitis C %h IDE ;A

THE STUDY OF LVER DISEASES TII' - b “HN I]I Senses "‘ill |l |‘- l'j Ii||||'|i 'T |l i

Recommended regimens listed by evidence level and alphabetically for:

Patients With Decompensated Cirrhosis? Who Have Genotype 1, 4, 5, or 6
Infection and Are Ribavirin Eligible

RECOMMENDED

Daily fixed-dose combination of ledipasvir (90 mg)/sofosbuvir (400 mg)
with low initial dose of ribavirin (600 mg, increase as tolerated)

DURATION

12 weeks |, Ab

Daily fixed-close combination of sofosbuvir (400 mg)/velpatasvir (100 mg)
with weight-based ribavirne 12 weeks LA

Genotype 1 or 4 infection only: Daily daclatasvir (60 mg) plus
sofosbuvir (400 mg) with low initial dose of ribavirin (600 mg, increase as 12 weeks l, B
tolerated)




HCV Guidance: Recommendations for .
AAS LD Testing, Managing, and Treating
Hepatitis C

H P AN SS ._.I-’-.TI TF

Recommended regimens listed by evidence level and alphabetically for:

Patients With Decompensated Cirthosise Who Have Genotype 1,4, 3, or 6

Infection and Are Ribavirin Ineligible

setious Diseas

ciety of America

RECOMMENDED DURATION | RATING @
IDain fixed-dose combination of ledipasvir (90 mg)/sofosbuvir (400 mg) 24 weeks | A" I
IDain fixed-dose combination of sofoshuvir (400 mq)/velpatasvir (100mg) | 24 weeks | A
IGenotype 1 or 4 infection only; Daily daclatasvir (60 mg)? plus sk I.C

sofoshuvir (400 mg)




HCV Guidance: Recommendations for
Testing, Managing, and Treating

Hepatitis C .
Infectious Diseases :';'Ill'il‘l:- of America

Recommended regimens listed by evidence level and alphabetically for:

Patients With Decompensated Cirrhosis? and Genotype 1, 4, 5, or 6 Infection in
Whom Prior Sofosbuvir- or NS5A-Based Treatment Failed

RECOMMENDED DURATION | RATING ©

Prior sofosbuvir-based treatment failure only: Daily fixed-dose
combination of ledipasvir (90 mg)/sofosbuvir (400 mg) with low initial dose | 24 weeks I, CP
of ribavirin (600 mg; increase as tolerated)

Daily fixed-dose combination of sofosbuvir (400 mg)/velpatasvir (100 mg) 2 e ” C

with weight-based ribavirin®
/ 4




HCV Guidance: Recommendations for -
AAS LD Testing, Managing, and Treating
Hepatitis C

AMERICAN ASSQCIATION FOR
THE STULY OF LVER DIGEASES TIII'[IHN “IHI ases I"""ill |I|\ l'j ‘HIH Ill a

Recommended Regimens listed by evidence level and alphabetically for:

Patients With Decompensated Cirrhosis® Who Have Genotype 2 or 3
Infection and Are Ribavirin Eligible

RECOMMENDED DURATION | paTing @
Daily fixed-dose combination sofosbuvir (400 mg)/velpatasvir (100 mg) with weight-| 12 weeks A
based ribavirin
Daily daclatasvir (60 mg)” plus sofosbuvir (400 mg) with low initial dose of ribavirin | 12 weeks I,B
(600 mg, increase as tolerated)




r’ S LD HCV Guidance: Recommendations for :

A A Testing, Managing, and Treating

AMERICAN ASSQCIATION FOR iti %ﬂ
THE STULY OF LVER DIGEASES

Hepatitis C
Infectious Diseas ciety of America

Recommended regimens listed by evidence level and alphabetically for:

Patients With Decompensated Cirrhosis? Who Have Genotype 2 or 3 Infection
and Are Ribavirin [neligible

RECOMMENDED DURATION | RATING @
Dally fixed-cose combination of sofosbuvir (400 mg)/velpatasvir (100 mg)

Dally daclatasvir (60 mg)® plus sofosuvir (400 mg)




- HCV Guidance: Recommendations for
y AAS LD Testing, Managing, and Treating
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THE STUDY OF LWER DISzABES

Hepatitis C

ecommended regimens listed by evidence level and alphabetically for:

atients With Decompensated Cirhosise and Genotype 2 or 3 Infection in
Nhom Prior Sofosbuvir- or NS9A-Based Treatment Falled

RECOMMENDED DURATION | RATING @

ally fixed-dose combination of sofosbuvir (400 mg)/velpatasvir (100 mg) T
ith weight-based ibavirin’ ’




AASLD/IDSA GUIDANCE FOR PTS WITH GT1
HCV AND DECOMPENSATED CIRRHOSIS

Refer to experienced HCV provider (ideally liver tfransplant
center)

DCV + SOF SOF/VEL

RBYV ineligible

*Initial dose: 600 mg/day, increase as
tolerated.

lgo


http://www.clinicaloptions.com/oncology

HCV Guidance: Recommendations for
AAS LD Testing, Managing, and Treating
Hepatitis C
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Regimens not recommended for:

Patients With Decompensated Cirrhosis (Moderate or Severe Hepatic

Impairment; Child-Turcotte-Pugh Class B or C) @

NOT RECOMMENDED RATING ©
Paritaprevir-hased regimens Il, B I
Simeprevir-hased regimens Il, B
Elbasvirlgrazoprevir-hased regimens lll,C
Glecaprevir/pibrentasvir lll,C
Sofoshuvir/velpatasvirivoxilaprevir lll,C




[ Liver transplant ]
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No long-term follow-up

-

required
No, or early stage, \
fibrosis .
_ Inform that re-exposure
! may lead to reinfection
Sustained virological _ Refer t st
response ’ efer to specialis
L long-term follow-up
! required
Cirrhosis

Monitor for complications
such as portal hypertension
and HCC

-

Address comorbid
conditions

-~




