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Introduction

ALarge real life data of chronic Hepatitis C (HCV)

A

treatment are needed to assess the safety and
efficacy of directly acting antivirals (DAAs) and to
confirm results of Phase Il trials.

~or this aim in May 2015 26 liver centers in the
_ombardia Region in Northern Italy created the

Regional Network for Viral Hepatitis.

Aghemo A.M., et al. Abstract #L.BP500, EASL 2016.



Material and Methods

A Patients received the following regimens, dose and
duration were dictated by EMA label: Genotype 1 patients
received either a Sofosbuvir based regimen (SOF + Riba,
SOF + Sim NRiba, SOF + Dac NRiba or SOF/LDV N
Riba) or Ritonavir boosted
Paritaprevir/fOmbitasvir/Dasabuvir N Riba.

A Genotype 2 received SOF + RBV, Genotype 3 SOF +
RBV, SOF + Dac NRiba or PR + SOF.

A Genotype 4 received either a Sofosbuvir based regimen
or Ritonavir boosted Paritaprevir/Ombitasvir/ + Riba.

A Sustained virological response was assessed at week
12 following treatment discontinuation.

Aghemo A.M., et al. Abstract #L.BP500, EASL 2016.



Results

AQverall from December 2014 to December 2015, 2,432
patients received treatment. 81.8% of them had
advanced fibrosis (14.8%) or compensated cirrhosis
(67%), decompensated cirrhosis defined as Child Pugh
B and C was present in (8%).

AHCV-1 and HCV-3 were the most prevalent genotypes
being found in 1,534 (63%) and 419 patients (17%),
respectively.

A26 SAEs (1%) were recorded during treatment or
follow-up, 15 in cirrhotics and 11 on the liver transplant
(LT) waiting list or in the post-LT period. 6 of 26 SAEs
(0.2%) were deemed related to therapy.

Aghemo A.M., et al. Abstract #L.BP500, EASL 2016.



Results

A2 patients died during treatment (0.08%), both patients
had decompensated cirrhosis (MELD score 16 and 13).

ADeath was liver related in 1, and was not attributed to
therapy in both patients.

A At the time of analysis 1,534 patients have completed
the treatment phase and 872 have been evaluated for
SVR.

ABy ITT analysis overall 90.4% (788/872) patients
achieved an SVR.

ASVR rates were 92.9% in HCV-1 (498/536), 89.3% in
HCV-2 (101/113), 81.1% in HCV-3 (116/143) and
88.9% in HCV-4 (71/80).

Aghemo A.M., et al. Abstract #L.BP500, EASL 2016.



Conclusion

Aln a large cohort of real-life HCV patients with
advanced fibrosis/cirrhosis, DAA based treatment
was safe and effective.

Aghemo A.M., et al. Abstract #L.BP500, EASL 2016.
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Methods

A Evaluation of the effectiveness of simeprevir/sofosbuvir,
ledipasvir/sofosbuvir, and ombitasvir/paritaprevir/
ritonavir/dasabuvir within the US Veterans Health
Administration.

A Effectiveness rates were estimated across all three
treatments, and multivariate logistic analysis was employed
to explore the impact of treatment type, controlling for
patient and disease characteristics.

McCombs J, et al. Abstract #.BP510, EASL 2016.



Results

A The unadjusted rates of effectiveness were
I 87.3% for simeprevir/sofosbuvir (n=3,068)
I 93.2% for ledipasvir/sofosbuvir (n=5,524)
I 93.4% for ombitasvir/paritaprevir/ritonavir/dasabuvir (n=1,012)

A Simeprevir/sofosbuvir yielded lower effectiveness rates than the
other two study treatments (OR = 0.64 [0.4971 0.85]).

A Patients with compensated and decompensated cirrhosis or HCC at
the start of treatment were less likely to achieve SVR.

A Blacks and males were less likely to achieve SVR, while co-infection
with HIV, hepatitis B, diabetes and obesity had no impact on
treatment effectiveness.

A There was some limited evidence that patients younger than 60
years of age were less likely to respond.

McCombs J, et al. Abstract #.BP510, EASL 2016.
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Background and Aims

ADespite therapeutic advances, HCV patients with
decompensated cirrhosis remain difficult to treat.

AThe phase 3 open-label ALLY-1 study assessed
daclatasvir (DCV) + sofosbuvir (SOF) + ribavirin
(RBV) In patients with advanced cirrhosis or

posttransplant recurrence.

Aln the advanced cirrhosis cohort, SVR12 rates were

nigher in patients with Child-Pugh class A or B (93%)
compared with class C (56%).

AWe investigated the relationship of RBV dosing, DCV
concentration and viral kinetics to SVR12 in the
advanced cirrhosis cohort of ALLY-1.

Poordad F, et al. Abstract #SAT-158, EASL 2016.
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Methods

A Patients enrolled in the advanced cirrhosis cohort were
treatment-naive or -experienced adults with chronic HCV
Infection (GT1i 4).

APatientsr ecei ved 12 weeksod treat
SOF 400 mg once daily and RBYV, initially 600 mg/day with
potential adjustment up to 1,000 mg/day based on
hemoglobin levels and creatinine clearance.

A This analysis includes treated patients with advanced
cirrhosis of Child-Pugh class A (n=12), B (n = 30), or C
(n =14) who did not receive a liver transplant during the
treatment period.

ARBYV dose, RBV discontinuation, total/unbound plasma DCV
concentration, and viral kinetics were analyzed by Child-
Pugh class and SVR status.

Poordad F, et al. Abstract #SAT-158, EASL 2016.
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AMedian daily RBV dose (adjusted for the full
planned 12- week treatment for all patients)
decreased slightly with worsening Child-Pugh
class; Child-Pugh C patients received an average
of 397 mg daily compared with 471 mg or 445 mg
for Child-Pugh A or B, respectively.

AAmong Child-Pugh C patients, the median daily
RBV dose was 409 mg/day in SVR12 responders
compared with 352 mg/day in non-responders;
numerically lower Child-Pugh C patient dosing was
not clinically meaningful.

Poordad F, et al. Abstract #SAT-158, EASL 2016.

14



Results

AOverall, 8 patients discontinued RBV due to
adverse events; 6 achieved SVR12.

ADCV trough plasma and average concentrations
(total and unbound) from a population
pharmacokinetic model overlapped between
SVR12 responders and non-responders and
between patients with Child-Pugh A, B, and C.

AHCV RNA was undetectable at Week 4 in fewer
patients with Child-Pugh C disease (33%) than in
those with class A (67%) or B (61%) (Figure).

Poordad F, et al. Abstract #SAT-158, EASL 2016.
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Conclusions

ADifferences in RBV dosing and DCV concentration
do not fully account for the lower SVR12 rates in
patients with Child- Pugh class C; however, it
appears that Child-Pugh C patients have slower
virologic response.

AA combination of disease-related and
pharmacokinetic factors likely contributes to
reduced SVR12 rates In patients with
Child-Pugh C cirrhosis.

Poordad F, et al. Abstract #SAT-158, EASL 2016.
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Background & Aims

A All-oral antivirals (sofosbuvir + NS5A inhibitor +/-
ribavirin) used in England for patients with
decompensated cirrhosis since April 2014 through the
Expanded Access Programme (EAP)

AHigh sustained virological response was noted along
with early improvement in liver function

A'We have previously reported short term outcomes at 6
months I here we show outcomes at 15 months

Cheung M.C.M, et al. Abstract #2S097, EASL 2016.
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HCV Research UK Database

Untreated - enrolled with
decompensated cirrhosis 6

months before EAP start
N =261

EAP treated
(1 April 14 - 11
Nov 14)
N = 467
l y A 4
Extra- Baseline Decompensated
hepatic liver cirrhosis
disease transplant || N = 409
N =14 N =44 v
SVR12 achieved
N =329

Subsequently
treated on EAP
after 1 April 14
N =177

Cheung M.C.M, et al. Abstract #2S097, EASL 2016.
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Results - Baseline Characteristics

Characteristics Treateddecompensated | Untreated decompensated
(N=409) (N=261)

Age median,years 54

Prior HCMherapy, % 60
Genotype 1/3HCV % 49/ 42
Viralload, median,iu/mL 255,280

Bilirubin, median, 28
pumol/L

Albumin median, g/L 31
Platelet median, x1G/L 72

MELD median 12
Child Pugh B%o) 73
Child Pugh Q%) 10

Foster GR, Irving WL et al. J Hepatol 2016 Jan 29

Cheung M.C.M, et al. Abstract #2S097, EASL 2016.
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15 months (3 months Rx, 12 months post-Rx)
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Survival -
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Which Patients Benefit from Viral
Clearance?

Adverse event free survival at 15
months

MELD <15 MELD >/—
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Cheung M.C.M, et al. Abstract #2S097, EASL 2016.
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MELD change - 6 & 15 months

0 - 6 months 0 - 15 months
(n=297) (N=77)
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Patients without SVR, transplanted or died were excluded

Cheung M.C.M, et al. Abstract #2S097, EASL 2016.
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Conclusions

AAntiviral therapy in patients with CP-B cirrhosis
leads to prolonged improvement in the majority

AOnly a minority of patients with CP-C cirrhosis
derive long term benefit

AEarly improvement does not necessarily translate
Into long term benefit

Cheung M.C.M, et al. Abstract #2S097, EASL 2016.
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Objectives and Methods

ATo determine long-term virologic and clinical
outcomes in HCV patients treated with DAA
regimens using registry study data

APatients with chronic HCV treated in a Gilead-
sponsored study were eligible for 1 of 2 ongoing 3-
year registry studies

I SVR Registry: patients who achieved a sustained
virologic response 12 weeks after treatment end (SVR12)
In parent study

I Sequence Registry: patients with virologic failure in
parent study

ADeep sequencing with 1% cutoff used

Lawitz E.J., et al. Abstract #FRI-166, EASL 2016.
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Outcomes

ASVR maintained in 99.7% (5414/5433) patients

| 6 patients (0.1%) virologic evidence of late relapse

I 12 patients (0.2%) virologic evidence of reinfection

AHCC was reported in 0.3% (16/5433) and 0.9%
(5/536) of patients in the SVR and Sequence
registries through Week 96 respectively.

Lawitz E.J., et al. Abstract #FRI-166, EASL 2016.
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Treatment-emergent NS5B RAVs at Baseline in - s
Sequence Registry

Treatment-Emergent RAVs at Baseline in

Sequence Registry
NS5B NI RAVs
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Lawitz E.J., et al. Abstract #FRI-166, EASL 2016.
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Treatment-emergent NS5A RAVs at Baseline in - s
Sequence Registry
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Lawitz E.J., et al. Abstract #FRI-166, EASL 2016.
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Outcomes

ATreatment-emergent RAVs in the parent study were

present at baseline in the Sequence Registry

I Fewer NS5A RAVs developed in patients who failed
treatment with a SOF-containing regimen than one
without SOF

Lawitz E.J., et al. Abstract #FRI-166, EASL 2016.
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Background and Aims

Alnterferon-free combination therapies are the new
standard for treatment of chronic hepatitis C virus
(HCV) infection.

AThe frequency of HCV RAVSs (resistance
associated variants) to direct antiviral agents
(DAAS) varies between HCV genotypes, but
pre-existing RAVs are often associated with
virologic treatment failure.

Aln this study frequencies of NS3, NS5A and NS5B
RAVs were investigated in treatment-naive and -
experienced patients and consequences for DAA
treatment options were evaluated.

Dietz J, et al. Abstract #2S007, EASL 2016.
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