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A Bright Future For HCV-2 Patients
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Some Good Reasons to Treat HCV-2 Patients Now

« HCV-2 associated with slower fibrosis progression (Marabita, Hepatol 2011 &
Bochud, J Hepatol 2009) but also with sudden ALT flares that lead to rapid

progression (Rumi, JVH 2002 and Gut 2005)

« HCV-2 associated with higher risk of non Hodgkin lymphoma (Hartridge-
Lambert, Hepatology 2012)

 Cost and affordability of future DAAs still uncertain




High SVR with 24 Weeks of PeglFN plus Rbv in HCV-2 Patients

Grassi E, Liver Int 2013; 33 Suppl 1:35-40



Optimization of PeglFN plus Rbv Therapy in HCV-2 Patients

Intensify Tx? Spare AE & Costs?
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Optimizing Treatment of HCV-2 Patients by Reducing
PeglFN or RBV Dose
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Manns MP et al, J Hepatol 2011,55:554-563 Ferenci P et al, Hepatology 2008,47:1816-23



16 wks of PeglFNalfa2a plus Rbv in HCV-2 Patients:
The Accelerate Study

HCV-2 Group SVR (%) OR for 16-Wk Group
16 Wk 24 Wk :
N° of patients (%) 232/372 (62) 268/356 (75) — o
Pre-treatment HCV-RNA
> 400,000-800,000 I1U/ml 13/19 (68) 27/34 (79) < m
> 800,000 IU/ml 167/290 (58) 196/267 (73) o
Chirrosis or bridging fibrosis
NO 180/269 (67) 210/266 (79) S —
YES 52/103 (50)  58/90 (64) —
Liver steatosis at baseline
NO 129/198 (65) 151/192 (79) —
YES 24/44 (55)  27/35(77) <—m
I
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24 wk better 16 wk better

Shiffman ML et al NEJM 2007,357(2):124-34.



Optimization of PeglFN plus Rbv Therapy in HCV-2 Patients

Intensify Tx? Spare AE & Costs?
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Efficacy of PeglFNalfa2a plus Rbv in 818 HCV-2 & HCV-3 Patients
with Advanced Fibrosis and Cirrhosis

™™ without advanced fibrosis [T Cirrhosis
"] Bridging fibrosis (no cirrhosis)
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Bruno S et al, Hepatology 2010, 51(2):388-97



Optimizing Treatment of HCV-2 Patients by Using
Weight Based Dosing of RBV

L] FD Rbv + PeglFNa2b
WBD Rbv + PeglFNa2b
™

E
- W

100 — 0
| 90% 85%
;@ 80 -
o i
© |
% 60
q_) |
=
o 40
o
(7)) _|
e
20 - 0
| e 4%
vl B em
REL SVR

Jacobson IM et al, Hepatology 2007,46:971-981

Rizzetto M et al, J Hepatol 2005,42:275-278



Does Treatment Extension to 48 Weeks Improve SVR Rates
in HCV-2 Patients with Cirrhosis?

112 HCV-2 and HCV-3 pts with bridging fibrosis or cirrhosis (Hadziyannis Trial)
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Hadziyannis SJ et al, Ann Intern Med 2004;140:346-355



On-Treatment Viral Kinetics in HCV-2 Patients
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Fried MW et al, J Hepatol 2011,55:69-75
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RVR is The Strongest Predictor of Treatment Outcome
in HCV-2 Patients

SVR
Reference Patients RVR Non-RVR
Mangia 213 76% (40/53) 78% (45/58)
Shiffman 347 85% (210/247) 53% (53/100)
Rumi 230 83% (151/182) 52% (25/48)
Yu 150 95% (95/100) 77% (10/13)
Marcellin 1025 76% (662/858) 45% (70/157)

Grassi E, Liver Int 2013

: 33 Suppl 1:35-40



Response Guided Treatment Duration in RVR HCV-2 :
a Meta-Analyses of RCTs

Mangia, 2005 .
Von Wagner, 2005 q
Dalgard, 2008 0
Shiffman, 2007 o
Yu, 2007 +
Combined + 1,6 % (95% CI: -0,2 % - 5,6%), p=0,47
—0i2I ; I—OI,1I'I | I0,I1 III I0,I3I B ';,‘4
Better short duration Risk Difference Better 24 Wk

Di Martino V et al, Hepatology 2011,54:789-800



Treatment Extension to 48 wks in HCV-2/3 Without an RVR:
The N-CORE Study

24-wk PeglFN/RBV
B 48-wk PeglFN/RBV

100 7
80 T
— 63
> 607 52 52 54
S
7 0
A0
0- 95 93 95 R 90
ITT PP Study Completer
(n=188) (n=176) (n=153)
Odds Ratio 0.68 0.63 0.44
95% CI 0.38-1.21 0.35-1.16 0.22-0.89
P Value 0.19 0.14 0.02

Cheinquer H et al, AASLD 2012 A156



Response Guided Treatment Duration in HCV-2 Patients:
The EASL Clinical Practice Guidelines

HCV-RNA
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EASL CPG, J Hepatol 2011,55:245-64



Do We Have Any Secret Weapons?

sshhh... It's a secref!




TVR and BOC Based Therapy in HCV-2 Patients

TVR Phase |l on 23 HCV-2 BOC Phase Il on 8 HCV-2

A Genotype 2 (all treatment groups)

00

-101 A= Telaprevir monotherapy
B—8 Talapravir plus Pag-IFN/RBY
20 & Peg-IFN/RBY

-30 4 ptS HCV-3

2 pts. HCV-2

=40

HCWV-RMNA Log Changes

) 444 Boceprevir 200 mg BID n = 11
50 4 ; Yr—— Boceprevir 400 mg BID n = 11
BB Boceprevir400mg TIDn=6
A—A—A Placebon=10

2
c
0D
@ 3
g =2
[ =)
L0
Q=
=
g3
O X
Q
>
EU
I

Dosing Period

T T T T T T T T T T T T T T ]
56 78 9101121314 1516 17 19 25 28

=60 4
-65

Baseline

Time (days) Days to Date Sample Obtained

Foster GR et al, Gastroenterology 2011,141:881-889 Silva M, et al. Hepatol Int 2011,5:259



Conclusions

 The future is bright for HCV-2 patients, but the present is not

so bad!

» Optimizing treatment on baseline host and viral factors

should be avoided

 On treatment HCV RNA kinetics allow for individualized

treatment schedules




