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Nitazoxanide

Telaprevir(PROVE 1)

PRA48(control)  pi,catios
{n=80}  ‘PeglFN+RBV

PeglFN+REV g m .
e
>
T12/PR24 TVR+
(n=30) PeglFNIRBY PeglFN+RBV—w

] ¥ o L] 1 T L] ¥
a 12 24 36 48 80 72

T12/PR12 TVR
(n=20)  PegiFN+RBY

T12/PR48 TVR+
(n=80)  .PeglEN+RBY

McHutchison JG. et al. EASL 2008 Abstract 4

Boceprevir 215 AR
-HCV SPRINT-1, & & : A M-

ABTA4-TFHA,

Peglntron 1.5 pg/kg . ;
e Pegintron 1.5 ug/kg + Ribavirin

Follow-up

800-1400 mg 600-1400 mg + Boceprevir Prand

; £ weeks 800 mg TID for 24 weeks
BAREH
|Peattien L& noka Pegintron 1.5 pgikg + Ribavlrin Followat
800. 14n;"m 800-1400 mg + Boceprevir P
avecka 24 weeks
4 weeks 800 mg TID for 44 weeks
Follow-up

44 weeks

BAGLE

Follow-up

28 weeks

ERARD Intront.6 uplkg + Ribavirin 400:1000 ma b Fotlow-up

‘1&\; ;/ Bocepreyir 800'my TID fordBwesks = 0 0 24 weeks
R e o

i Pegintron 1.5 pgtkg + Ribavirin 8001400 mg | Follow-up

avkO—)L ; for 48 weeks ‘ 24 weeks
e © i

Kwo P et al. EASL 2008. Abstract 995, Oral Presentation.
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Telaorevir Telaprevir Boceprevir
PROVE-1 PROVE-2 SPRINT-1
100 100
8% 139-44%
80 9 80{ &
‘ 68%. 123% 2% 1am 73y
NI el b
60 # 60
&
B 3
240 S 40 9
X - : - 34%
20 20
ik No
T12/PR24 Leadin | oag)y
: 0 s ,«
PEGR PEGR PEG/R  PEGIR +
+ Telaprevir PEG/R + Telaprevir PEG/R —Boceprevir Boceprevir PEG/R
750 mg 750 mg 800 mg 800 mg

1. McHutchison JG, et al £ASL 2008. Abstract 4. 2 Dusheiko GM, et al. FASL 2008. Abstract 58. 3. Kwo P
etal EASL 2008 Abstract 895 SVR*: End of follow-up 12 weeks
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SVR SVR SVR*
PROVE-1 PROVE-2? SPRINT-13
100 100
. - 74%"1 36%

SVR Rate

SVR Rate

PEGIR PEGIR

+Telaprevir PEG/R ~ + Telaprevic PEGIR PEGIR  PEGIRr PESR  peom
750mg  (48wks) 750 mg (48Bwks) {4Bwks)
(2wt (2w (2Bwks)  (2Bwks) (4Bwks)

1. McHutchison JG, et al. EASL 2008. Abstract 4. 2 Dusheiko GM, et al. EASL 2008. Abstract 58,

PROVE 1:h it OB ELG-T-HEEZ

All TVR-based treatment
PR 48 (n=75) Arms combined (n=175)
Week 1-12 After Week 12| Week 1-12 After Week 12
Alln (%) 3(4) 5(7) 31(18) 6(3)
Rash and/or Pruritus - 1(1) 12(7) -
Anemia - - 3(2) -
Gastrointestinal events 1 - 2(1) EI4)]
Psychiatric events 1(1) R 4(2) 101)
(depression, anxiety)
Other events, 1(1) 4(5) 10(6) 4(2)
or multiple events

3. Schering-Plough press resealse on 4™ Aug/2008, SVR* End of follow-up 12 weeks.

McHulchison JG, o1 al. FASL 2008. Abstract 4

PROVE 1: B 5B ERUBEROAES O HE

—  PR4B (n=75)
—  Ti2PR12 (0=17)
— T12/PR24 (n=79)
— T12/PR48 (n=79)

TVRor Placebo

FHATS OE L {B(g/dL)

McHutchison JG, et 3l EASL 2008. Abstract 4

RIAS—EHEROEEDR

+ Significant antiviral effect of R7128 in combination
with Peg-IFN alfa-2a/RBV over 4 weeks
- 5.1log,, mean decrease in HCV RNA with R7128 1500mg

BID:
Quttome a
ok 4% Placebo | R7128 500 mg [R7128 1500 mg BID
n=10 BiDn=20 n=20
RVR 10 30 85
Normalized
ALT 60 80 70

Laiezari, et al. EASL 2008. Abstract .66

Nitazoxanide D A E SR

« Nitazoxanide: broad-spectrum activity against parasites, anaerobic
bacteria and viruses

Baseline Week 12 Week 48 Week 72
! l ! !

N=40 [ PegIFN/RBY —

IFN-pai
pali::tl;’e 4 Nitazoxanide+ PeglFN

Follow-up
IFN- N=12 Nitazoxanide+ PegiFN N

experienced
patients N=12

180 pgiweek pegylated interferon afa-2a; Weight-based ribavirin 1000-1200 mgiday; 500 mg BID
nitazoxanide

Rossignol, et al. EASL 2008. Abstract . 68

Nitazoxanide DXz

« 77 patients completed 100 - P=0.023 PegltFN + RBY
nitazoxanide lead in 90

PeglFN + NTZ

~ Week-12 HCV RNA reduction. J
0.26 log,p IUfML 80 &Pagwu +RBV + NTZ
(P =.0032) 704
« RVR (IFN-naive patients) s 60
~ PegIFN + RBV: 38% n>:' 504
- PegifN + RBY + NTZ: 64% »
(P = 048) 404
+ No increase in side 301
effects noted in NTZ arms 201
vs SOC 10
N= 40 28 28 12 12
IFN-naive patients  IFN-experienced
patients

Rossignol, et al. EASL 2008. Abstract . 68
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Chen CJ, etal. JAMA, 2006
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25

20
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6 12 18 24 30 36 A
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