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NM-283, HCV-796
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Nitazoxanide

-7 '_7-'7—‘|:;|}- = Xl| (Telaprevir)
(PROVE 1)

PR48(control) ){éi’ace’bo‘; 3
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— i

T12/PR24 TVR+
(n=80) PeglFN+RBY | c9IFN*RBV w
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Overall

41%

Non-
responders

Vertex press release, June 8"/2008
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73%
(29/40)

A

EIE-T-BEER

PR 48 (n=75)

All TVR-based treatment
Arms combined (n=175)

Week 1-12 After Week 12

Week 1-12 After Week 12

Al n (%)

Rash and/or Pruritus

3(4) S(7)

31(18) 6(3)

Anemia

Gastrointestinal events
Psychiatric events
(depression, anxiety)

Other events,
or multiple events

(1) -

1(1)

(1) 4(5)

3(2) -

2(1) 1(1)
4(2) 1(1)
10(6) 4(2)

McHutchison JG, et al. EASL 2008. Abstract 4
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Boceprevir £2f85F&HEX (SPRINT-1)

AET4-THAY,
( Pegintron 1.5ug/kg  pegintron 1.5 pg/kg + Ribavirin

.+ Ribavirin 800-1400 mg + Boceprevir Follow-up
.-800-1400 m 800 TID for 24 K 44 weeks
ﬁl?ﬁﬁigﬁ 4weeks mg or 24 weeks
Peg"lt:.\f:g;vfn‘r“gl kg Pegintron 1.5 pg/kg + Ribavirin Foliow.us
i ane 4400 ma " 800-1400 mg + Boceprevir -up
8001400 mg . 24 weeks
{ 4 weeks' 800 mg TID for 44 weeks

Follow-up
44 weeks

Eﬁlﬁbﬁ‘
Follow-up
24 weeks
\
ﬁ}?i? Follow-up
YREYY 24 weeks
prABE
I !
; Pegintron 1.5 pg/kg + Ribavirin 800-1400 mg ; Follow-up
avko—i for 48 weeks 1 24 weeks
- S '

Kwo P et al. EASL 2008. Abstract 995, Oral Presentation.
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= 12 (Genotype 1)
100 -
74%*
80 - (76/103) 66%*
56% 55% (68/10
) (59/107)

38%*
(39/104)

% of Patients With
Undetectable HCV RNA

PEG2b /RBV PEG2b/RBV +PEG2b /RBVPEG2b/RBV + Control
—Boc 800mg Boc 800mg —Boc 800mg Boc 800mg PEG2b/RBV
(28 wks) (28 wks) (48 wks) (48 wks) (48 wks)

Lead-in pahse: Boceprevir added to treatment regimen after 4 week lead-in with PEG-IFN « -2b + ribavirin.
*: % of patients with undetectable HCV-RNA at end of 12 weeks follow-up

Schering-Plough press release on 4 August
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SVR SVR SVR*
PROVE-1" PROVE-22 SPRINT-13
100, 100 ;

80

o2}
(@]

SVR Rate

| T12/IPR24
plaia
PEG/R PEG/R
+ Telaprevir PEG/R + Telaprevir PEG/R PES(/)F; PEB%/CR+ PESCI)': PEG/R
750 mg  (48wks) 750 mg  (48wks) (48wks)
(24wks) (24wks) (2Bwks)  (28Bwks) (48wks)

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

3. Schering-Plough press resealse on 4t Aug/2008, SVR*: End of follow-up 12 weeks
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» Significant antiviral effect of R7128 in combination
with Peg-IFN alfa-2a/RBV over 4 weeks

— 5.1 log,, mean decrease in HCV RNA with R7128 1500mg
BID:

~ Outcomeat
. Week4, % [t R7128 500 mg |R7128 1500 mg BID
= e n=10 BID n=20 n=20

G ety 10’ 30 85

Normalized
ALT

60 - 80 70

Lalezari, et al. EASL 2008. Abstract .66
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Nitazoxanide M G4 HCV Patients|Z# [T 5% 5t

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

Baseline Week 12 Week 48 Week 72

| } | |

N=40 | PegIFN/RBV ] |

— | re—-
IFN-naive e i ; ,
patients Nitazoxanide+ PegIFN :

N=28
Follow-up

IFN- Nitazoxanide+ PegFN
experienced , .
patients

N=12

180 pg/week pegylated interferon alfa-2a; Weight-based ribavirin 1000-1200 mg/day; 500 mg BID
nitazoxanide

Rossignol, et al. EASL 2008. Abstract . 68

Nitazoxanide M) E% =

77 patients completed 1004  P=0.023 PeglFN + RBV
nitazoxanide lead in 90 -

PegiFN + NTZ

—  Week-12 HCV RNA reduction: 80 -
0.26 log,, IU/mL : PeglFN + RBV + NTZ
(P=.0032) 70 -
« RVR (IFN-naive patients) = 604
— PeglFN + RBV: 38% g‘ 50 -
— PeglFN + RBV + NTZ: 64% 7

(P=.048) 40 -
* No increase in side
effects noted in NTZ arms 20

vs SOC 104
0- 3 g ' i
N= 40 28 28 12 12
IFN-naive patients  IFN-experienced
patients

Rossignol, et al. EASL 2008. Abstract . 68





