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Natural course of chronic hepatitis C

Acute hepatitis C
~80%
Chronic hepatitis C
¥ 20%in20 vrs

Cirrhosis

|
1.5% /yr‘ 1.1% /yr‘ 0.4% /yr‘ 2.5% /yr ‘
Hepatocellular Variceal Hepatic Variceal
carcinoma bleeding  encephalopathy bleeding

86% /yr 40% /yr 68% /yr 1% /yr

Death

Buti etal. J Hepatol. 2000.
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FNNI 60 NTNFD T

HCV-Genotype faanemiuss 909 3asusniay
% Fnuuanenaiuduiy genetic ¢ geographic
Gluﬂm%gam%muaz&ﬂiﬂ AnNwy HCV-genotype la
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Advances in Treatment for Chronic Hepatitis C

Other
Antivirals

§ Interferon/Ribavirin >

by 40 Combination Therapy ~

5 30 Longer IFN Therapy

)

3 20 IFN Monotherapy g)

-]

g 10

z 0

@ M v v v
1986 1991 1996 2000

End of Treatment and Sustained

Virological Response
o
Yo

60 S = 51
End of Treatment Response

50 m Sustained Virological

Response -

29

IFN +Placebo
24 Weeks

IFN +Placebo IFN IFN
48 Weeks +Ribavirin 24  +Ribavirin 48

McHutchison JG. et al NEJM 1998,

Poynard T. et al. Lancet 1998.
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2@ interferon MUeN ribavirin

The Peg IFN alfa-2b Molecule
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= PegIFN alfa-2b 0.5 mg/kg
= PegIFN alfa-2b 1.0 mg/kg
= PegIFN alfa-2b 1.5 mg/kg

ncentration (pg/ML)

S
—~J
‘“’\\\

Comparison of Pharmacokinetic Profiles:
PegIFN alfa-2b vs. IFN-alfa-2b 3MIU
100 1{/"

Co

n (IU/mL)

-~ IFN-alfa-2b 3MIU

time (hours) Glue P. Madrid 2000.

sy Aye Ao .
mmumﬁlﬂmﬂmwLﬂummgmmﬂasluﬁa@uu
fa M3\%enae PEG-interferon alfa dUaviay 1
A39 TINNY SULseyuen Ribavirin i &899
WalseRvBmwmesnm 23 wh ey lvsanns
savsuasTzazem Wsdusaeay 60-80 Win ms
o I o ¢ A a o o
Shwnflunan 24-48 §lend Wafeuiumesnels

A Afy a . | Y
afaflde1aa interferon 39N AUSUYsEMUEN
ribavirin

mamﬂ% PEG-interferon alfa-2b + Ribavirin
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mcg/kg + Ribavirin AN M3a@ Interferon 535
01 (54% vs 47% ¢y p value NRTUEAYINTY
RN

WaLLIeH genotype AENIAUTATM 14 geno-
typel @8 PEG-Interferon alfa-2b + Ribavirin
N (42% vs 33%) waslu genotype non 1 1% wa
mInavauaY SVR geiissoras 82 Tungadldsuen
PEG-Interferon alfa-2b + Ribavirin

Peg IFN alfa-2b / Ribavirin
Sustained Virologic Response - Genotypes 1
(%)

50 42%*
40 33% 34%
30

20

10

0 ‘
3 MIU+Riba Peg0.5 ug’kg Pegl.5 ugkg
+ Riba + Riba

* Peg 1.5/800 vs. I/R p=0.02

Peg IFN alfa-2b / Ribavirin Sustained
Virologic Response - Genotypes 2/3

(%)
100

79% 80% 82%

80

60

40

20

0
3 MIU+Riba Peg0.5 ug/kg Pegl.5 ug/kg
+ Riba + Riba
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Study Design

PEG-IFN o-2b 1.5 pg/kg/week

800 mg/day; BW <70 kgs
Ribavirin

1000 mg/day; BW > 70 kgs FL

Eligible
Patients
IFN a-2b 3 MU TiW
800 mg/day; BW <70 kgs
Ribavirin
1000 mg/day; BW > 70 kgs __FU
weeks 0 24 48 72
HCV RNA ﬂ Q

: Viral load and HCV Genotype
[ : Qualitative PCR

Piratvisuth T. et al. 2002.

Virological response

Peg-IFN alfa—2b/ribavirin
IFN alfa—2b/ribavirin

~ 100 1
90 1 79% 0
e w,o 68.9% peiNiL,
71 55.6%

24 weeks

48 weeks
n= 43 55 37 48
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Response in patients receiving >80%, >80%, >80% of
Peg-IFN or IFN, Ribavirin and duration of treatment

Peg-IFN alfa-2b/ribavirin IFN alfa-2b/ribavirin

95.8% 94.4%

» »n AR g 59
- 80.6% ~ S0% ' 87.5%
< 75% 72.7% £
3 ® Y % 76%
£ [57.7% 2 69.6
-9 * =3
g ® - ®
= 2
S X
£ 2
S D £
) >

0 i
24 weeks 48 weeks 24 weeks 48 weeks
n= 26 36 25 33 n= 24 30 18 24
Piratvisuth T. etal. 2002,
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WNaNLAEIUBIEN
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Treatment of CH-C patients with cirrhosis

Treatment : IFN o -2b 3 MU TIW 24-48 wk,
IFN o -2b + Ribavirin, Peg IFN o-2b + Ribavirin
: median interval between biopsies = 20 months
I}(c“\l/crsal of cirrhosis (%)

F3:30.7%
F2:34.6%
F1:30.7%
FO: 4%

49% (75 /153)

!/; of of patients with reversal cirrhosis were sustained responder

Poynard T. etal. Gastroenterolgy. May 2002,

Impact of CH-C treatment on fibrosis stage
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Improved
100%
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IFN " IFN ' PEG' PEG' PEG IFN-R IFN-' PEGI PE("I I‘E(;I
24w 48w 05 0.1 1.5 24w R48w (.5-R 1.5-R 1.5-R
Median interval between biopsies = 20 months fawhigh
n= 176 540 198 178 177 383 658 361 222 117
Poynard T. etal. Gastroenterolgy. May 2002.
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Fibrosis regression or retardation in CH-C patients

Fibrosis progression

Fibrosis resolution

treated with interferon (IFN)

Fibrosis IFN
stage
Fn+1
“."untreated
____ (+0.10 unit/year)
-‘.‘ .

non-SR

o = "
/\ (+0.024 unit/year)
SR

(-0.28 unit/year)

-10 -5 0 5

10
(Years)
After IFN treatment

Omata M. et al. J Gastroenterol Hepatol. 2000.

Effect of interferon (IFN) therapy on development
of hepatocellular carcinoma (HCC) in CH-C

Cumulative Incidence of (HCC)

Genotype 1,4,+6

304
/ 1 Untreated
20 4 { ‘ H Non-SR
1=
ﬂ"‘ =
w AL
"
e "
o i L
0T T T L
1 3 S 7 10
(Years)

After IFN treatment

Omata M. et al. J Gastroenterol Hepatol. 2000.

Management of chronic hepatitis C

F2 or F1 with

Moderate
Activity
|

Peg —
plus Ribavirin
for 48 weeks

HCV RNA negative

Continue full course

IFN

Chronic HCV

Infection
|
HCYV Genotype
Viral Load
|
[ 1
Genotype 2,3
HCV RNA
FO -1 at wk.12 ?
Consider
Treatment for
24 weeks
Advice F.U.
Liver Biopsy

Proposed Clinical Algorithm

<2-log decline in

of therapy

HCV

Chronic HCV
PEG IFN / Ribavirin therapy
1

Quantitative HCV RNA
Week 12 of treatment
1

Minimal or no
change in
HCV RNA

|
Assess fibrosis/stop
therapy

HCV RNA

HCV RNA positive

Retest HCV RNA at
wk 24

/ RNA negative HCV RNA positive

|
Continue Stop therapy
full course
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1. What is the most common route of trans- 4, ﬂaﬁaﬁﬁwﬁuﬁﬁuﬁu good response GIaMIINEN
mission in Thai patients? 18l interferon SL‘LL chronic hepatitis B
A. Blood transfusion A weme
B. Sexual transmission B.
C. Vertical C. Pre-treatment ALT<1.5 Whasmuné
D. IVDU D. High pre-treatment HBV DNA
E. Tattooing E. Moderate to severe necroinflammatory

activity EL‘% liver histology
2. fihefideieluiudin svllemadedioan

adiuLszsnowile 5. A enywas long-term Lamivudine treat-
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B. 5-15% A. Induce flare of hepatitis Mﬁdléaﬁﬁ‘m
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B. Liver biopsy

C. Snee interferon
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E

. Interferon plus Lamivudine therapy
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