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Epidemiologie

Auswertung 10 2005
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Madelstichverletzungs-Meldungen

von 1990 bis 2001
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Hepatitis C

Natirlicher Verlauf

Rate of progression

(Slow)

(Fast)

Female sex, young age at infection

=30 years
50%
MNormal Acute Chronic Chronic Cirrhosis Risk of
liver infection infection hepatitis develops carcinoma,
develops in 20% 1-4%
in 8% per year
=20 years

Alcohol use, coinfection NEJM 2001:345:41




Prognosis of transfusion-associated hep C Age

at infection
Blood 2002:99:4588
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anti -HCV
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Follow-up Results for 67 HCV RINA-Positive, HCV Antibody-Nonreactive Donors
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Diagnostik

Hepatitis C EIA

positiv

negativ

RNS qualn

>

Behandlungskandidat

Leberbiopsie

Bei Riskopatienten

und Verdacht

GT23 I—)

Therapie
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Antiviraler Effekt
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Viruskinetik unter Therapie

HCV RNA (log IU mL™)

Viral kinetics

Interferon therapy
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NATURE|Vol 43618 August 2005|doi:10.1028/nature04082

Jordan J. Feld' and Jay H. Hoofnagle’

HCV RNA (log U ml-)

Virological responses

Pegylated interferon and ribavirin
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Box 1| Factors that influence therapy

Factors correlated with a sustained response to combination therapy with
pegylated interferon and ribavirin in hepatitis C.

Viral factors

Genotypes 2 and 3 (versus genotype 1)
Lower viral levels

Greater quasispecies diversity

Acute versus chronic infection

Host factors

Female sex

Younger age

Less fibrosis

Lower body weight and body mass index

Non-African-American race

Absence of significant co-morbidities
(alcohol abuse, renal disease, HIV infection)




Therapieziel
HCV — Interferon Therapie: kumulative Uberlebensraten
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PEG - IFN-2b akute Hepatitis C

Nach 3-monatiger Viramie
1.5 ug/kg x 6 Monate

T. Santantonio et al. / Journal of Hepatology 42 {2005) 329-333
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Akute Hepatitis C

Beobachtung ! Therapiedauer ?

asymptomatic patients n=68 GT1+4
spontaneous clearance n=7

treatment begin at 12 wks of treatment
IFN 3 MIU TIW RBV 10.6 mg/kg PEG-2b 1.5 ug/kg
Group A Group B Group C
) N=21 3 N=20 —_ N=20
IFN+RBY PEG IFM+RBY FEG IFN+REBY FEG
=11 =10 =10 =10 fy=10 M=1{

o, TIE3E) | 9100% | B(60%) | 10(100%)| 6(0%) | 8 (0%

VR e , -
wog G871 [0{100%) | B(80%) | 10{100%) 7(70%) | 9{20%)
SVR  T(E3% 9 {90%) 7 (70%) 9 {90%) G(G0%)  \ 8 [80%)

SM Kamal et al. AASLD 2004



HCV Therapie - Dosierungschema

e GT1,4

e GT 2.3

PEG-IFN 180ug / 1.5ug/kg

Ribavirin <75 kg KGW: 1g/d

< 65 0.8d

< 85 kg 1.0g

> 85 1.2¢9
X 48 Wochen

PEG-IFN 180ug / 1.5ug/kg

Ribavirin 0.8qg/d

X 12 - 24 Wochen
Bel Zirrhose x 48 Wochen




HCV Therapie Kontraindikationen

Andrew I. Kim, MD,* Sammy Saab, MD, MPH"

Table 3  Absolute contraindications to hepatitis C therapy

Active psychiatric 1llnesses, such as major depression, schizophrenia, or bipolar disorder that 1s not controlled

Having undergone renal, heart, or lung transplant

Comorbid conditions known to be exacerbated by interferon and nibavirin therapy, such as autoimmune hepatitis

Untreated hyperthyroidism

Severe concurrent disease such as severe hypertension, heart failure, considerable coronary artery disease, poorly controlled diabetes
mellitus, severe chronic obstructive pulmonary disease

Known hypersensitivity to drugs used to treat hepatitis C

Pregnancy

Breast feeding

Inability to practice birth control

Data adapted from National Institutes of Health®® and Strader et al.”’

The American Journal of Medicine (2005) 118, 808-815



HCV Therapie Nebenwirkungen

5 b
Andrew L. Kim, MD,” Sammy Saab, MD, MPH ‘ Selected common adverse effects reported with
interferon and ribavirin*

Frequency of adverse effects (%)

Interferon and Peginterferon
Clinical adverse effect ribavirin and ribavirin
Fatigue 55-60 47-64
Fever 33-56 39-46
Headache 52-58 47-62
Myalgia 50 42-56
Arthralgia 28 24-34
Nausea 33 29-43
Cough 13 15-17
Dyspnea 24 23-26
Alopecia 32-34 21-36
Injection site
reaction 36 58-59

Adapted from pivotal trials by Manns et al,** Fried et al,*® and the

National Institutes of Health.2® _ N
The American Journal of Medicine (2005) 118, 808-815



IFN-Therapie bei Patienten mit normalen Transaminasen
,Normalisierung® normaler Transaminasen

Zeuzem St Gastro 2004:127:1724
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HCV -PNALT
SVR mit PEG-IFN/
Riba

PEG-IFN 22a (40 KD) 180 ;lgmszckl}' -:

Eibavirin 800 mg/daily

24 weeks

(212 cases)

3:{4'5 wWe

(210 cases

All patients

HCV-1
All cases

LVL
HVL > 800.000 IU/ML HVL

All cases
LVL
HVL
HCV
All cases

LVL
St. Zeuzem et al. VL

Gastro 2004:127:1724

03/212 (30%)

19/144 (13%)

[4/87 (16%)

5/55 (9%)

42/58 (72%)
24730 (80%)
| 8/28 (645%)

/8 (13%)
/6 (17%)
(0/2 (0%)

109211

{hlf.-r}

57/141
(40%)"

42/89 (47%)
14/51 (27%)

46/59 (T8%)"
25/31 (81%)
21/28 (75%

5/9 (56%)
4o (67%)
1/3 (33%)

= <0001

’=().452

LVER. low viral load. HVER. high viral |L\& /



E VR - Steuerung der Therapie

Genoty

01,4 Genotyp 2,3

PEG-IFN + Ribavirin

Nach 12 Wochen 2-log Abfall Nach 4 Wochen 2-log Abfall
oder PCR negativ

oder PCR negativ

Ja Nein
GT 2 3 Monate Tx
GT3 <800.000 03% - 100%
12 Monate Therapie
6 Monate Tx

65% - 72%

0% - 3% GT3 >800.000 A% - 6700




Non-Responder ?

PEG-IFM-a 24 + Al

FEG-IFM-a 28 + fbd

PEG-IFM-z 2 + Ay

werin (Friad &t ol 2002

weiin (Haczhannis of al, 2004)

84% 82%
76%

mvirin (hdanrs ot Bl 2001)
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NATURE|Vol 436[18 August 2005|dei:10.1038/nature04 080

Raffaele De Francesca' and Giovanni Migliaccio'

NS3 Serine Protease

BILN 2061

AlS6

R155

BILN 2061

WX-550



NS3 Protease Inhibitor in patients
with chronic hepatitis C

Nature October 26,2003;
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Table 1| A sample of the drug pipeline for hepatitis C

a HCV-targeted drugs

Compound name(s) Company Clinical phase Target Mechanism of action

BILN 2061 (Ciluprevir) Boehringer-Ingelheim Phase I* NS3-4A protease Product-derived serine protease inhibitor
VX-950 Vertex/Mitsubishi Phase |b NS3-4A protease Serine protease reversible covalent inhibitor
NM283 (Valopicitabine) Idenix/Novartis Phase NS5B polymerase Nucleoside analogue (chain terminator)
JTK-103 Japan Tobacco Phase | NS5B polymerase Non-nucleoside allosteric inhibitor
HCV-796 ViroPharma/Wyeth Phase |a NS5B polymerase Non-nucleoside allosteric inhibitor
*Development halted due to cardiotoxicity in monkeys

b Host targets/immunomodulators

Actilon (CpG-10101) Coley Pharmaceutical Group Phase Ib Toll-like receptor-9 Immunomodulator

ANA245 (lsatoribine) Anadys Pharmaceuticals ~ Phaselb Toll-like receptor-7 Immunomodulator

ANASTS AnadysPharmaceuticals ~ Phasela Toll-like receptor-7 Immunomodulator (prodrug of ANA245)
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