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Peginterferon  ribavirin genotype 1 ( 1b )
48 genotype 2 3 24

HCV RNA 60 80 1U/ml
HCV RNA

RVR (rapid virological response) 4 HCV RNA
EVR (early viroloigcal response) 12 HCV RNA

SVR sustained virological response HCV RNA
RVR 48 24
HCV
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HCV 45
HCV 30 15 30

HCV 1 3
genotype
Metavir2 Ishak3
HCV genotype Peginterferon  ribavirin
genotypel 48 genotype2 3 24
HCV RNAG60O 80 1U/ml
RVR(rapid virologic response) 4 HCV RNA
EVR(early virologic response) 12 HCV RNA
genotypel HCV RNA40 1U/ml 48 24
19 SNPs
peginterferone+ribavirin  protease inhibitor
Protease inhibitor  teleprevir  boceprevir FDA
teleprevir HCV SVR
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boceprevir
boceprevir
80 10 15 30 34
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45 AST80 ALT110
HCV HBs HAV HIV
HCV  genotyping 1b 2,460,0001U/mlI CBC
220x 10 /L
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HCV 1 8

1
6 genotype genotypel HCV
HCV illicit injection drug
20 59 HCV
45
1992
15 30
HCV 30 15 30
genotype
HCV 1 3
Metavir stage 2 Ishak stage 3
]
Ishak fibrosis score 2 6 4
Ishak score 6 28
HCV envelope flavivirus 1989
Positive-stranded viral RNA 9600 nucleotides 3000
encode( )
endocytosis
proinflamatory cytokine
MRNA

Interferon-B  interferon regulatory factor 3(IRF-3)target gene
lambda(type3) interferon

HLA class alleles CD4+T cytotoxic CD8+T
HCV
Cytotoxic CD8+T epitope
inhibitory receptor up-regulation
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Strategies and Evidence

HCV

AST(GOT)
APRI: aspartate aminotransferase : platelet ratio index
o 2 macroglobulin, a 2 globulin y globulin apolipoportein A-I1
y -glutamyltransferase total bilirubin hyaluronic acid

41 94 44 95

Assay APRI  FibroSURE HepaScore

Metavir Scoring System
Stagel:
Stage?2 :
Stage3 : bridging fibrosis
Stage4 :

Batts-Ludwig System
Stagel:
Stage?2 : bridging fibrosis architecture
Stage3 :
Stage4 :

Ishak system
Stage?2 :
Stage3: bridging
Stage4 : bridging
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Stage5 : bridging nodules
Stageb :
b.
HCV
HCV
cryoglobulinemia
10 pegylated interferon
(peginterferon ) ribavirin
HCV genotypes
peginterferon  head-to-head ( )
Genotypel peginterferon  ribavirin( 1000 1200 /
600 1000 / 2) 48 40 50
24 HCV RNA
Genotypel
Genotype2 3 HCV 4 1
pegintereferon  ribavirin800 24 70 80
Genotype HCV RNA HCVRNA 60 I1U/ml
80 1U/ml sustained virologic response

viral kinetics
EVR (Early Virologic Response) 12

EVR sustained virologic response
negative predictive value

RVR (Rapid Virologic Response) 4
501U/ml
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better adherence

80 80
HCV RNA 2log1olU/ml
HCV RNA



RVR  sustained virologic response

7 genotypel
HCV RNA 40 1U/ml RVR
48 24

SVR (sustained virologic response) 28 52%
19
Interleukin-28B IL28B Interferon lambda-3
SNPs single-nucleotide polymorphisms

rs12979860SNPs C allele TT genotype
C allele
Viral Resistance to Antiviral Therapy of Chronic Hepatitis C VIRAHEP-C
HCV genotypel HCV-specific CD4+
SVR sustained virologic response
PD- programmed deathl receptor
HCV-specific CD8+ SVR

Peginterferon  ribavirin

HCV genotype 1

interleukin28 genotype

85

ALT(GOT) ALT J/ALT 3
HCV
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RVR EVR

RVR : Rapid virologic response: 4 HCV RNA<50/ml
EVR :Early virologic response: 10 HCV RNA 2 logio 1U/ml
ribavirin
C. Directly acting antiviral agents
HCV HCV
HCV HCV

Nonstructural 3 (NS3) serine protease inhibitor
NS3/4A serine protease
HCV polyprotein IF promoter stimulator

protease inhibitor telaprevir  boceprevir FDA
PROVE Protease Inhibition for Viral Evalution 1
PROVE2 genotypel HCV
protease inhibitor SVR (sustained virologic response)
61 69 peginterferon ribavirin 24

telaprevir 12 T12PR24

Peginterferon  ribavirin telaprevir HCV RNA
median 113 30
teleprevir
HCV 24 HCV RNA telaprevir  peginterfeon
ribavirin T12P12 48 ribavirin
telaprevir
NEJM ADVANCE A new direction in HCV care:

A study of Treatment-Naive Hepatitis C Patients with Telaprevir Phase 3
Telaprevir  Peginterferon-ribavirin 12
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8 4 Extended rapid virologic response ERVR

4 12 HCV RNA 251U/ml
12 ERVR peginterferon-ribavirin 36 48
Telaprevir ERVR 24 80 SVR
(sustained virologic response)
Telaprevir genotypelb genotypela
NEJM REALIZE Retreatment of Patients with Telaprevir-based
Regiment to Optimize Outcomes Peginterferon-ribavirin  telaprevir

SVR

sustained virologic response

SPRINT-1 Serine Protease Inhibitor Therapy 1 SPRINT-2
Peginterferon alfa-2b  ribavirin boceprevir
HCV genotypel

peginterferon-ribavirin 4

lead-in phase boceprevir
SPRINT-2
HCV RNA 8 24 peginterferon-ribavirin
24  boceprevir
SVR sustained virologic response 28 63 48 66
Peginterferon-ribavirin HCV RNA 1.0 logiolU/ml
virologic failure
Boceprevir
dysgeusia telaprevir telaprevir
80
10 15 30 34
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areas of uncertainty

liver stiffness Fibroscan Echosens
transient elastography transitory vibration shear wave
Metavir score 2

FDA

CT MRI
Peginterferon-ribavirin
HCV

nucleoside/nonnucleoside polymerase inhibitors
inhibitors of NS4B NSb5A proteases
modulators of immune response

HCV
HCV
HCV
45 AST80 ALT110
HCV HB

HAV HIV HCV  genotyping 1b 2,460,0001U/ml
CBC 220x 10 /L
HCV A
HBV
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Metavir score 2

peginterferon-ribavirin

NS3/4A protease inhibitor telaprevir boceprevir 3
telaprevir  peginterferon-ribavirin 12
4 12 HCV RNA peginterferon-ribavirin

12
ERVR(extended rapid virologic response)
peginterferone-ribavirin 36

Boceprevir FDA peginterferon-ribavirin 4
lead-in phase 8 24 HCV RNA
boceprevir 24 28
8 24 24
peginterferon-ribavirin  boceprevir 8 peginterferon-ribavirin
12 48
NEJM C
HCV 45
HCV 30 15 30
HCV 1 3
genotype
Metavir2 Ishak3
HCV genotype Peginterferon  ribavirin
genotypel 48 genotype2 3 24
HCV RNAG60O 80 1U/ml
RVR(rapid virologic response) 4 HCV RNA
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EVR(early virologic response) 12 HCV RNA

genotypel HCV RNA40 1U/ml

19 SNPs
peginterferone+ribavirin  protease inhibitor
Protease inhibitor  teleprevir  boceprevir

teleprevir HCV SVR
teleprevir
boceprevir
boceprevir
80 10 15 30
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