
Hépatites chroniques cirrhogènes

PARENCHYMATEUSES CHOLESTATIQUES
VHB(0.7%), VHC(1%) Alcool(10 %)    Ob/Db(20%)

CBP I et II

Chol. sclérosante

+ médicaments, autoI, hémochromat., wilson

VASCULAIRES
Budd-Chiari

Foie cardiaque 

MVO

HNR

Médicts : vit A …



STEATOHEPATOPATHIES DYSMETABOLIQUES
SHNA/NAFLD vs NASH

Fatty liver hepatitis and cirrhosis in obese patien ts.

Adler M, Schaffner F. Am J Med. 1979



OBESITY RATES COULD OBESITY RATES COULD 
DOUBLE IN 30 YEARSDOUBLE IN 30 YEARS
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L’OBESITE =MALADIE DU SIECLE

GYNOIDE ANDROIDE

Conséquence de la mal bouffe,

Activité physique,

facteurs génétiques ??



DE BRUYNE 2010*

PREVENTION 
AVANT  TOUT 
!!!!!.....

OBESITE CHEZ L’ENFANT
>20 % UK*
Surpoids > 85th percentile
Obésité >   95 th percentile



Spectre de la NAFLD

Stéatose hépatique

Stéatohépatite(NASH)

fibrose

Cirrhose

15--30 %

5 %

Fibrose

Cirrhose

HepatoK

OBESITE

80 %

20 %

4 -10 %

POP.GENERALE

1 %





PATHOGENIE DE LA NAFLD /NASH/FIBROSE   1ere ETAPE 





Pathologies hépatiques 
alcooliques

> 20 g/j F
> 40 g/j H

Foie normal                Stéatose            STEATOFIBROSE

HAA

Cirrhose

90 %

30 %

40-60 % > 25 ans

HEPATOME



PHYSIOPATHOLOGIE 
DE L’Hépatopathie

alcoolique

Breitkopt 2009



CDT et excès d’alcool 



∆ value of CDT,Ftest, steatotest Poynard et al 2009
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Fig. 2

The diagnostic value of combining carbohydrate-

deficient transferrin, fibrosis, and steatosis biomarkers 

for the prediction of excessive alcohol consumption.

Imbert-Bismut, Francoise; Naveau, Sylvie; Morra, Rachel; 

Munteanu, Mona; Ratziu, Vlad; Abella, Annie; Messous, 

Djamila; Thabut, Dominique; Benhamou, Yves; Poynard, 

Thierry

European Journal of Gastroenterology & Hepatology. 

21(1):18-27, January 2009.

DOI: 10.1097/MEG.0b013e32830a4f4c

Fig. 2  Receiver operating characteristic (ROC) curves of 

biomarkers for the detection of excessive alcohol 

consumption of 30 g or more per day (a) and of 120 g or 

more per day (b). The diagonal line represents that 

achieved by chance alone [area under the receiver 

operating characteristic curve (AUROC) 0.50]; the ideal 

AUROC is 1.00. For the primary outcome, the detection 

of 30 g/day, the area under the curve of carbohydrate-

deficient transferrin (CDT)-FibroTest (FT)- SteatoTest (ST) 

was 0.92 (95% confidence interval: 0.88-0.95), CDT% 0.88 

(0.83-0.92) (P=0.004 vs. %CDT), [gamma]-glutamyl-

transpeptidase (GGT) 0.94 (0.90-0.96), and 0.74 (0.66-

0.79) for aspartate aminotransferase/alanine

aminotransferase (AST/ALT), all highly significant versus 

0.50 (PP=0.14 vs. %CDT), GGT 0.82 (0.75-0.87), and 

AST/ALT 0.69 (0.59-0.77), all highly significant versus 0.50 

(P<0.0001).



OVERESTIMATION OF « PURE » NAFLD AS A CAUSE OF LIVER 
FIBROSIS USING  ALCOHOM CONSUMPTION ESTIMATED BY SD

Poynard et al 



Poynard et al



F4

F3

F2

Fibrosis progression
From contamination to complications

VHC 
infection

20%
healing

80% carriers

F1

F0

Décompensation 3%,
HCC  3-5% , 4 % † / y 

cirrhosis
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• Age (Bx & infection) > 40 

• Alcool > 4-5 drinks /j

• Duration of infection   
• gender

• Insulin resistance

metb & viral

• Coinf VHB, VIH, Isupp.

• Cannabis

F1

F3

F2

F4

Massard 2006,Ratziu 2003

Sangiovanni 2006



HCV : fibrosis progression
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Factors not surely associated
with fibrosis progression

• Activity
• Iron overload
• Cigarette consumption
• Moderate alcohol
• Genotype 3

NOT SURE

• Viral load
• Genotype
• Mode of infection
• Ethnicity

NOT  ASSOCIATED

Massard 2006





Huang 2006

CIRRHOSIS RISK SCORE GENETIQUE



Brussels Brussels cohortcohort --
CRS in patients CRS in patients withwith or or withoutwithout

fibrosisfibrosis progression (n=25)progression (n=25)

CRS is predictive
of fibrosis progression 

in F0-F1 patients
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Hannover cohort -
CRS in patients with or without

fibrosis progression (n=31)
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Combined cohorts (n=56)
ROC curve

CRS threshold defined by 
the ROC curve: 0.678

Se = 75%

Sp = 71%

PPV = 72%

NPV = 74%

Diagnostic accuracy = 73%
1 - Specificity

1,0,8,5,30,0
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1,0

,8

,5

,3

0,0

AUC=0.739; p=0.002

CRS

Study cut-off similar to previous cut-off by Huang et al (0.7)



Using the 0.678 threshold defined by 
the ROC curve:

% progressors

<=0.678 26%

>0.678 72%

p=0.001

High risk

0 1
0.678



HBe +ve

HBe-ve

Decomp.
HCC ϯ

Resolved



Liaw, Y. et al. N Engl J Med 2004;351:1521-1531

Chen et al JAMA 2006

Iloeje et al 

GE 2006



Infection Replication

Three steps of 
serological 
diagnosis

Disease
activity

HBsAg, 
anti-HBc, 
Ag HBe/anti-HBe

HBV DNA ALT

1 2 3

INITIAL WORK UP

FTEST

FSCAN

US,  BX



PROFILES OF CHRONIC HBV CARRIERS

Inactive
carrier

Immuno
tolerant

Chron Hep
Wild Virus

Chron Hep
Precore mutant

AgHBe - + + -

antiHBe + - - +

ALT p  N p   N

DNA IU ≤2.000 >2.106 >20.000 >2.000

TRMT  

considered NO    > 30yo /Fib.       YES                YES

FOLLOW UP !!!!!



DIRECT CORRELATION BETWEEN A DECREASE IN 
VIRAL LOAD AND IMPROVED HISTOLOGY 
FOLLOWING ANTIVIRAL THERAPY

Mommeja-Marin 
Hepatology 2003



DIAGNOSTIC DDIAGNOSTIC D’’UNE CIRRHOSE COMPENSEE A UNE CIRRHOSE COMPENSEE A ΣΣ

CLINIQUE

BIOLOGIE

SCORES DE 
FIBROSE/FIBROSCAN

IMAGERIE

CLINIQUE

Angiomes ,foie dur 
splénomégalie

PT, PLT OGD, US 
Doppler

BIOPSIE 





POURQUOI EVALUER NON 
INVASIVEMENT LA FIBROSE 

HEPATIQUE
• Intérêt diagnostique : F0-1 vs ≥

F2 vs ≥3-4
• Intérêt pronostique
• Suivi des patients traités et non 

traités





Liver Biopsy
PROS CONS

. Direct assessment of A and F . Bad press in patients and GP

.  associated lesions . 20 – 30% F-(cirrhosis) 
sampling error

. 20-30% intra and inter 
pathologists discordance

. Complications 30% pain
0.3% morbidity
0.03% mortality

• 1/50.000 ème foie

. Cost : 220 – 700 euros
�15-25  mm, > 6 PT



F1

F4

F2

Fibrotest F4              F4 F4



Bedossa et al, Hepatology 2003



clinicaloptions.com/hep

4th Annual Clinical Care Options for Hepatitis Symposium

Model of Error Rate Associated With 
Biopsy Size

Bedossa P, et al. Hepatology. 2003;38:1449-1457.
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REVERSIBILITE DE LA CIRRHOSE
QUELLE QUE SOIT SON ORIGINE !!!!!!!

Wanless 2000



Colombo



clinicaloptions.com/hep

4th Annual Clinical Care Options for Hepatitis Symposium



clinicaloptions.com/hepatitis
2009 Advanced Practice Curriculum: Fibrosis and Advanced Liver Disease

Predictive Value of Elastography
Comparable to Serum-Based Tests

Area Under the ROC Curve (Sensitivity vs 1 – Specific ity) for METAVIR 
Stage F0-1 vs F2-4 According to Different Fibrosis A ssessment Methods [1]

Assessment Method AUROC 95% CI

APRI 0.78 0.70-0.85

Elastography 0.83 0.76-0.88

FibroTest 0.85 0.78-0.90

FibroTest + Elastography 0.88 0.82-0.92

� However, largest multicenter study to date found hepatic elastography
ineffective at diagnosing significant fibrosis but effective at excluding 
cirrhosis[2]

1. Castera L, et al. Gastroenterology. 2005;128:343-350.
2. Degos F, et al. EASL 2009. Abstract 96.



castera



clinicaloptions.com/hep

4th Annual Clinical Care Options for Hepatitis Symposium

FibroScan

2.5 cm

4 cm

1 cm ∅∅∅∅

Explored volume

LB: 1/50,000 of the liver

FibroScan: 1/500 of the liver

The probe induces an 
elastic wave through 

the liver

The velocity of the wave is evaluated in a 
region located from 2.5 to 6.5 cm below the 
skin surface



clinicaloptions.com/hep

4th Annual Clinical Care Options for Hepatitis Symposium

Approach to Staging Liver Disease

Liver biopsy

Diagnosis uncertain

Observe

F0 / F1

Treat

F > 2

Fibrosis tests and FibroScan

HCV or HBV or NASH

Liver disease



ACOUSTIC
RADIATION

FORCE IMPULSE















EVALUATION STEATOSE













Fibrosis Progression in Chronic Hepatitis CFibrosis Progression in Chronic Hepatitis C
Importance of 2 Gene VariantsImportance of 2 Gene Variants

Reprinted from Huang H, et al. Gastroenterology. 2006;130:1679-1687, with permission from Elsevier, Inc.

*Population at risk indicates the % of subjects from 2 cohorts carrying the risk factors.
†The odds ratio of CPT1A SNP was reversed to be consistent with other factors; therefore, the odds ratio for this SNP should be explained as a protective effect.

UCSF = University of California San Francisco; VCU = Virginia Commonwealth University; SNP = single nucleotide polymorphism.

83.7 57.8

2.5 6.4

46.4 16.2

69.0 70.6

9.0 11.0

12.4 10.6

12.4 10.6

38.0 29.4

Odds Ratios

UCSF

VCU

DDX5-POLG2 Diplotype (Group D1 vs D3)
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Age of infection (≥40 vs <40 years)
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CPT1A_SNP† (CT+TT vs CC)

DDX5_SNP (AC+CC vs AA)
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Huang 2006

CIRRHOSIS RISK SCORE GENETIQUE



ALL CLD CAN LEAD TO ALL CLD CAN LEAD TO 

FIBROSIS/CIRRHOSISFIBROSIS/CIRRHOSIS



Wong 2010

Yoneda 2008 Nobili 2008




