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Clinical Practice Guidelines BEASL i

HEPATOLOGY

EASL Clinical Practice Guidelines: Management of chronic
hepatitis B virus infection

European Association for the Study of the Liver*

* A minimum follow-up of 1 year with alanine aminotransferase
[ALT) levels at least every 3-4 months and serum HBV DNA
levels is required before classifying a patient as inactive HBV
carrier,

* ALT levels should remain persistently within the normal range
according to traditional cut-off values (approximately 40 IU/ml),

* Patients with HBV DNA ,2000 I[U/ml and elevated ALT values
should be usually advised to undergo liver biopsy for the
evaluation of the cause of liver injury.

Journal of Hepatology 2012 vol. 57 j 167-185




Que faire si ADN VHB <2000ui/ml

HBV-DNA > 2000 IU/mL
and ALT > 2-times ULN
and/or at least moderate
inflammation and fibrosis

avec cytolyse

HBV-DNA > 2.000 IU/mL
but ALT normal

|

Antiviral
therapy

" HBV-DNA positive

1
L

N |/

Liver biopsy

HBV-DNA < 2000 IU/mL
and ALT normal
or no/minimal
inflammation and fibrosis

|

Monitor
without
therapy

Severe fibrosis
or cirrhosis

HBV-DNA < 2000 IU/mL
and ALT > 2-times ULN

Co-morbidity?

C Niedero, World J Gastroenterol 2014




Without fatty liver (n=2226 ) With fatty liver (n=1416) P value

BMI, kg/m? 2057286 25.65+3.28 <0.001
Age, years* 490=11.8 5032109 0.001

Sex (M/F) (%) 1143/1083 (51.3%/48.7%) 1016/400 (71.8%/26.2%) <0.001
WC, cm? 799+88 89.0+9.0 <0.001
SBP, mmHg* 1200174 1263+178 <0.001
Fasting glucose, mg/dL* 90.1£17.3 1004£29.5 <0.001
Cholesterol, mg/dL* 19152360 1968+37.6 <0.001
HDL, mg/dL* 57.7+156 4754129 <0.001
LDL, mg/dL* 1185+320 1263+333 <0001
TG, mg/dL* 96.755.2 147.7+1008 <0001
L.I_r, U/ 3394507 1374415 <0001
GGT, IU/L* 210+325 296+347 <0.001
Platelet, 1000/mm’* 2260626 241571 <0.001
L metabolic factq@ﬁggéj HBV infectiors were associated .

with elevated serum ALT levels in fn?’ty fl\/pr disease

Yuan-Lung Cheng ,Plots ONE 2013



Hepatite B et steatose

84 patients HVB : 22.6 % avaient de la stéatose

Parameter 7 (%)
HAI score
0-3 5 (5.9)
4-8 56 (66.7)
9-12 22 (26.2)
13-18 1 (1.2)
Stage of fifrosis )
o 0 (0.0)
1 7 (8.3)
2 42 (50.0)
3 35 (41.7)
4 \ ) 0 (0.0)
Steatosis
None (0) 65 (77.4)
Mild (< 109%) 7 (8.3)
Moderate (10%-30%) 7 (8.3)
Marked (30%-60%) 4 (4.8)

Severe (> 60%) 1 (1.2)

Fehmi Ates, World J Gastroenterol 2011



Que faire si ALAT normale
et ADN VHB >2000 ui/ml

Dosage ALAT et HBVDNA tous les 3 mois pendant 1 an

Y

ALAT normale a 4 reprises pendant un an

HBVDNA a 4 reprises pendant un an

P B

HBVDNA > 20.000 UI 'ﬁB\TDNE = 2000-20003\

m:lfLET >N ELiT <N
PBH ALAT 2 fois/an,

HBVDNA < 2000
ALAT <N

Y

ALAT 2 fois/an

HBVDNA annuel, BVDNA annuel
Fibroscan annuel

Papatheodoridis, ] Hepatol 2012



Fibrose vs charge virale

215 patients Ag HBe -, ADN VHB = 20.000 Ul/ml,

Lésions DNA VHB
histologiques < 2000 Ul/ml

Activité minime 1.4 %

Activité minime +
Fibrose minime

Fibrose modeéeree
Fibrose sevére

Cirrhose

Papatheodoridis J Hepatol 2012



Intérét de I'Aag HBs dans le diagnostic

Ref. Studies predicting HBsAg seroclearance
Study design HBsAg levels Reliability of prediction
Chan et ol Genotype B/C, longitudinal study ~ HBsAg <100 IU/mL 75'% sensitivity and 91% specificity
for 11 yr
Chan et gl Longitudinal study for 9+ 16mo ~ HBsAg levels <1000 [U/mLand HBV  Cumulative probability of 9% and 21% at 5 and 8
DNA<20001U/mL yr tespectively
Tseng etal™ Follow-up at 1 yr after spontaneous HBsAg <100 IU/mLvs100-9991U/mL  Hazard ratio 24.3 vs 44 for HBsAg seroclearance
HBeAg seroclearance
Tseng etal” Genotype B/C follow-up of 116 yr  HBV DNA <2000 [U/mL and HBsAg < Adjusted hazard ratio of HBsAg loss was 13.2
101U/mL
/ngx%ﬂowup of Tyr TBsAg < 1000 10/ mL, anmual decrease > 95NV and 89 PPV \
etal” 03 log IU/mL

Differentiation of inactive disease from chronic hepatitis
Brunettoetal”  Genotype D, Follow-up for 345mo  HBsAg levels <1000 [U/mLand HBV  88% NPV and 97% PPV to identify inactive carriers

DNA <2000 IU/mL
Martinot-Peignoux Follow-up of 1 yr HBsAg levels > 1000 [U/mLand HBV  96% NPV and 92% sensitivity to identify
etal™ DNA>2001U/mL reactivation

Larssonetal™  Single time point evaluation of ALT, HBsAg levels <1000 1U/mLand HBV  96% PV to identify inactive carriers

histological score DNA <10000 [U/mL
NQark et g Genotype C follow-up > 48 mo HBsAg levels > 850 [U/mLand HBV __ 85% diagnostic accuracy to ideng'ﬁ; reactivation

DNA>850IU/mL World J Gastroenterol.2014
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Interét du traitement preemptif
meta-analyse

Antivirals Control Risk ratio Risk ratio
Study or subgroup Events Total Events Total Weight M-H, random, 95% CI M-H, random, 95% ClI

1.1.1 entecavir
Huang 2013 39 15.4% 0.14 [0.02, 1.05] =

Subtotal (95% CI) 39 15.4% 0.14 [0.02, 1.05] —el—

Total events

Heterogeneity: not applicable
Test for overall effect: Z =1.91 (P=.06)

1.1.2 lamivudine

Lau 2003 15 0.06 [0.00, 0.94]
Jang 2006 36 0.07 [0.01, 0.49]
Hsu 2008 26 0.21 [0.07, 0.63]
Long 2011 21 0.08 [0.00, 1.28]
Subtotal (95% CI) 98 0.13 [0.06, 0.32]
Total events 4 43

Heterogeneity: Tau? = 0.00; Chi? = 1.65; df = 3 (P =.65); I’=0%

Test for overall effect: Z = 4.54 (P < .00001)

Total (95% CI) 139 137 0.13 [0.06, 0.30] ’
Total events 5 50
Heterogeneity: Tau? = 0.00; Chi?=1.63; df =4 (P=.80); °=0%
Test for overall effect: Z = 4.91 (P < .00001)

Test for subgroup differences: Chi? = 0.00; df =1 (P =.99); I? = 0%

I I 1 1
0.01 0.1 10 100
Favors antivirals Favors control

R.P Perrillo,Gastroenterology 2015



Proposition ¢ une nouvelle définition
du porteww inactk

Dosage ALAT et HBVDNA tous les 3 mois pendant 1 an

W

ALAT normnle a 4 repeises pendant un an
HBVDNA a 4 repeises pendant un an

A N

HBVDNA > 20.000Ul  HBVDNA = 2000-20000 HBVDNA < 2000

ou_ALAT>N ALAT<N ALAE<N
Y y \
PR ALAT 2 fois/an, ALAT 2 fois/an
HBVDNA anmel, HBVDNA anmsel
Fibroscan anamsel

Papatheodoridis, J Hepatol 2012



Les recommandations

"$EASL 5
* °o° OF THE LIVER
-

IMMUNOTOLERANT

Chez la plupart des patients :

*J 30 ans

*avec ALAT normales de facon répétée

*avec un ADN viral sérique élevé (habituellement P 107 Ul/mL)
*sans suspicion de maladie hépatique

*sans histoire familiale de CHC ou de cirrhose

Il n"est pas nécessaire de proposer une biopsie hépatique ou un
traitement

2012 Revised Clinical Practice Guidelines on the Management of Chronic Hepatitis B
J Hepatol 2012, 57 ,167-185



Résultats : reponses pour le diagnostic
d’ «kimmunotolérant »

Ag HBs+ quel que soit le statut HBe :
61,9%
AgHBs + et AC HBe + :38,1%

Xavier Causse ,Jean-Frangois Cadranel , Pascal Potier ,Jacques Denis , Christophe Renou , Bertrand Hanslik (2), Patrick Delasalle CREGG , ANGH
JFOD EJGH 2015



Distribution des reponses sur le statut de 'Ag HBe
comme critere essentiel de 'immunotolérance

Activite Reponses Reponses non Total
adaptées aux adaptées GL
GL EASL EASL

Gastroentérologue 40 (71,43%) 16 (28,56%) o6
S
Hépatologues 10 (38,46%) 16 (61,54%) 26
Melange 83 (62,41%) 50 (37,58%) 133
Total 133 (61,86%) 82 (38,14%) 215

Causse X, Cadranel JF ? Potier P et al.et - Eur J Gastroenterol and Hepatol in
press



Y a-t-il des raisons de traiter un patient immunotolérant ?

= Eléments faisant craindre une évolutivité

# Diminuer le risque de transmission (femme enceinte,
professionnel de santé)

# Risque de diagnostiquer la rupture de tolérance trop tardivement
= Espérer une séroconversion précoce = phase inactive durable ?

LES ELEMENTS DE DISCUSSION

*Risque de favoriser les résistances
— a séroconversion semble moins solide si ADN éleve et avec analogues
*Colt des traitements

%‘ntécavir et ténofovir sont les analogues recommandés en 1¢ intention

+ Puissants et avec bon profil de résistance
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