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Objectifs pedagogiques

Connaitre les criteres diagnostiques d'un
porteur chronique inactif

Attention au comorbidités associees

Connaitre les situations a risque de
reactivation chez un porteur inactif

Savoir diagnostiquer et traiter une reactivatio



Cas clinique

* Patient de 61 ans

* Sans ATCD

* 2008 on decouvre une cytolyse 2.5 x N

- Examen physique normal, IMC: 25.7

* TP :98%, Plaquettes 270.000/mm3

* Alb ,ferritine,Bili,GGT: Nx

* Glycemie :1.05 g/L, cholestérol +TG normaux

- Ag HBs +, Ag HBe -, Ac anti Hbe +, ADN VHB : 1378 Ul/ml
* Séerologies VIH, VHC, VHD négatives

- Echographie abdominale : Foie refléchissant



Echo du patient

(1 ]




Que faire ?

Fibroscan

Fibrotest

Biopsie du foie
Traitement antiviral



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

|

Antiviral
therapy

" HBV-DNA positive

avec cytolyse

HBV-DNA > 2.000 IU/mL
but ALT normal

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 Gastroenterol2014




Attention au pathologies

associees

4 )
ADN VHB & 2000 Ul/ml

+

Transaminases élevées

!

PBF
Causes ??

EASL 2012



acteurs influencants la progression de la fibro:

Facteurs liés
au VHB

(> 2 x 1034 Ul/ml)

Mutation génome ge > 40 ans

Autres
facteurs
A1762T/G1764A Sexe masculin

Alcool Pré-S ) o .

, Statut immunitaire
Tabac Génotypes .
CetD Antécédents

Aflatoxine
Co-infections
(VHC, VHD, VIH)

familiaux

Syndrome
métabolique (IMC,
diabéte...) -

Liaow & Sollano. Liver Int 2006




HVB et steatose

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

BMI, kg/m?* 2257+2.86 2565+3.28 <0.001
Age, years* 49.0%£11.8 50.3£109 0.001
Sex (M/F) (%) 1143/1083 (51.3%/48.7%) 1016/400 (71.8%/28.2%) <0.001
WC, cm* 79.9+88 89.0+9.0 <0.001
SBP, mmHg* 1200174 1263+17.8 <0.001
Fasting glucose, mg/dL* 90.1+17.3 100.4+29.5 <0.001
Cholesterol, mg/dL* 191.5+36.0 196.8+37.6 <0.001
HDL, mg/dL* 57.7+156 475+129 <0.001
LDL, mg/dL* 118.5£32.0 1263+333 <0.001
TG, mg/dL¥ 96.7+55.2 147.7+100.8 <0.001
ALT, IU/L* 339+50.7 43.7+415 <0.001
[GGT, IU/L* 21.0+325 296+347 <0.001 }
Platelet, 1000/mm** 226.0%62.6 234.1£57.1 <0.001
FLI* 15.87£16.56 38.63+23.98 <0.001

metabolic factors and HBV infection were associated
with elevated serum ALT levels in fatty liver disease.

Yuan-Lung Cheng ,Plots ONE 2013



Sonographic fatty liver and hepatitis B virus carrier status:
Synergistic effect on liver damage in Taiwanese adults

5406 Taiwanese adults [mean age 46.2 years, 51.5% males),
1e prevalence of LD, HBVC and SFL were 12.3%, 15.1% and 33.4%, respectively;
5.1% of participants had SFL plus HBVC

Liver status Liver damage OR 95% CI

SFL HBVC rate (%)
() ) 42 1.0 Reference
6 ) 132 33 ] 446
(4) () B8 47 37-61
) (4 T 95 | 68-133

Yu cheng lin, World J Gastroenterol 2007



Hepatite B et steatose

84 patients HVB : 22.6 % avaient de la stéatose

Parameter n (%)
HAI score
0-3 5(5.9)
4-8 56 (66.7)
9-12 22 (26.2)
13.18 112
Stage of fibrosis )
0 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 (< 10%) 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



NASH

valeur diagnostique des moyens non invasifs

Cutoff value AUROC  Sensitivity (%) Specificity (%) PPV (%) NPV (%) Ref.
Biomarkers
Morbidly obese and AST, ALT 2 times of ULN - - - 21 91 [22]
bigy GT 26U/L 0.85 74 81 83.7 71.2 (27]
CK-18 M30 antigen 121.6 IU/L 0.787 60 97.4 96.4 67.3 (48]
CK-18 M65 antigen 243.821U/L 0.809 68.9 81.6 81.6 68.9 (48]
PIHINP 6.6 ng/mL - 80 68 60 85 [51]
Predictive Models
APRI 0.98 0.85 75 86 34 93 [55]
FIB4 1.30 0.86 85 65 36 95 (59]
Image assessment
Transient elastography 6.7 kPa 0.87 775 86.7 [ 94.8 54.9} [66]
(TE; FibroScan )
ARFI 12m/s 0.84 76.9 86.7 95.7 54.1 [66]
Combine TE and ARFI TE > 6.7 kPa ARFI>1.2m/s - 60.5 93.3 96.8 414 [66]
MRE 2.74kPa 0.93 %4 73 85 89 (71]

World J Gastroenterol 2014



Quand faire la PBF ?

Non «—— FDRmétaboliqueset/ou Stéatose échographique

Oui
Bilan étiologique
PBH 3 diseuter 2 marqueurs non-invasifs
de fibrose*
Surveillance i e )
Faible risque fibrose Risque élevé fibrose sévére
seévére/cirrhose ou discordance
Correction facteurs de risque ** PBH

|

Normalisation transa et/ou
régression stéatose échographique

o ~

Oui Non

l * marqueur sérique + fibroscan

** perte pondérale, équilibre diabéte, changement HAART
Surveillance

L Serfaty ,SNFGE janvier 2014




Cas clinique

* Fibroscan : 6.4 Kpa

* PBH
- NASH avec Fibrose : F1
- activite minime
- Steatose a 40 %
* Que faire ?
- Sport et mesures dietetiques
- Insulinosensibilisant
- vitE
- Traitement antiviral



Suite observation

* Sport et mesures hygieno-diétéetiques
* Vit E pendant un an
* Evolution :

- Normalisation des Transaminases

— ADN VHB controléee tous les 6 mois toujours
J/ @ 2000 ui/l

- Echo : pas de nodule mis en évidence



Suite observation

- apres deux ans de surveillance:
- Bilan meétabolique : normal
- ALAT , ASAT, GGT : N
- ADN VHB : 9684 ui/ml
- Ag HBs quantitatif : 774 ui/ml

* Que faire ?
- Fibroscan
- PBH
- Traitement antiviral
- Refaire ADNVHB dans 6 mois



Que faire si ALAT normale
et ADN VHB 182000 ui/ml

Dosage ALAT et HBVDNA tous les 3 mois pendant 1 an

V',

ALAT normale a 4 reprises pendant un an
HBVDNA a 4 reprises pendant un an

A T

HBVDNA > 20.000 UI ffBVDNH = 2000-200@ HBVDNA < 2000

ou ALAT >N ALAT <N ALAT <N
l Y y
PBH ALAT 2 fois/an, ALAT 2 fois/an
HBVDNA annuel, HBVDNA annuel

\Fi.brnscan annuel )

Papatheodoridis, ] Hepatol 2012

17



Fibrose vs charge virale

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

DNA VHB
2000 - 20.000
Ul/mi

Lésions DNA VHB
histologiques < 2000 Ul/ml

Activité minime 1,4 % 7%

Activité minime +
Fibrose minime

Fibrose modérée
Fibrose sévére

Cirrhose

Papatheodoridis J Hepatol 2012



Intéret de 'Ag HBs dans le diagnostic
du porteur inactif

Ref. Studies predicting HBsAg seroclearance
Study design HBsAg levels Reliability of prediction
Chan et al® Genotype B/C, longitudinal study ~ HBsAg <100 IU/mL 75% sensitivity and 91% specificity
for 11yr
Chan et al® Longitudinal study for 99 £16mo  HBsAg levels <1000 [U/mLand HBV ~ Cumulative probability of 9% and 21% at 5 and 8
DNA <2000 [U/mL yr respectively
Tseng et al™ Follow-up at 1 yr after spontaneous  HBsAg <100 [U/mLvs100-999 IU/mL  Hazard ratio 24.3 vs 4.4 for HBsAg seroclearance
HBeAg seroclearance
Tseng etal” Genotype B/C follow-up of 11.6 yr ~ HBV DNA <2000 [U/mL and HBsAg <  Adjusted hazard ratio of HBsAg loss was 13.2
101U/mL
Martinot-Peignoux Follow-up of 1 yr HBsAg <1000 [U/mL, annual decrease > 95%NPV and 89% PPV
et al” 0.3 log IU/mL

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

DNA <2000 [U/mL
Martinot-Peignoux Follow-up of 1 yr HBsAg levels > 1000 [U/mL and HBV ~ 96% NPV and 92% sensitivity to identify
et al™ DNA > 200 1U/mL reactivation
Larssonetal™  Single time point evaluation of ALT, HBsAg levels <10001U/mLand HBV  96% PV to identify inactive carriers
histological score DNA <10000 IU/mL
Park et ol Genotype C follow-up > 48 mo HBsAg levels > 850 [U/mLand HBV ~ 85% diagnostic accuracy to identify reactivation
DNA > 850 IU/mL y
\ -

World J Gastroenterol.2014



HVB Fibroscan

p = 0.0002

10

kPa

HBsAg carriers Normal subjects

Figure 1. Mean values of LS in normal subjects and HBsAg carriers

p <0.001

kPa

Undetectable DNA  Detectable DNA

| Sporea ,Hepat Mon. 2011



Fibroscan et evaluation de la fibrose si

hépatite virale B

Ref. Year Patients (n) Diagnosis for = F2 Diagnosis for F4

7 7 N\

Patients (%) AUROC  Cutoff (kPa) Se/Sp (%) }atients (%) AURQOC Cutoff (kPa) | Se/Sp (%)

Oliverietal™ 2008 188 % 097 75 94/88 0 097 118 86/9%
Marcellineta/™ 2009 173 50 081 72 70/83 8 093 110 %/87
Chaneta™ 2009 161 : : : : % 095 10134 | 9%/7
Degosetd™ 210 284 £ 078 5 89/38 10 085 129 52/93
Wongetd™ 2010 156+82 68 080 9020 | 54/%9 i - - :
Miatheeta™ 011 & 61 085 59 81/87 20 09 94 9/%

 —  ——

N Enomoto, World J Gastroenterol 2014



Suite observation

* Fibroscan : 6.2 Kpa
* Sport et mesures hygieno-dietétiques
* Evolution :

- Transaminases normales
- ADN VHB controlée a6 mois |, a 2000 ui/l
- Echo : pas de nodule mise en evidence

* 2011 le patient est PDV



Suite observation

* Dec 2013
- Syndrome dysentérique avec 13 selles/jour
- NFS anémie a 11.3 g/dl
- CRP 230
- Cytolysea 1.3 N
- Pas de cholestase

- Endoscopie : RCH en pancolite grave mis par le
medecin traitant sous corticoides puis sous infliximab
[ bilan BK et infectieux négatif )

- Le patient avait mentionné au medecin qu’il etait
porteur inactif pour le virus B



Suite cas clinique

- Janvier 2014 Patient readmis a notre consultation
* Bilan:
- Ameélioration clinique et biologique de la RCH
- Bilan :
* Pas d’ictere
* Cytolyse 2.3 N
 Bilirubine normale
* Bilan meétabolique sans anomalies
* TP/INR : normaux
- ADN VHB a 5.3 log/ml
* Fibroscan a 6.4 Kpa
* Echo : discret foie de stéatose sans nodule



cas clinique

* Ce patient a-t-il fait une réactivation ?
— Oui
- Non



Definition de la reactivation
deux situations

- Aggravation d’une hépatite chronique patient Ag Hbs +

- Augmentation de la charge virale de 2 log/ valeur
antérieure

- ADN VHB 1 100 ui/ml si ADN VHB antérieure indétectable

- ADN VHB 1 5 log/ml si ADN VHB antérieure non connue
* Reactivation d’une infection résolue

- Réapparition de | ‘Ag HBs

- ADN VHB redevient positive alors que l'Ag HBs est négatif

AASLD Emerging trends conference 29013



Cas clinique

* Lerisque de Déces si reactivation est de :



Histoire naturelle

Temps variable entre I'augmentation de
I’ADN du VHB puis des transaminases Insuffisance hépatique

——————————

s, Hepatite B
s, resolutive
N\

HBV-DNA

Temps



Consequences de la reactivation
» Réactivation : 46 % (24 - 88 % )

* Hepatite : 33 % (24 - 88 %)

* Décompensation :13 % (5 -33 %}

* Déces par décompensation : 5% (0 - 33 %
)

Loomba et al. Ann Intern
Med 2008



cas clinique

* Le risque de reactivation d’un porteur
inactif sous biotherapie :
* Minime
* modere
* important



Medicaments a risque

Anti-TNF

(infliximab, adalimumab,
etanercept)

Chimiothérapie
(rituximab, cyclosporine

Antimetabolite
(methotrexate)

Steroids Purine Analogues
(prednisone, budesonide) (azathioprine/6mp)

Roche B, et al. Liver Int. 2011;31(suppl 1):104-110.



Groupes a haut risque

High-risk group (>10%) B cell-depleting agents such as rituximab and
ofatumumab
o HBsAg positive/anti-HBc positive: 30%-60% (A)
o HBsAg negative/anti-HBc positive: >10% (A)
Anthracycline derivatives such as doxorubicin and

epirubicin

o HBsAg positive/anti-HBc positive: 15%-30% (A)
[ Corticosteroid therapy for >4 wk ]

o HBsAg positive/anti-HBc positive: >10% (B)

(maderate/high dose®)

Perrillo et al,Gastroenterolgy 201



Groupes a risque moyen

Moderate-risk TNE-« inhibitors: etanercept, adalimumab,
group (1%-10%) certolizumab, infliximab
o HBsAg positive/anti-HBc positive: 1%-10% (B)
o HBsAg negative/anti-HBc positive: 1% (C)
Other cytokine inhibitors and integrin inhibitors:
abatacept, ustekinumab, natalizumab,
vedolizumab
o HBsAg positive/anti-HBc positive: 1%-10% (C)
o HBsAg negative/anti-HBc positive: 1% (C)
Tyrosine kinase inhibitors: imatinib, nilotinib
o HBsAg positive/anti-HBc positive: 1%-10% (B)
o HBsAg negative/anti-HBc positive: 1% (C)
Corticosteroid therapy for >4 wk
o HBsAg positive/anti-HBc positive: 1-10% (C)
(low dose?)
o HBsAg negative/anti-HBc positive: 1-10% (C)
(moderate/high dose?)
Anthracycline derivatives: doxorubicin and epirubicin
o _HBsAg negative/anti-HBc positive: 1%-10% (C)

Perrillo et al,Gastroenterology 2015



Groupes a faible risque

Low-risk group (<1%) Traditional immunosuppressive agents: azathioprine,
6-mercaptopurine, methotrexate
o HBsAg positive/anti-HBc positive: <1% (A)
o HBsAg negative/anti-HBc positive: <<1% (A)
Intra-articular corticosteroids
o HBsAg positive/anti-HBc positive: <<1% (A)
o HBsAg negative/anti-HBc positive: <<1% (A)

Corticosteroid therapy for <1 wk
o HBsAg positive/anti-HBc positive: <1% (B)
o HBsAg negative/anti-HBc positive: <<1% (A)
Corticosteroid therapy for >4 wk
o HBsAg negative/anti-HBc positive: <1% (B) (low
dose?)

Perrillo et al,Gastroenterology 20



Reactivation in patients with inflammatory bowel disease

undergoing immunosuppressive therapy

) R
Ref. HBsAg + HBcAb + HCV +
Loras et al 9/25 0/65 8/51
Morisco ef al® 1/6 1/4 1/10
Papa et al™ 0/1 0/22 0/4

N~

S Sansone ,World J Gastroenterol 2014



undergoing immunosuppressive therapy

Ref. Disease Age/ HBsAg HBV-DNA before Anti- Contemporary LAM HBV-DNA Biochemical
sex status therapy TNFo. drugs prophylaxis reactivation reactivation
Esteve et al™® CD 34M +IC NA IFX AZT No Yes ALT 2089
10.400 pg/mL AST 1561
CD 38M +IC NA IFX AZT No Yes ALT 2225
9000 pg/mL AST 2146
CD 26 M + CH Positive IEX AZT Yes No No
del Valle et al*" CD 40M +CH Positive IFX AZT No No worsening No
3.9 x 10° copies/ mm”
Ueno et al'®! CD 28F +1IC NA IFX AZT No Yes ALT 43
45LEG/mL AST 64
Millonig et al™ CD 50M +1IC Positive IFX AZT No Yes ALT 983/50
20 IU/mL 38000000 UI/mL  AST 413/50
Colbert et al™ CD 54M +IC NA IFX AZT No Yes ALT 124
1.604 pg/mL AST 143
Madonia et al™® CD 41F -0C NA IFX Steroids No Yes ALT x 10 UNL
AST x 6 UNL
Qjiro et al™ CD 43F +IC NA IFX AZT No Yes ALT 239
5.4 LGE/mL AST 145
Zeitz et al™ UC 43M NA NA Steroids + AZT No Yes ALT 3396
110000000 UI/mL AST 2193

S Sansone ,World J Gastroenterol 2014



Réactivation chez les patients avec PR

traitee par biotherapie

First author, year Number of patients ~ HBV reactivation (1)~ HBV reactivation (%)~ CI%%  Weight (%)
Al patients

Caporali etal,, 2010 |11 59 (0 0.0 0.0-6. 184
Lanetal, 2011 {19 88 b 6.8 J2-141 206

Mori, 2011 {16] ) l 3l 05-157 45
Ryuetal, 2012[17] 2 0 0.0 0.0-149 [21
Tamor et al,, 2011 [18] 44 (0 0.0 0.0-8.0 16.6

Urata et al, 2011 [19] ) ) 9% 42-206 [77
{Pooled estimate 33 07-75 1000 J

International Journal of Rheumatology 2014



Reactivation si anti TNF

e 257 cas sous anti TNF

* 89 cas avec Ag Hbs positif

— Reéactivation dans 39 %
* Tses elevees : 42 %
* Symptomes: 16 %
* Déces :5%

Perez Alvarez R ,Medecine 2011



Reactivation si anti TNF

* Siseul U'anti HBc est positif
- Risque de réactivation de 5 % (9/168)
- Delai : 11 mois
- Deux cas symptomatiques
- 1deéces

Perez Alvarez R ,Medecine 2011



Reactivation sous anti TNF si Ac antiHBc
+

{ 468 patients sous Anti TNF }

!

[327 PR +73 psoriasis+ 49 SPA }

(|

L 100 infliximab + 269 Etanarcept+ 95 adalimuma%

8 réactivations (1.7 %)
7 Etanarcept + 1 Adalimumab

YH Lee,clin Exp rheumatol 2013



Quelles sont les pratiques ?

131 Oncologistes1] Etude
monocentrique
100 - (208 Pts) [2]
< 801
=y 62
.E 60 -
@
O 40
T 20 14 14
o- | B .
aucun Sirisque Dépistés  Patient dépistés
eleveé tous les
patients

1. Khokhar OS, et al. Chemotherapy. 2009;55:69-75. 2. Lee R, et al. Curr Oncol. 2010;17:32-38.



Quelles sont les pratiques

100 - USA

90 -

80 -

70 - 69%

60 -

50 -

% 40 | 42% 37%

30 -

20 -

10 -

0 - ' .
Rheumatologists’ Dermatologists? Oncologists?

2

1Stine JG et al, Arthritis Care & Res, 2010 (USA - Biologics and Non-Biologics)
2Stine JG et al, South Med J, 2011 (USA - Anti-TNF)
3SMendez-Navarro J et al, Liver Int, 2011 (USA — Rituximab chemo)



Enquéete Francaise chez les internistes
Faite vous un dépistage HVB : ( N 290)
* si Corticoides : 44%
* si Immunosuppresseurs : 67%

» Biothérapies (Rituximab, antiTNFalpha...) : 76%

Terrier et al. Rev Med Interne 2012



cas clinique

* Que faire chez ce patient ?
- Traiter
- Ou pas
* Sioui comment ?
- Lamivudine
- Telbivudine
- Entecavir
- adefovir

Tenofovir pas d’AMM pour HVB au Maroc



Reduction du risque de reactivation avec
Lamivudine

* HBsAg-positive patients with NHL treated with CHOP
randomized to “preemptive” vs “on-demand” lamivudine

007 m@ On-demand group: start LAM if ALT 4 1.5 x ULN
B Preemptive group: start LAM on Day 1 of CHOP
< 80+
2
2
C 60+
> 48
o
o 40- 36
P
[01] 20
I 20-
8 8
0 0 0
HBV Reactivation HBV Reactivation HBV Reactivation Death
and Hepatitis Flare and ALT N0 x ULN and Jaundice (After ChemoTx)

Preemptive antivirals decrease HBV reactivation

Hsu C, et al. Hepatology. 2008;47:844-853.



Interet du traitement preemptif

patients Ag HBs negatif/ Ac anti HBc positif sous rutiximab pour lymphome
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Huang Y et al. JCO 2013;31:2765-2772




Intéret du traitement preemptif
meta-analyse

Antivirals Control
Study or subgroup Events Total Events Total

Risk ratio Risk ratio
M-H, random, 95% CI M-H, random, 95% CI

1.1.1 entecavir

Huang 2013

Subtotal (95% CI)

Total events

Heterogeneity: not applicable

Test for overall effect: Z =1.91 (P =.06)

1.1.2 lamivudine

Lau 2003 15

Jang 2006 36

Hsu 2008 26

Long 2011 21

Subtotal (95% CI) 98

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
Total events 5 50
Heterogeneity: Tau? = 0.00; Chi?=1.63; df =4 (P=.80); I’=0%
Test for overall effect: Z = 4.91 (P <.00001)

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

0.14 [0.02, 1.05] -

0.14 [0.02, 1.05] ~~ll—

0.06 [0.00, 0.94]
0.07 [0.01, 0.49]
0.21 [0.07, 0.63]
0.08 [0.00, 1.28]
0.13 [0.06, 0.32]

0.13 [0.06, 0.30] i

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

R.P Perrillo,Gastroenterology 2015



Traitement préemptif

S1 Ag HBS positif et ADN VHB + ou -

|

Traitement par analogues

EASL 2012



Traitement preemptif
Indications

*Si AgHBs negatif

* Anti HBc postif surveillance
* Anti Hbs +/-

* ADN VHB négative

*Si rituximab
-Greffe de moelle ou de cellules souchits Traitement par analogue
-Greffe hépatique et donneur anti HBc

EASL 2012



Traitement preemptif
comment traiter ?

- Traitement par analogues

— Arrét un an apres la fin du traitement si
pas d’atteinte héepatique nécessitant un
traitement

EASL 2012



AGA Institute Guidelines on Hepatitis B Reactivation (HBVr)
Clinical Decision Support Tool

High risk (reactivation risk > 10%)

\/

v

HBsAg-positive/anti-HBc-positive or
HBsAg-negative/anti-HBc-positive

HBsAg-positive/anti-HBc-positive

|

\/

v

Patients taking B cell depleting
agents (e.g., rituximab,
ofatumumab)

Patients taking
anthracycline derivatives
(e.g., doxorubicin, epirubicin)

Patients taking moderate dose (10-20 mg prednisone
daily or equivalent) or high dose (> 20 mg prednisone
daily or equivalent) corticosteroids daily for = 4 weeks

v

\

v

Antiviral prophylaxis for at least
12 months after discontinuation
of immunosuppressive therapy

Antiviral prophylaxis for at least
6 months after discontinuation
of immunosuppressive therapy

v

L

GRADE - strong recommendation, moderate quality of evidence

AGA, Gastroenterology 2015




AGA Institute Guidelines on Hepatitis B Reactivation (HBVr)
Clinical Decision Support Tool

Moderate risk (reactivation risk 1-10%)

v

¥

v

HBsAg-positive/anti-HBc-positive or
HBsAg-negative/anti-HBc-positive

HBsAg-positive/
anti-HBc-positive

HBsAg-negative/
anti-HBc-positive

v

}

.

Patients taking TNF-c
inhibitors (e.g., etanercept,
adalimumab, certolizumab,

infliximab)

Patients taking other cytokine
or integrin inhibitors (e.g.,
abatacept, ustekinumab,
natalizumab, vedolizumab)

Patients taking tyrosine
kinase inhibitors (e.g.,
imatinib, nilotinib)

Patients taking low-dose
(< 10 mg prednisone daily or
equivalent) corticosteroids
daily for duration of
= 4 weeks

Patients taking moderate
dose (10-20 mg prednisone
daily or equivalent) or high

dose (> 20 mg prednisone

daily or equivalent)
corticosteroids daily forz 4
weeks. Patients taking
anthracycline derivatives
(e.g., doxorubicin, epirubicin)

v

v

\

v

v

Suggest antiviral prophylaxis for at least 6 months after discontinuation of immunosuppressive therapy*

v

GRADE - weak recommendation, moderate quality of evidence

*Patients who place a higher value on avoiding the long-term use of antiviral therapy and cost associated with its use and a lower value on
avoiding the small risk of reactivation (particularly in those who are HBsAg-negative), may reasonably select no prophylaxis over antiviral

prophylaxis

AGA, Gastroenterology 2015




AGA Institute Guidelines on Hepatitis B Reactivation (HBVr)
Clinical Decision Support Tool

Low risk (reactivation risk < 1%)

Y L

HBsAg-positive/anti-HBc-positive or HBsAg-negative/
HBsAg-negative/anti-HBc-positive anti-HBc-positive

y ' ¥ v

Patients taking traditional

- : Patients taking intra-articular corticosteroids. Patients taking low dose (<10 mg
Irgzn;?h'}gssi?lzr?m:(:caag?gtsu(rieﬁge" Patients taking any dose oral corticosteroids prednisone or equivalent)
Ll e ? daily for duration of =1 week. corticosteroids for = 4 weeks

methotrexate)

Y Y Y

Suggest not to use routine antiviral prophylaxis in patients undergoing
immunosuppressive drug therapy and are at low risk for HBVr

v

GRADE - weak recommendation, moderate quality of evidence

AGA, Gastroenterology 2015




Suite observation

 Patient mis sous Entecavir
* 23, 6 mois et 12 mois du début du

traitement

- Transaminases normales
- ADN VHB neégative
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