A7, TN B 15&16.lanuary2018
PARIS i .h:-- J- PARIS - Palais des Congrés

Organised by Pr Patrick Marcellin, APHC

H EPATOLOGY i
www.aphc.info

CDNFERENCE

Nash, HCC, viral hepatitis. ..

LUNCH WORKSHOP
16th January from 12:30 to 14:30

New therapeutic strategies
in HBV patients

Chairs:
Massimo Levrero and Thomas Berg

Speakers:
Philippe Halfon and Maria Buti



Definition of cure
Can treatment achieve what is hot accomplshed by nature ?

A

_+1.0- Serum
S Therapy
o 0.0 T EEEEEENEEEEEEEEREEE
S EEmmn “ -
= . o Partial
= '1-0— “ Cure EEEEEEEEEEEE
5 : |
® ’ Anti-HBs
g -2.0 - . :
g % Functional R
L Y L4
< . Cure K
E '3.0 - “ ...
n>ln “‘ HBSAg 0.
I HBV-DNA . K¢
'4.0— PEEEEEEER .
Time

Liver
Complete cure

) o) o) )
(o' (ot (o' (o'
\‘gg% on? \‘::;?, on? é \‘:;% on? \‘3;‘{, on?

Sterilizing cure
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« Functional cure »

C Antiviral treatment can be stopped with a minimal
residual risk of viral reactivation

. HBsAg loss and anti-HBs seroconversion

C Inactivation and/or control of cccDNA by host-
related factors

« Partial cure »
O sustained suppression of HBV replication off
treatment but persistent presence of HBsAg

« Complete cure »
C HBsAg clearance and cccDNA eradication

The impact of molecular alterations and viral DNA
integration in infected hepatocytes must be evaluated

In all cases HBYV cure must be assocated with a clinical
benefit (disease progression and HCC)

Unmet need

Surrogate biomarkers of cccDNA activity
(qHBsAg, HBcrAg, circulating HBV-RNAs)

Lok et al, Hepatitis B Cure: From Discovery to Regulatory Approval; Hepatology 2017



Therapeutic targets
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“high antigen load”

Adaptive Immunity
Modulation

* Anti-PD-1 mAb
TCR engineering
Vaccine therapy

Insufficient
B-cell response
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IFNs and other
antiviral cytokines
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Toll-like receptors agonists
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Nucleosit)ide

PEG-IFN + NAs

PEG-IFN “add-on” on Nas
Stop-NUCs

NUC + IFN

Partial restoratior .| .
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Boni, 2001; Boni, 2013
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