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« Functional cure » 
• Antiviral treatment can be stopped with a minimal 

residual risk of viral reactivation 
• HBsAg loss and anti-HBs seroconversion
• Inactivation and/or control of cccDNA by host-

related factors

« Partial cure »
• sustained suppression of HBV replication off 

treatment but persistent presence of HBsAg 

« Complete cure » 
• HBsAg clearance and cccDNA eradication

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

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

Lok et al, Hepatitis B Cure: From Discovery to Regulatory Approval; Hepatology 2017
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Definition of cure
Can treatment achieve what is not accomplshed by nature ?

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



RNA 
interference

NUCs
“Polymerase inhibitors”

Targeting 
cccDNA

Entry inhibitors

CpAMs
“Capsid inhibitors”

plasma 

membrane

Inhibitors 
of HBsAg 

release

Adaptive Immunity
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• Anti-PD-1 mAb
• TCR engineering
• Vaccine therapy
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• Toll-like receptors agonists

Targeting 
HBx

Modified from Levrero et al CoViRo 2016



PEG-IFN + NAs
PEG-IFN “add-on” on Nas
Stop-NUCs

CD8+ T cell NK cell

Partial restoration
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HBV NAs
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Boni, 2001; Boni, 2013
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