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Current treatments

Nucleos(t)ide Analogues: Interfere with viral DNA polymerase used for HBV replication

Long-term oral antiviral medications (tenofovir, entecavir, TAF)
Suppress the virus from replicating

HBV DNA levels go down

Integrated HBV DNA can still make HBsAg (HBsAg still +)
Suppression is not complete (residual viral replication can occur)

Better health outcomes for most
Some (about 60%) HCC risk reduction

Some fibrosis/cirrhosis risk reduction or reversal

Lower transmission risk

Positive quality of life impact
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Future treatments

Combination therapy: remove infection, suppress virus, activate immune system

Partial cure — benefit of current antivirals with finite duration therapy (i.e. more potent
antiviral); benefits continue after treatment ends; no HBsAg loss

Functional cure — partial cure plus HBsAg loss — equivalent of immune system naturally
clearing the virus; associated with better disease outcomes

Complete cure — functional cure plus stopping virus from making cccDNA; eliminates risk

of viral reactivation

Sterilizing cure — complete cure plus eliminating HBV DNA that is integrated into our DNA —
essentially like never being exposed to the virus; should lead to complete risk reduction
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Targeting the Virus

Strategies that target the virus and interfere with the HBV replication process

Silencing RNAs (siRNA) — interferes with and destroys viral RNA
7 in phase |l
Entry Inhibitors: Interferes with HBV getting into liver cells
1in phase Il
Capsid or Core Inhibitors: Interferes with the viral DNA protein shield
2 in phase |, 2 in phase |l
HBsAg Inhibitors: Interferes with production of HBV surface antigen (sAg)
1in phase Il
Antisense Molecules: Binds to the viral mMRNA to prevent it from turning into viral protein
1 preclinical, 1 in phase Ill, 1 FDA Fast Track designation (GSK, bepirovirsen)
Gene Editing: Intended to destroy or repress HBV DNA
3in phasel, 1in phase I/l
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Targeting the immune system

Therapeutic Vaccine Technology used to stimulate the immune system as a treatment
2 preclinical, 6 in phase |, 3 in phase Il

Compounds that activate the innate immune system
0

Monoclonal Antibodies: Neutralize or bind the HBV proteins to reduce infection
1in phasel, 1in phasell

Checkpoint Inhibitors: Stimulate exhausted T-cell recognition of HBV-Infected cells
1in phase |
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bepirovirsen

B-Well phase 3 data (week 72)

19% functional cure in the overall study population (HBsAg <3,000 IU/ml) and 26% in patients
with lower viral activity (HBsAg <1,000 IU/ml) compared to 0% with standard of care only

49% of bepirovirsen recipients achieved a quantitative hepatitis B surface antigen (qHBsAg) of
<100 IU/mL one year after the end of treatment

https://www.gsk.com/en-gb/media/press-releases/bepirovirsen-achieves-unprecedented-
functional-cure-rates-with-potential-to-redefine-treatment-for-chronic-hepatitis-b/

Hou JL, Lim SG, Buti M, et al. Phase 3 results of bepirovirsen treatment for chronic hepatitis B virus infection” in New England Journal of Medicine, May 2026. DOI: 10.1056/NEJMo0a2515131; Seng-Gee Lim et al, “Clinically

meaningful rates of functional cure in virologically suppressed patients with chronic hepatitis B infection treated with bepirovirsen: B-Well Phase 3 Trials” — presentation at EASL, 28 May 2026. List of accepted abstracts, available

here: https://www.easlcongress.eu/wp-content/uploads/2026/03/List-of-accepted-regular-abstracts.pdf?utm
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Hepatitis delta

Bulevertide (Hepcludex) granted FDA approval May 22, 2026

Treat chronic hepatitis delta virus (HDV) in adults without cirrhosis or with compensated
cirrhosis.

First FDA approved therapy for HDV

At week 48, 20% of the Hepcludex group had undetectable HDV RNA compared with 0% in the
delayed treatment group.

At weeks 96 and 144, the rate of undetectable HDV RNA increased to 36% and 50% in the
Hepcludex group.

https://www.fda.gov/news-events/press-announcements/fda-approves-first-treatment-chronic-hepatitis-delta-virus-hdv-infection
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Long acting antivirals

Long acting antiviral perspectives
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Research supported by the National Institute of Allergy And Infectious Diseases of the National Institutes of Health under Award Number R24A1118397
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Timeline and community impact

Having functional cure as a therapeutic option will be transformative for the community

* Proof of progress
e More development in the diagnostic space
e More support to scale up testing and diagnosis

What does the community need to get ready?

What do providers need?
What will we need to improve access?

What is your role?
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