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Aims and Objectives Background

1.Compare the efficacy of siRNA
and ASO therapies in reducing
HBsAg and HBV RNA.

2.Evaluate their potential to
achieve HBV functional cure.

3.Compare safety profiles and
future combination strategies.

Mechanism of Action

1.Functional cure in chronic
hepatitis B remains challenging
because sustained HBsAg loss
is uncommon.

2.Emerging siRNA and ASO
therapies aim to achieve
deeper HBsAg and HBV RNA
suppression.

Methodology

e A comparative evaluation of
RNA interference and antisense
oligonucleotide therapies in
chronic hepatitis B, assessing
HBsAg and HBV RNA levels,
therapeutic efficacy, safety,
and treatment-related adverse
effects.
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Results

e Both siRNA and ASO therapies demonstrated
significant reductions in serum HBsAg and HBV RNA.
siRNAs achieved profound on-treatment HBsAg
suppression, while bepirovirsen demonstrated a
stronger functional-cure signal, including sustained
off-treatment HBsAg clearance.

siRNAs showed favorable overall tolerability,
whereas bepirovirsen was associated with reversible
ALT flares accompanying antigen decline.

These findings support future combination
strategies integrating RNA-targeting therapies with
immunomodulation to improve durable HBV cure.

e RNA-silencing therapies achieve substantial viral-antigen reduction in chronic hepatitis B.

e siRNAs provide potent and sustained antigen suppression, while bepirovirsen has provided the strongest
clinical evidence to date for finite-treatment functional cure among RNA-targeting therapies.

e Rational combinations of RNA-targeting agents with immunomodulatory therapies may represent a
promising strategy for achieving sustained, off-treatment functional cure.

References

1.Yuen MF, et al. Efficacy and Safety of Bepirovirsen in Chronic Hepatitis B Infection. N Engl J Med. 2022;387(21):1957-1968. PMID: 36346079.

2.Hou J, et al. Phase 3 Results of Bepirovirsen Treatment for Chronic Hepatitis B Virus Infection. N Engl J Med. 2026;394(24):2395-2406. PMID: 42206582.

3.Yuen MF, et al. VIR-2218 (elebsiran) plus pegylated interferon-alfa-2a in participants with chronic hepatitis B virus infection: a phase 2 study. Lancet Gastroenterol Hepatol. 2024;9(12):1121-1132. PMID: 39389081.

4.Yuen MF, et al. Efficacy and safety of the siRNA JNJ-73763989 and the capsid assembly modulator JNJ-56136379 (bersacapavir) with nucleos(t)ide analogues for the treatment of chronic hepatitis B virus infection (REEF-1). Lancet Gastroenterol Hepatol. 2023;8(9):790-802. PMID: 37442152.
5.Mak LY, et al. Long-term hepatitis B surface antigen response after finite treatment of ARC-520 or JNJ-3989. Gut. 2025;74(3):440-450. PMID: 39266050.




	Abstract No.
	47
	RNA INTERFERENCE VS ANTISENSE OLIGONUCLEOTIDES IN CHRONIC HEPATITIS B
	Aims and Objectives
	Compare the efficacy of siRNA   and ASO therapies in reducing        HBsAg and HBV RNA.
	Evaluate their potential to     achieve HBV functional cure.
	Compare safety profiles and future combination strategies.
	Functional cure in chronic hepatitis B remains challenging because sustained HBsAg loss is uncommon.
	Emerging siRNA and ASO therapies aim to achieve deeper HBsAg and HBV RNA suppression.
	A comparative evaluation of RNA interference and antisense oligonucleotide therapies in chronic hepatitis B, assessing HBsAg and HBV RNA levels, therapeutic efficacy, safety, and treatment-related adverse effects.

	Methodology
	Background
	Functional cure rates (%)
	Mechanism of Action
	siRNA PATHWAY
	ASO PATHWAY

	Results
	Both siRNA and ASO therapies demonstrated significant reductions in serum HBsAg and HBV RNA.
	siRNAs achieved profound on-treatment HBsAg suppression, while bepirovirsen demonstrated a stronger functional-cure signal, including sustained off-treatment HBsAg clearance.
	siRNAs showed favorable overall tolerability, whereas bepirovirsen was associated with reversible ALT flares accompanying antigen decline.
	These findings support future combination strategies integrating RNA-targeting therapies with immunomodulation to improve durable HBV cure.

	Comparison of therapies
	Parameters

	siRNA Therapy
	ASO Therapy

	Conclusion
	RNA-silencing therapies achieve substantial viral-antigen reduction in chronic hepatitis B.
	siRNAs provide potent and sustained antigen suppression, while bepirovirsen has provided the strongest clinical evidence to date for finite-treatment functional cure among RNA-targeting therapies.
	Rational combinations of RNA-targeting agents with immunomodulatory therapies may represent a promising strategy for achieving sustained, off-treatment functional cure.

	References



