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[ Abstract] Chronic hepatitis B(CHB) imposes a substantial global disease burden. Existing therapies, such as nucleos (t)ide analogs
and interferon , are unable to inhibit or directly eliminate covalently closed circular DNA (cceDNA) , making it challenging to achieve a
functional cure of CHB. In recent years, RNA interference has provided a novel strategy for the functional cure of CHB, yet there re-
mains a lack of systematic synthesis of relevant research. This study systematically reviewed recent literature in Chinese and English re-
trieved from databases such as Web of Science and PubMed to summarize clinical research advances in RNA interference—based tar-
geted therapy for CHB. The literature analysis reveals that N-acetylgalactosamine—conjugated small interfering RNA and antisense oli-
gonucleotide therapies have entered late—stage clinical trials; however, neither class, when used alone, can readily eliminate nuclear
cccDNA, and relapse rates after treatment discontinuation are relatively high. Preclinical studies have provided evidence that engi-
neered exosomes can overcome barriers to nuclear delivery. This review may inform the further optimization of nucleic acid—based com-
bination regimens and the clinical translation of engineered exosomes , thereby supporting efforts to achieve a functional cure of CHB.
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