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Editorial

Functional cure, defined as unquantifiable hepatitis B virus 
(HBV) DNA and sustained hepatitis B surface antigen (HBsAg) 
loss, is the ultimate goal of antiviral treatment for chronic 
hepatitis B (CHB).1,2 With currently available antiviral treat-
ments, such as nucleos(t)ide analogues (NUCs), functional 
cure is rarely achievable despite long-term treatment, neces-
sitating innovative, finite new antiviral treatments.3-5 Numer-
ous compounds have been under development to achieve 
functional cure. Fortunately, some have been successful in 
proving their efficacy, although the efficacy remains unsatis-
factory.6,7 Hou et al. reported the efficacy, safety, and phar-
macokinetics of Linvencovir, a novel small-molecule capsid 
assembly modulator (CAM), in Part 3 of the phase 1/2 study.8 
Previous reports demonstrated Linvencovir’s favorable safety 
and pharmacokinetic profiles in healthy volunteers and vire-
mic patients with CHB.9,10 This study assessed the efficacy in 
three different cohorts; 32 Linvencovir-treated patients re-
ceiving NUCs, 10 Linvencovir-treated treatment-naïve pa-
tients in combination with NUCs, and 30 Linvencovir-treated 

treatment-naïve patients in combination with NUCs and peg-
interferon for 48 weeks, followed by an additional 24 weeks 
of observation without Linvencovir but with NUCs. 

Unfortunately, no patient achieved functional cure at week 
24 post-study treatment, which was the primary endpoint of 
this study. HBV DNA was effectively suppressed in all three 
cohorts, as expected using NUCs. Notably, serum HBV RNA 
was also successfully suppressed in the majority of patients 
by Linvencovir, despite a rebound increase after withdrawal. 
However, HBsAg titer, another important marker to predict 
functional cure, was not sufficiently decreased despite the 
combination of NUC and Linvencovir. 

In terms of safety, Linvencovir was tolerable without signifi-
cant concern in its use alongside NUCs, which is satisfactory. 
Collectively, Linvencovir in this Part 3 phase 1/2 study 
showed limited efficacy, especially in achieving functional 
cure, unlike previous studies using newly developed com-
pounds for functional cure.9,10 Considering the mechanism of 
action in HBV natural history, treatment with CAM might not 
be sufficient to achieve functional cure effectively. Combina-
tion therapy with another class of drugs, such as siRNA or im-
munomodulators, could be an option to further increase the 
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rate of functional cure, which has been partly evaluated in 
other studies. However, this small step is important in paving 
the way for functional cure. 
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