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Abstract

Chronic viral hepatitis causes an increased risk of progressive liver disease and
hepatocellular carcinoma. On the wave of the World Health Organization’s goal
to reduce new cases and deaths from hepatitis B and C by 2030, there is an
increasing call to expand the indications for treatment of chronic hepatitis B.
Currently, the main goal of treatment is to achieve a functional cure due to the
inability of current drugs to completely eradicate the virus. There are still many
discrepancies between available guidelines in terms of eligibility for treatment as
well as an uncertainty about the appropriate treatment duration. This editorial
addresses key questions about the topic and whether indications for treatment
should be expanded.

Key Words: Hepatitis B virus; Interferon; Nucleos(t)ide analogues; Functional cure;
Children
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Core Tip: There is a growing trend to expand the indications for the treatment of chronic
hepatitis B. Starting from the concept that current therapies for chronic hepatitis B are
unable to completely eradicate hepatitis B virus infection, this editorial critically
analyzes the long-term efficacy of the available therapies and the rationale for an
extension of current indications.
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INTRODUCTION

In 2016, the World Health Organization set the goal of reducing the global incidence of new cases of hepatitis B and C by
90% and deaths from these two viruses by 65% by 2030[1]. It is well known that patients with chronic viral hepatitis are at
increased risk of progressive liver disease and hepatocellular carcinoma (HCC). Over the last few decades, different
treatments [first based on interferons and then on nucleos(t)ides analogues (NAs)] have become available for chronic
hepatitis B (CHB); the efficacy rates have been variable but none have achieved complete eradication of hepatitis B virus
(HBV)[2]. As such, over the last decade the treatment of choice has become long-term administration of NAs with a high
barrier to resistance[3].

Currently, the main indications for CHB treatment in adults and children are cirrhosis or active hepatitis. According to
available guidelines, the decision to initiate treatment is based on a combined evaluation of HBV-DNA serum levels,
alanine aminotransferase concentrations, hepatitis B e antigen status, stage of liver disease, a family history of HCC, and
concomitance of HIV infection or other liver diseases[4]. However, there are discrepancies in terms of eligibility for
treatment, ranging from conservative (see the European Association for the Study of the Liver guidelines) to interven-
tionist positions (see the American Association of the Study of Liver Diseases and Asian Pacific Association for the Study
of the Liver guidelines)[5-7]. Although available treatments are unable to completely eradicate HBV infection, there is a
growing trend to broaden the indications for treatment in order to reduce the rates of progression to cirrhosis and HCC
and to increase long-term survival.

These hot-topic questions were the subject of a review by Broquetas ef al[2] and a Letter to the Editor by Bao et al[8]
recently published in the World Journal of Gastroenterology. In particular, Bao et al[8] proclaimed the urgent need to extend
treatment criteria to improve both the cost-effectiveness and survival of patients with CHBJ[8].

SHOULD THE INDICATIONS FOR HBV TREATMENT BE EXPANDED?

While there is no doubt about the ability of antiviral therapy in chronic hepatitis C to permanently eradicate the virus, it
is equally certain that current antiviral therapies for CHB do not achieve lasting virological eradication in most cases.
Since HBV infection is incurable due to the persistence of covalently closed circular DNA in hepatocytes, integration of
HBV-DNA into host cell genomes, and HBV-induced defective innate and cellular immune responses, the real advisable
goal of therapy has become functional cure (loss of hepatitis B surface antigen and undetectable HBV-DNA in serum)[3].
This limited goal rather than complete eradication of the infection is indicative of the current dissatisfaction with
available treatments and the desire to reset therapeutic strategies[9].

In 2022, representatives from academia, industry, regulatory agencies, and patient advocacy groups came together to
reach a consensus on CHB treatment endpoints, to update the primary and alternative endpoints, and to revise the
functional cure definition (from undetected levels of HBV-DNA in 2019 to levels lower than the lower limit of quanti-
fication in 2022)[10]. This indicates the limited effectiveness of the current therapies. These elements must be carefully
weighed before considering a possible expansion of the indications for CHB treatment.

Furthermore, unlike chronic hepatitis C where the treatment with new antivirals has a defined duration, the length of
therapy for CHB is still a matter of debate. Most people who start hepatitis B treatment must continue it for life to
maintain the block of viral replication thus subjecting patients with the high costs of long-term therapy. Indeed,
virological relapse is common upon withdrawal of treatment, and the risk of hepatic decompensation after withdrawal is
real[11].

The relationships between levels of viral replication and the determination of liver damage are very intriguing in
hepatitis B. In fact, patients, such as vertically infected children who present the highest levels of viremia, usually have no
signs of liver damage (the so-called immunotolerance phase). In contrast, liver damage often occurs in phases in which
viral replication declines and the organism recognizes the virus as non-self[2]. Despite this paradigm that is exhibited in
the background of all available guidelines on the topic, the idea that the control of viral replication translates into a
positive impact on the reduction of inflammation and liver fibrosis is increasingly strengthened[5-7]. However, the
benefit of the treatments used is often based on surrogate parameters rather than mortality/survival percentages. In
addition, if there had been a clear benefit in treated patients compared to untreated ones, the indications for therapy
would have rapidly expanded in the same way as what happened for hepatitis C.

Much of the reasoning from Bao et al[8] to support the expansion of treatment indications comes from a modeling and
economic impact analysis that demonstrated that expanding the treatment criteria could reduce HBV-related mortality
rates and improve cost-effectiveness[12,13]. As already mentioned, there are studies that have demonstrated an
advantage of the treatment, but other positions cannot be ignored. CHB patients included in therapeutic trials are hetero-
geneous for a series of parameters such as patient age, duration of infection, disease phase, geographical origin, genetic
background, virological characteristics, disease severity, and comorbidities, all of which influence the evolution of the
disease and complicate the interpretation of results regarding the effectiveness of treatments[9].

Furthermore, the tendency to mainly publish studies with favorable results should not be overlooked[14]. As for the
favorable repercussion of treatment on the risk of HCC, there is substantial agreement on the positive impact of antiviral
treatment, but controversies and open questions remain[15]. In addition, expanding treatment would also mean treating
all children with CHB. Would this imply long-term therapy for these young patients with a long life expectancy? At what
cost? It should not be ignored that studies with long observation periods of treated children compared to untreated
children have not highlighted major differences in terms of complications and mortality over a period of 24-29 years[16,
17]. The other pediatric studies that demonstrated an advantage of the treatment focused heavily on obtaining laboratory
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objectives rather than the risk of complications from cirrhosis and HCC and duration of survival[18,19]. Thus, as often
happens, we run the risk of applying evidence carried out in adulthood to children and therefore medicalizing a group of
subjects who may not have significant complications in the long term.

CONCLUSION

It would be desirable to define whether the time has already come to expand the therapeutic indications of antivirals with
their current cost/effectiveness ratio or whether it is better to wait for new integrated therapeutic strategies that also
include immunomodulators aimed at restoring immune functions depleted in CHB patients.
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