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Liver Cancers in Thailand

Primary liver cancers
(HCC + CCA)



2030 WHO Elimination Targets for Viral Hepatitis

Thomas DL. N Engl J Med 2019



Prevalence in Thailand  

MTCT
Prevent



Current 
Prevalence  

Posuwan N, et al. PLoS ONE 2016

3-6%

HBsAg positive=3.1%



MTCT
Prevent



Wen WH, et al. J Hepatol 2020

Peripartum antiviral prophylaxis is highly effective at 
reducing the risk of HBV MTCT (from 10% to nearly zero)

FunK AL, et al. Lancet Infect Dis 2020
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Clinical Guidelines on the treatment of chronic HBV infection

International and Thai guidelines recommend initiating antiviral treatment 
for HBV based on viral replication with inflammation or fibrosis. 

The goal of HBV therapy is to improve quality of life and survival by 
preventing progression to cirrhosis, end-stage liver disease, and HCC



Interferon-based therapy
Nucleos(t)ide analogues (NUCs)

Tenofovir Disoproxil Fumarate (TDF)
Tenofovir Alafenamide (TAF)

TAF

2024

TDF
2016

Approved Therapy 

The indications for treatment are based on HCC risk

Advanced disease

-High potency 
-Low drug resistance
-Low side effects

Effective drug

Dilokthornsakul P, et al. AHEHP 2022

High risk of HCC (e.g., first-degree family of cirrhosis/HCC) 



HBsAg

HBeAg

HBV DNA

HBsAg

Anti-HBs

Anti-HBe

Anti-HBc

 Newer non-invasive HBV tests, used only in 
research settings so far, aim to quantify levels 
of intrahepatic HBV replication (esp. cccDNA)

Covalently closed circular DNA cccDNA

HBcrAg

HBV RNA Serum HBV RNA (pgRNA)
Dusheiko G, et al. NEJM 2023
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Serum Hepatitis B core-related antigen (HBcrAg)



Serum HBV RNA (pgRNA)

ROC in predicting
HBsAg clearance



 92 patients treated with long-term NAs who fulfilled the stopping criteria of the APASL guideline were enrolled. 
 Virological relapse was defined as HBV DNA level greater than 2000 IU/mL, and clinical relapse was defined as 

virological relapse plus ALT > 2 ULN

 Multivariate analysis revealed that EOT HBcrAg and HBV RNA were independently associated with clinical relapse.
 During follow-up, no patients with undetectable HBcrAg (<3.0 log10 U/mL) and HBV RNA (<2.0 log10 copies/mL) at EOT 

developed clinical relapse, in comparison with 22.9% and 62.5% patients with detectable levels of one or both biomarkers 
respectively

Conclusions: The combined EOT HBcrAg and HBV RNA were highly predictive of subsequent clinical relapse

HBV RNA

HBcrAg



1. To examine the clinical utility of serum iTACT-HBcrAg
and HBsAg-HQ as surrogate markers of cccDNA.

2. To assess whether serum iTACT-HBcrAg/HBsAg-HQ 
could predict the prognosis of HCC patients with
OBI undergoing HCC treatment.

Role of iTACT-HBcrAg and HBsAg-HQ for 
predicting treatment outcome in HCC 
patients with occult HBV infection (OBI)

150 NBNC-HCC
250 HBV-HCC 



Unmet Needs
A finite-duration antiviral 
therapy with NUCs is not clear



cccDNA=covalently closed circular DNALin CL, et al. Aliment Pharmacol Ther 2016



Yardeni D, et al. Gastroenterology 2023

DIRECT ACTING ANTIVIRALS (DAA)

HOST TARGETING AGENTS (HTA)

The future of the HBV cure possibly depends on 
combination therapies such as (1) replication inhibition, 
(2) antigen reduction, and (3) immune stimulation

Lim SG, et al. Nat Rev GH 2023

(4)

(3) Small interfering 
RNA (siRNA)



Unmet Needs

 In contrast, current international HBV guidelines 
recommend antiviral treatment in subsets of 
patients based on liver severity, serum HBV DNA, 
and ALT levels

 HCV or HIV guidelines have promoted the early 
treatment of all infected patients regardless of 
disease severity

Patients in the gray zone with significant HBV DNA (>2000 IU/mL), 
regardless of ALT levels, still have a significantly high risk of liver 
inflammation and fibrosis.



Conclusion:
 Antiviral therapy reduces HCC risk by 70% in the indeterminate phase
 These data have important implications for the potential expansion of CHB 

treatment criteria

2023

Effective drugs
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Non-
Cirrhosis

Age≥30 years
HBV DNA ≥2000 IU/ml
Any ALT

Dilokthornsakul P, et al. VHRI 2024

Community
Hospitals

One-time universal screening
L.F.T.
HBV DNA
US liver 
(if indicated)



Source of 
Infection

Susceptible
Persons

Transmission

Toward HBV Elimination in Thailand

Immunize against HBV
(HBIG & vaccine)

Treat HBV-infected persons
(Control HBV)




