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                    Abstract
Background and Aims
Some hepatitis B virus (HBV)-related hepatocellular carcinoma (HCC) patients show undetectable serum HBV DNA levels at HCC diagnosis. The risk of HBV reactivation and its impact on clinical outcomes are not well-unknown.
Methods
This retrospective cohort study included a total of 985 HBV-related HCC patients with undetectable serum HBV DNA levels (< 12 IU/mL) at HCC diagnosis (112 were antiviral treatment (AVT)-naïve; 873 were receiving AVT). Incidence and risk factors for HBV reactivation (re-detection of HBV DNA in serum) during follow-up, as well as its association to overall survival, were assessed.
Results
During a median of 33.4 months of follow-up (range: 0.2–124.2 months), HBV reactivation was observed in 279 patients. HBV reactivation rate was significantly lower for patients receiving AVT than AVT-naïve patients (three-year cumulative incidence rate: 27.3% versus 56.0%; P < 0.001). In multivariable-adjusted analysis, the risk of HBV reactivation was lower for those receiving AVT compared to AVT-naïve patients (adjusted hazard ratio: 0.39, 95% confidence interval: 0.29–0.54). Overall survival was significantly lower for those experiencing HBV reactivation than those who did not (71.5% and 85.7% at five-year) and was associated with higher risk of overall mortality (adjusted hazard ratio: 5.15, 95% confidence interval: 3.60–7.38).
Conclusion
More than half of AVT-naïve patients experienced HBV reactivation within three years, which was associated with increased risk of overall mortality. The risk of HBV reactivation was lower for those receiving AVT, suggesting that prompt AVT needs to be considered for AVT naïve HBV-related HCC patients with undetectable HBV DNA levels.
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	HCC:
	
                    Hepatocellular carcinoma

                  
	HBV:
	
                    Hepatitis B virus

                  
	AVT:
	
                    Antiviral treatment

                  
	AASLD:
	
                    American association for study of liver diseases

                  
	EASL:
	
                    European association for study of the liver

                  
	KASL:
	
                    Korean association for study of the liver

                  
	ALT:
	
                    Alanine aminotransferase

                  
	HBsAg:
	
                    Hepatitis B surface antigen

                  
	HBeAg:
	
                    Hepatitis B e antigen

                  
	mUICC:
	
                    Modified international union against cancer

                  
	NA:
	
                    Nucleos(t)ide analogs

                  
	CHB:
	
                    Chronic hepatitis B

                  
	TACE:
	
                    Transarterial chemoembolization

                  
	RT:
	
                    Radiation therapy
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