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In the natural course of chronic hepatitis B, the immune tolerance phase is characterized by HBeAg positivity, very high levels of
HBV DNA, and persistent normal alanine aminotransferase. The international guideline recommendation for patients in this phase
is observation without antiviral treatment because of the low risk of disease progression and the lack of effective antiviral agents.
However, recent retrospective studies have shown that progression to hepatic fibrosis and hepatocellular carcinoma may occur in
patients who are in the immune tolerance phase. Despite the conceptual definition and clinical diagnostic criteria for this phase,
it is difficult to accurately diagnose the true immune tolerance phase. Therefore, we should pay attention to the clinical evaluation
and interpretation of the immune tolerance phase and understand the clinical situations in which antiviral treatments should be

considered. (Korean J Gastroenterol 2022;79:156-160)
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Table 1. Clinical Characteristics of the Immune Tolerance Phase in Chronic Hepatitis B as Per the Guidelines

Guideline Term Age HBeAg HBV DNA ALT Fibrosis
KASL* Immune tolerance - Positive Very high (2107 Normal None/minimal
IU/mL) (<34 U/L for males, <30 U/L for females)
APASL* Immune tolerance <30 Positive >20,000 IU/mL Persistently normal No fibrosis
AASLD? Immune tolerance - Positive Very high (typically  Normal or minimally elevated ALT (<30 U/L No fibrosis
>10° 1U/mL) for males, <25 U/L for females
EAsL® HBeAg-positive Positive >107 1U/mL Normal (<40 U/L) None/minimal

chronic HBV infection

KASL, Korean Association for the Study of the Liver; APASL, Asian-Pacific Association for the Study of the Liver; AASLD, American Association for
the Study of Liver Disease; EASL, European Association for the Study of Liver Disease; HBeAg, hepatitis B e antigen; HBV, hepatitis B virus; ALT,

alanine aminotransferase.
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Table 2. Clinical Situations Requiring Fibrosis Assessment in the Chronic Hepatitis B Immune Tolerance Phase

Guideline Clinical situations

KASL* Age >30-40 years old, HBV DNA <10’ IU/mL, or borderline ALT value of ULN range

APASL* Age >35 years old, persistently elevated ALT or family history of HCC or cirrhosis

AASLD? Age >40 years old or ALT>ULN

EASL® Biochemical and HBV markers reveal inconclusive results

KASL, Korean Association for the Study of the Liver; APASL, Asian-Pacific Association for the Study of the Liver; AASLD, American Association for
the Study of Liver Disease; EASL, European Association for the Study of Liver Disease; HBV, Hepatitis B virus; ALT, Alanine aminotransferase; ULN,

Upper limit of normal; HCC, Hepatocellular carcinoma.
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