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3. Classification of the Etiologies of Acute Liver Failure
2015

1. Viral infection; those satisfying the following criteria for laboratory data, showing
clinical features consistent with viral infection.
I- HAV: Positive test result for anti-HAV (IgM)

I- HBV: Positive test result for either HBs-antigen or anti-HBc (IgM), but care should be
exercised in rare cases in which the test result for serum HBV-DNA is positive

whereas all of the serum markers for HBV are negative*

I- -1. Transient HBV infection; when any of the following 3 situations is satisfied.
Negative test result for HBs antigen preceding the onset of liver injury in the
absence of immunosuppressive and/or anticancer therapies in the previous 12
months
High levels of anti-HBc (IgM)
Low levels of anti-HBc (IgG)

I- -2. Acute Exacerbation in HBV carriers; when any of the following 4 situations is
satisfied.
Positive test result for HBs antigen preceding the onset of liver injury (A)
Low levels of anti-HBc (IgM) (B)
High levels of anti-HBc (IgG) (C)
Negative test result for HBs antigen, but positive test results for anti-HBc or
anti-HBs preceding the onset of liver injury (D)

I- -2-1. Asymptomatic or inactive HBV carriers without drug exposure; those satisfying A,
B or C above in the absence of immunosuppressive and/or anticancer therapies in
the previous 12 months

I- -2-11. Reactivation in asymptomatic or inactive HBV carriers receiving
immunosuppressive and/or anti-cancer drugs; those with a history of
immunosuppressive and/or anticancer therapies in the previous 12 months
satisfying A, B or C above.

I- -2-ii1. Resolved HBV-infected patients without drug exposure; those satisfying D above in
the absence of immunosuppressive and/or anticancer therapies in the previous 12
months

I- -2-iv. Reactivation in resolved HBV-infected patients receiving immunosuppressive
and/or anti-cancer drugs; those with a history of immunosuppressive and/or
anticancer therapies in the previous 12 months satisfying D above (de novo HBV
hepatitis).

I- -3. Indeterminate HBV infection; those with HBV infection, but not fulfilling the criteria

showninI- -landI- -2.

*To bear in mind that in general, hepatitis due to HBV is associated with high levels of serum



HBV-DNA, except in HBe-antigen-positive asymptomatic carriers.

I-  HCV: Positive for anti-HCV and/or HCV-RNA

I- HEV: Positive for anti-HEV (IgA) and/or HEV-RNA

I-  Other viruses: Demonstration of transient infection or reactivation of EB virus,
cytomegalovirus and other viruses through measurements of serological

markers and viral genomes.

II. Autoimmune hepatitis; those satisfying “Criteria for Diagnosis of Autoimmune
Hepatitis” proposed by the International Autoimmune Hepatitis
Group, or those positive for antinuclear antibody or serum IgG
concentrations 1.1 times the upper limit of the normal range at each
institution or greater**

** To bear in mind that patients with autoimmune hepatitis might be confused with those
having drug-induced liver injuries or hepatitis of indeterminate etiology. Patients with the
possibility of this condition should be treated as soon as possible as cases for autoimmune
hepatitis.

ITI. Drug-Induced Liver Injuries; those consistent with drug-induced liver injury based
on their clinical courses.

II1- Drug allergy-induced hepatitis***

I11- Drug toxicity-induced liver injury (excluded from hepatitis)***

*k%

Differential diagnosis between drug allergy-induced hepatitis and drug toxicity-induced
liver injuries is based on the types and doses of the drugs and the clinical features of the
patients.

IV. Liver injuries without the histological findings of hepatitis; diagnosis is based on the

clinical features of the patients.

V- Circulatory disturbance****

V- Metabolic diseases; Wilson’s disease, anorexia nervosa, acute fatty liver of pregnancy,

Reye’s syndrome and others.

INE Infiltration of the liver by malignant cells

V- Liver injuries after liver resection and transplantation

V- Miscellaneous etiologies

*¥*%* Liver injuries after operation other than liver resection and transplantation, those due
to bacterial infection, DIC and heat stroke are in general classified as being caused by
circulatory disturbance

V. Indeterminate etiology despite adequate examinations
VI. Unclassified due to inadequate examinations
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