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Table 1 Number of patients and estimated incidence of severe liver injury by antituberculous chemotherapy

Number Number of hospitals Reported number Approximate number of Estimated rate
of experienced severe liver of cases tuberculosis patients of cases reported
hospitals damage case in last 10 years treated in 2003 in 10 years
63 22 65 8095 0.08%
5 2 5 Not reported -
Total 68 24 70 — —

Table 2 Incidence of severe liver injury in 3 hospitals with good surveillance

No Number of patients Number of cases of severe liver Rate of severe
) newly treated in 2003 injury reported in 1994-2003 liver injury
1 337 20 0.59%
2 173 9 0.52
3 140 7 0.50
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Fig.1 Days of onset of liver injury from starting
antituberculous chemotherapy
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Table 3 Background of patients dead due to liver injury

. . - Anti-tuberculosis Treatment for
No. Sex  Age Liver disease Complication regimen® liver injury
1 M 47 None Schizophrenia HREZ Steroid .
Plasmapheresis
2 M 48  Alcoholic hepatitis  None HREZ Plasmapheresis
3 M 51  None None HREZ Steroid .
Plasmapheresis
4 M 61 None Gastric ulcer HREZ Steroid )
Plasmapheresis
5 M 68 HB antigen positive Amyotrophic lateral HREZ Swroid
sclerosis
6 M 68  HCV positive liver  Multiple myeloma HRE Conservative
cirrhosis
7 F 84  None Senile dementia HRE Conservative
and gastric ulcer
8 M 87 None Pulmonary emphysema HRE Conservative

*HREZ : isoniazid + rifampicin + ethambutol + pyrazinamide

HRE: isoniazid + rifampicin + ethambutol
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Original Article

A SURVEY OF ANTI-TUBERCULOSIS DRUG-INDUCED
SEVERE LIVER INJURY IN JAPAN

*Eriko SHIGETO, Committee for Treatment, Japanese Society for Tuberculosis

Abstract [Purpose] To clarify the incidence and clinical
significance of anti-tuberculosis drug-induced liver injury.

[Subjects and Methods] Questionnaire was sent out by mail
to 114 hospitals, to ask whether there were patient(s) from
1994 to 2003 with liver injury induced by anti-tuberculosis
drugs with alanine aminotransferase (ALT) or aspartate
aminotransferase (AST) level of more than 1,000 IU// and/or
total bilirubin level of more than 2 mg/dl. As for the cases of
severe hepatic injury, their backgrounds and clinical courses
were investigated.

[Results] Seventy cases were reported from 24 out of 68
hospitals which treated at least 8,095 tuberculosis patients in
2003. Incidence rate of severe liver injury by anti-tuberculosis
drugs was 0.50 to 0.59 percent in three hospitals with good
surveillance system, and overall incidence was estimated to be
between 0.1 to 0.5 percent. We could analyze 33 cases; one
was HB antigen positive, one had HCV positive liver
cirrhosis, 2 had other hepatic disease, and 17 had other
underlying disease including diabetes mellitus. Twenty-three
were treated by regimens with isoniazid (INH), rifampicin
(RFP) and pyrazinamide (PZA), and 8 by regimens without
PZA but with INH and RFP and one was a multidrug-resistant
case and was treated by regimen with ethionamide and PZA.
The onset of liver injury was within 2 months after starting
anti-tuberculosis chemotherapy in 28 (85%) cases. In twenty-
eight cases which both ALT and total bilirubin level are
known, total bilirubin level at the onset of liver injury was
more than 2 mg/d/ in 14 cases and most of the cases were

hepatocellular type of liver injury. Six out of 10 cases with
total bilirubin level more than 5§ mg/d! died by liver failure.
Total birilubin was less than 2 mg/g/ in two of the dead cases;
in one case antituberculosis drug were continued despite
elevated level of ALT and another case complicated with
gastric bleeding. Treatment for liver injury was conservative
in most cases, 6 were treated by plasmapheresis and no liver
transplantation was carried out. Eight cases died of liver
failure, one died of tuberculosis and only 15 were treated
successfully for tuberculosis.

[Conclusion] Incidence rate was high comparared with that
by other drugs reported previously. The risk factor of liver
injury by antituberculosis drugs was not detected, but elevated
total bilirubin level more than 5 mg/dl was an alarming sign
for poor prognosis.

Key words: Anti-tuberculosis drugs, Standard regimen, Drug-
induced liver injury, Hepatic failure, Incidence
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