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Table 1 Clinical characteristics of patients

Case  Gender Age (kBg I/VTLIZ) BI (22;) (/errr;) Classification*® Dhrllsltl:r;g d%;z:sre com?);lil:;tion

1 M 59 18.3 55 1.9 268 b1I3 108 g/day  None CI, Post
gastrectomy

2 F 63 15.6 0 2.5 146 bIl3 Social None None

3 M 62 16.7 5 1.9 640 b3 Social None DM, CI

4 M 74 25 100 3.3 1776 (12 Social HCC CKD

5 M 61 27 100 3.6 992 (2 94 g/day Alcoholic DM

cirrhosis
6 F 63 15.8 100 3.7 882 b2 Social None None
7 F 85 14.5 45 2.8 335 rl2 14 g/day None HT

BMI: body mass index, BI: Barthel index, Alb: serum albumin, Lym: lymphocyte counts in peripheral blood,
Classification* : Classification of pulmonary TB designated by the Japanese Society for Tuberculosis
CI: cerebral infarction, DM: diabetes mellitus, HCC: hepatocellular carcinoma, CKD chronic kidney disease,

HT: hypertension
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Table 2 Laboratory findings and outcomes
. T-bil AST ALT T-bil AST ALT .
Case A8 (mgld) (U AU (mg/dh AU aut) Fedod™  sympioms Treatment Outcomes*
On admission Peak value
1 HREZ 0.83 47 32 423 765 332 15 Appetite loss Discontinuation of anti-TB Improved
drugs, SNMC
HRE 0.98 18 5 222 199 74 25 None Discontinuation of RFP Improved
3 HREZ 0.57 48 17 242 374 176 17 General fatigue Discontinuation of anti-TB Improved
drugs, SNMC
4 HREZ 1.19 66 35 36.92 682 323 24 Itching, Discontinuation of anti-TB Dead
General fatigue drugs, SNMC, UDCA,
Aminoleban
5 HREZ 0.64 49 27 7.31 165 92 10 Appetite loss Discontinuation of anti-TB Improved
drugs, SNMC, UDCA,
glycyrrhiznate
6 HREZ 0.22 14 9 3.09 268 216 79 General fatigue Discontinuation of anti-TB Improved
drugs
7 HRE 0.70 31 14 221 256 104 30 General fatigue Discontinuation of anti-TB Improved

drugs

TB: tuberculosis, T-bil: total bilirubin, AST: aspartate aminotransferase, ALT: alanine aminotransferase

Period*: Period from start of therapy to mixed liver injury appear

Symptoms* : The subjective symptoms that were seen before the liver injury appear
HRE': isoniazid, rifampicin, ethambutol, HREZ: isoniazid, rifampicin, ethambutol, pyrazinamide

SNMC: stronger neo-minophagen C, UDCA : ursodeoxycholic acid
Outcomes*: outcome of mixed liver injury
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Original Article

A CLINICAL INVESTIGATION OF SEVEN PATIENTS WITH
PULMONARY TUBERCULOSIS WHO DEVELOPED MIXED LIVER INJURY
DURING ORAL ANTI-TUBERCULOSIS TREATMENT

"Fumiko NOMI, ?Kiminori HOSAKA, and >Takayuki KUROSAWA

Abstract [Background] Liver injury is the most common
and clinically significant adverse reaction to anti-tuberculosis
drugs, sometimes resulting in a fatal outcome. It has been
reported that liver injury induced by isoniazid and pyrazin-
amide, which has the potential to cause hepatocellular injury,
has a risk of becoming severe; while an injury induced by
rifampicin, which has the potential to cause cholestatic injury,
rarely becomes severe. However, mixed liver injury has not
been studied thoroughly.

[Methods] Of 321 tuberculosis patients who were admitted
and treated in our hospital over the past 5 years, 7 patients (2.1
%) who developed mixed liver injury due to the use of anti-
tuberculosis drugs were clinically investigated through their
medical records.

[Results] There were 4 male patients and 3 female patients,
with a mean age of 66.7 (59—85) years. The mean duration
from the start of oral anti-tuberculosis drugs to the onset of
mixed liver injury was 28.5 days. In 2 of the patients, the

event occurred within 2 weeks. Two of them had a total bili-

rubin level of >5 mg/d/ at the time of diagnosis. In 6 of the 7
patients, the liver injury improved on discontinuation of the
anti-tuberculosis drugs. In the remaining 1 patient, the liver
injury progressed even after discontinuation of the oral treat-
ment, leading to death.

[Conclusion] Since mixed liver injury sometimes results in

a fatal outcome, it is necessary to take adequate precautions.

Key words : Pulmonary tuberculosis, Anti-tuberculosis agents,
Adverse reactions, Drug-induced liver injury, Mixed liver

injury
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