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Clinical Analysis of 58 Cases of Drug-Induced Liver Injury Between 1977
and 1998

Kenji OHMOTO, Ichiro MIYAKE*, Yasuhiro MITSUI, Takemi KUNIEDA,
Norikuni SHIBATA, Masayuki TSUDUKI, Michihiko TAKESUE,

Yasutaka [GUCHI, Masakiyo SHIMABARA, Makoto KUBOKI,

Shinichiro YAMAMOTO and Kayoko SHIMIZU

Of 58 patients admitted to our division with drug-induced liver injury, 25 and 33 were
treated between 1977 and 1988 and between 1989 and 1998, respectively. Comparisons were
made between these two groups. The types of causative drugs were analgesics-antipyretics,
antibiotics and cardiovascular drugs. The incidence of analgesics-antipyretics—induced liver injury
has increased in recent years. Furthermore, herbal medicines, vitamins and health foods, which
have been considered to be relatively safe, have also caused liver injury. The positive rate on drug
lymphocyte stimulation tests and the incidence of drug-induced eosinophilia have tended to
decrease in recent years. Total bilirubin and alkaline phosphatase levels have also tended to be

lower in recent cases. The number of patients with cholestatic liver involvement has decreased, but
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hepatocellular injury has increased. It is most important to discontinue the causative agent when

treating drug-induced liver injury, while liver protectors and corticosteroids have also been used.

The period of hospitalization was significantly longer in patients with cholestatic liver damage.

Severe drug-induced liver injury was noted in seven patients and four of them had a positive

lymphocyte stimulation test resull for multiple drugs. Fulminant hepatic failure was noted in two

patients, one of whom died. In conclusion, analgesics-antipyretics have recently been the most

common cause of drug-induced liver injury in our experience. The number of patients with a

cholestatic presentation has decreased, but the hepatocellular pattern has increased. Furthermore,

laboratory findings suggesting allergy have become less common and the number of patients

classified as having definite drug-induced liver damage according to the Japanese criteria has

decreased. (Accepted on May 27, 1999) Kawasaki lgakkaishi 25(2) ;87— 65, 1999
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Table 1. Summary of patients with drug-induced liver injury in our division

1977~1988 1989~1998 total
the number of patients 25 33 58
male : female 15 10 16 : 17 81 24

age (mean =+ SD years)

55.2 +£17.7 53.1 £18.0 54.0 £ 17.8

HBsAg (+) 0 2

HCVAD (+) not done 4 4

drug-induced liver injury

definite : probable 12 -4153 10 : 23 22 : 36
fer) THREEIZIZEES LCwavEBbii,  THmL

HCV Hifk (5 2 £ 72035 3 E{L) 1X ELISA %
THELTED, 4BFBHETH-72. 09
+ 1 #li3 HCV-RNA (RT-PCR i) 23Rt T,
HCV Jiffid btk & $lE L7z, 389 o 3 B
DWTIREANC X ) BRI LEE (LST)
RO ETARBOHELE 2L TE
h, CHEUBMERF#ICEAERBENHRE LD
DEEZ BN, BHEFREOHEEEZL
LREEH X BEasH X 19884 DAniTix 12480 1 131,
19894 LLERIZ 101 : 230 &, ik 104 ] e {51
I BRI L, BB L T,
R AL LST (2 X 0 [ L7zA%, LST &
PEBI BV IR AT B T ER AR RGRIC X D kH
ERlREE Lz, BAEHO S LHRERE L
THM, 595, RIFIHERS L OTEEO N
FELZDWTHRE L7z, &/ LST JafTHliEs361
(1977~ 19884122061, 1989~19984E143341) T
F ORI X O R E S I O 11 2R 1
(10, 000/mm? PLLl) EEFEEERIEM (6 %LL 1)
OB, 8 olciliE e e LTk
BEVLE AMEE GPTEB LT A 7+
AT 7% —¥ (ALP) fEiZ2>wThrat L7z,
International Consensus Meeting |27k [T 3
FIMIFBEEORE GET T /2. ThbDEF
MfaEEAR (hepatocellular) & HE{T 9 o f Al
(cholestatic), IBSHE (mixed) (24717, &z
LM TIHFLLEVLDOEFZOM (others) & L
7z, FRERM I E OEFRER AR oW

iEAR LT Wilcoxon BRE B L U y Mg
AT 7z,

= ®

1. KA & (R A e

AR H Ak UCid, S IEA, ikl
B, HRENAIOIRCE A bh Rl
FER TP R E T L, SRR EAA A5
LT/, B Ess S TwaAEEFE
X BFREELMBALN, X5HIZEY I VA
(E% 3 vBHAH) REEEN (701 7)
WKL DI EL A SN TS (Table 2).

T B Aty 7 & T B B ot L B T O A0 )
V2T 19884 LI & 198HE LI THE L % 78
@Y, 2 EH LAY EIT, #8HIOmENT
WA EHM N TH -7z — K, R34 EBLL L
OB RE SN L2 L 18 A5
#7- (Table 3).

2. HHIER (Fig. 2)
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OHE O MBSz W THET L7, &
1977~ 19884E T206] (80%) L EBETH -7
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1998 T 76 (21%) L AMIZIRHEE 2o
Tz, 3B X OFE 20 TIE 19894 LLRE
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Table 2. Drugs causing drug-induced liver injury in our division

1977~1988 1989~1998 total
analgesics-antipyretics 3 (10%) 12 (31%) 15 (22%)
antibiotic 7 (24%) 5 (13%) 12 (18%)
cardiovascular drug 4 (14%) 5 (13%) 9 (13%)
digestive drug 3 (10%) 3 (8%) 6 (9%)
AL TRIGREH I - 2 (7%) 3 Ak i
herbal medicine 2 (7%) 1 (3%) 3 (4%)
antihistamines 1 (3%) 2 (5%) 3 (4%)
metabolic drug 1 (3%) 0 1 (1%)
vitamins 0 2 (5%) 2 (3%)
chemotherapeutic drug 0 1 (3%) 1 (1%)
others 0 1 (3%) 1T (1%)
unknown 6 (21%) 4 (10%) 10 (15%)
total 29* (100%) 39* (100%) 68% (100%)

100F

50

*Some cases showed lymphocyte blastogenesis for multiple drugs.

Table 3. The latent period of drug-induced liver injury

1977~1988 1989~1998 total
<1W 2 (8%) 13 (39%) 15 (26%)
1~2W 10 (40%) 7 (21%) 17 {29%)
2~3W 1 (4%) 1 (3%) 2 (3%)
3~4wW 6 (24%) 4 (12%) 10 (17%)
AW < 4 (16%) 2 (6%) 6 (10%)
unknown 2 (8%) 6 (18%) 8 (14%)
B 19771988
] 1989~1988
p<0.05
|

itching

ever skin eruption

jaundice no symptoms

Fig. 2. Clinical symptoms presented by patients with drug-induced liver injury.
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DLST Leukocylosis Eosinophilia

Fig. 3. The positive rate of LST and incidence of
eosinophilia and leukocytosis.  Eosinophilia means
leukocyte count =6.0% . Leukocytosis means leukocyte
count =10,000/mm?,
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Fig. 4. Biochemical data
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Table 4. Clinical classification of drug-induced liver injury accord-

ing to International Consensus Meeting, 1550

fH 22 VTR 1977 ~19884F 14 305 * 286

1977~1988 1989~1998 total

IU/L 2R LT, 1989~19984F 13 181+15  hepatocellular 9 (36%) 21 (64%) 30 (52%)
1U/1 B il s¥ad }
SIUA ERERETERD cholestatic 1 (44%) 7 (21%) 18 (31%)
5. BHMITEEOMRAESHE (Table 4)

AR ED HHRMOENROHER mixed 3 {12%) 3 (9%) 6 (10%)
EHE L7 FFAIRREERL (hepatocellular)  others 2 (8%) 2 (6%) 4 (7%)
LM 9 - @A (cholestatic), B & &l * p<0.05
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Table 5. Treatment for patients with drug-induced liver injury
SNMC UDCA  corticosteroid  others

1977~1988

hepatocellular(9) 7 (78%) 0 3 (33%) 1t (11%)

cholestatic(11) 6 (55%) 1 (9%) 4 (36%) 0

mixed(3) 3 (100%) 1 (33%) 0 0

others(2) 2 (100%) 1 (50%) 0 0
1989~1998

hepatocellular(21) 17 (81%) 1 (5% 6 (29%) 2% (10%)

cholestatic(7) 5 (71%) 2 (29%) 4 (57%)

mixed(3) 2 (67%) 1 (33%) 1 (33%)

others(2) 2 (100%) 1 (50%) 0 0

total 44 (76%) 8 (14%) 18 (31%) 3 (5%)

SNMC : Stronger Neo-Minophagen C, UDCA ! ursodeoxy cholic acid, * plasma exchange

Table 6. The period of hospitalization for patients with drug-induced liver

injury (mean = SD days)

ﬁ%ﬁtfv&:k@ m%m
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Table 7. Cases of severe drug—induced liver injury

case age sex year drug type treatment outcome
1 77 M 1986 ajmaline cholestatic steroid alive
2 79 M 1987 diclofenac  hepatocellular conservative alive
troxipide
3 22 M 1988 |atamoxef hepatocellular conservative alive
cefotaxime
cefotiam
4 63 M 1992 vitamines hepatocellular steroid alive
5 83 M 1993 mianserin cholestatic conservative alive
6* 70 F 1995 zopiclone hepatocellular plasma exchange alive
Sedes-G®
7+ 30 M 1996 New Sedes® hepatocellular plasma exchange dead

Pabron ®

steroid
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* fulminant liver injury
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