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Clinical Study of Drug-induced Hepatic Injury

Kiyoshi ISHIHARA
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Clinical and histological features, treatment and prognosis were studied in 206 patients
who met the criteria of drug-induced hepatic injury.

The results were as follows: Of all causative drugs, cardiovascular agents were the most
frequent, followed by CNS acting drugs secondly and antibiotics thirdly The following in-
dividual c{rugs was arranged in order of frequency: ajmalin, halothane, cefems, and meth-
yidopa. Characteristic clinical and histological findings were observed in each drugs.

They could be generally divided into two groups of intrahepatic cholestasis and hepatocel-

lular damage. The clinical course of the former type tended to be prolonged, and steroid

was not effective to this type. In nine cases,

the duration of illness was more than six

months. The disturbance of consciousness was observed in 10 cases and eight patients in

these were dead due to hepatic coma, acute renal failure, or gastrointestinal bleeding.
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1A EThS. “HEL” Bk AEFEIZBRDONR
iZ, MIT (macrophage migration inhibitory factor
test) 39%, LMT (leucocyte migration inhibition
test) 45%1, LTT (lymphocyte transformation test)
5%, challenge test 3081, skin test 261 TH 5. I«
¥ challenge test B3#E#d MIT % 723 LMT % [&lKf
CHERT LIciERIb 226 0, IBE—BCeRIL 68.2% (15/
22) THholo. —F “BB" FUIHFRY o v 23T
wa—-rpEEREEEH, HERMORSGhILCLD
FrREDRELY BRI L DT, a) H# - #5 - IFBRHE
ZO7 LAF—EREESZ L, b) FABH S -#D
M@ ERds &, o SHEECEELVE TR O
SBO»5C &, UE3FHDO L 12U ER#LTH
DTHS.
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FAFRIBSFANZ hie DWW T B, ZhbEREFRINC
H5 L ERBERET 19745 LIATZ 18], 1975~19795F
(21861, 1980~1983Fi224F, PHXKMFEREIZR 221
#1, 198, 2561, tiEAREE~ 841, 1161, 2061 TH D
gHEOBERNEREINE. —HZhHLOERIC DL
TRIEFS®LD L, £451.5+12.9F, 46.0+17.8F,
45.4t16.0FTH 1, BEREERAEI BRI L SFES
B3 ERYBD e, TRIRENREDES
DRI X RS R,
iz DH A48 < B LHERER I >WTED
REFR Y 5 &, ajmaline 2881 & & H %<, halo-
thane 1941, cefems 16#1, methyldopa 1081, Pyri-
thioxin HCl 9#&MNZ iz Tw 5 (R2).
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F#i} halothane 84.2% CH&$% <, #F I tiopronin
THEOBTH- 1. RIZIL tetracycline D75.0% % &
$ %<, halothane »5.3% & & ESEE TH -1, IF
BOERI®E 13 pyrithioxine HCI 66.7%, tetracycline
62.5%, tiopronin 62.5% %% {, pyridinol car-
bamate #°20.0%8 TR HDH 7.
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DRUG AGE Sign or Symptom (%) NE‘I;I/‘[ ]9r Latent Laboratory Data Histology
. Duration :
Posi- . Bil A
(No. of Cases) fever | rash |eosino|icterus gsv]e time ;ﬁg%] CI;{PI}‘ Af(l‘{ IHC | AVH | NSRH
Ajmaline 57.8 04| 199 | 500 | 593 650/8 50.8 | 13.7| 152.8 | 31.2| 16 0 1
(28) £15.0| ' ' ' Tl 4100 | £39.7 |£12.5] +104.0 | £25.5((94.1%){ (0%) | (5.9%)
Ist Ist Wl TOUUZR U]
0,
Halothane |98 | ool ool ool gs 60/8 14:5£8.9 44,1205 4.8 | 664.5 [ 12.4| 0 4 4
31081 e R B 2n +5.3| £531.4 [+ 7.7| (0%) |(50.0%)}(50.09
(19) 4.341.8 37.2415.3 (0%) | (50.0%))(50.0%)
Cefemns 46.1 500 | 438 | .8 | 5.3 66% 47.4 7.4 580.9 | 27.0| 2 0 4
(16) +18.0 ) ’ 1176 | +37.2 | £8.2|+1055.2{£32.3|(33.3%)| (0%) |(66.6%)
Methyldopa  |58.7 0.0 | 300 U500 | 800 500/5 91.9 40.5 9.8 | 461.6 | 20.1| 2 4 2
(10) + 8.6 ' Tl £123.9 | £20.1 | £8.6 | +447.4 [+17.1](25.09) | (50.0%)] (25.0%)
Pyrithithioxin |52.7 | 1 .9 750/8 17.9 1375 |18.2| 208.4 | 365| 5 2 0
(9)  |t20.0] ) ' ) ) + +£102.4 | +8.6| +154.4 [ +£28.5((71.4%)((28.6%)| (0%)
Tetracyclines  |44.9 65 | 750 | 625 | 875 83%:; ) 53.3 7.3 4776 | 209 3 1 1
(8) +13.3 ) +5.3 | $25.4 | +4,0| £588.4 | +10.1{(60.0%)[(20.0%)](20.0%)
Sulfonamides  |41.5 B I e 66% 20.4 403.1 | 27.7| 288.4 | 49.0| 6 1 0
(8) +14.7] T ’ ' ) ’ +19.9 | 1455.6 |+22.4| £382.9|+36.9/(85.7%)[(14.3%)| (0%)
Tiopronin 49.5 0.0 | 0.0 | 62.5 | 7.0 57%{ 30.9 84.4 10.5 | 272.9 | 25.1 3 0 2
(8) +12.9) ’ ' ’ ’ £13.0 | +40.8 | +9.9 | £241.9|+14.0|(60.0%)| (0%) [(40.0%)
Penicillins U I I N 66‘%; . 62.3 | 10.0| 251.3 | 19.7| 3 0 0
(7) £15.9 ’ ’ +6.8 | +40.4 | £9.1[ £289.3[% 7.0[ (100%) | (0%) | (0%)
Pyridinol 48.4 % | 45.2 54.0 8.3 | 7655 | 13.2| 0 1 0
carbamate 40.0 | 40.0 | 20.0 | 60.0 | 100
(5) +10.2 + 5.7 +22.7 | £8.2 £752.0 |+ 4.4| (0%) | (100%) | (0%)
PTH(NANB)|42.6 5ol o0l s0lsol — 52.0 116.5 | 57| 518.8 | 151 0 21 0
(21) +15.0] ’ ’ ' +37.2 | +46.9 | £6.3| +265.5 [+ 8.2| (0%) | (100%) | (0%)

IHC: intrahepatic cholestasis
AVH : acute viral hepatitis
NSRH : nonspecific reactive hepatitis

b, KIECHELFREVBUTHT A Z LT BN
L. LA M LOED SAE R m B h i R R S 3
TEHZENEETHS. £ T ALP &X$% GPT
DO EEAFIC A S &, ajmaline, pyrithioxine
HC), tiopromine, #,v7 7 &l, PC LU TC %t
R TEDLMMEL, F&L UL THEH Y B THHZ &0,
—7% halothane, methyldopa, pyridinol carbamate
TREOHR G, FHEEERTHE T LIREN.
49 f# & & ,

SHEAEFIh 116 Flic R S L i3 HRRK X 0 g8

BREMTHR T8, TDOZMNL intrahepatic cho-

lestasis, pure type (IHC—P) 30#l, intrahepatic

cholestasis, combined type (IHC-C) 328, acute
viral hepatitis, diagnostic (AVH-D) 15§, acute
viral hepatitis, suggestive (AVH—-S) 9%, non-
specific reactive hepatitis (NSRH) 17, nonspeci-
fic reaction (NSR) 5 #, massive hepatic necrosis
5%, submassive hepatic necrosis 3% TH - 1.

NSRH #7:{3 NSR &2ZMishi-bon% i, EiE
HWEiT-> kR THL 00, ThoEBRATHE,

o4FihREH » - #ifle2f) (66.0%), I #ifafEER326)
(34.0%) Th-To. MIEOHMBR LY /R TEANTIT aj-
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maline Db % < 16FH1661 (100%), 2> FTH v
7 HTTHIR6H (85.7%), B EEERTLDIT
halothane #%7 #4127 #] (100% ), methyldopa 75
Flh 4 ] (80.0%) T HEid LIRS HE IF—]
L.
5) & KK M

ZEM & T. Bil, transaminase @& M EHELTS
¥ COHARIHEA & A 7o IE B 158 Fic D\ TE DR IIHR
wHhBHE, MHLIN 4] (2.6%), 15~308248) (15.7
%), 31~90H85%1 (55.6%), 91~180H3141 (20.3%),
6 BUILL 9l (5.9%) THH, K3/4DEFN 3T A
PR iaiE Ui, B s oBF% Tl IHC-C TRV K
< 175+280.1H, >\~ T IHC-P 88.7+97.6H, AVH-
D58.9+17.1H, AVH-S 49.9+22 95 DIET, BBH 5-
HR B LER AL DR, BRI AD L, YTy

#H403.1+455.6H L\ B K, >\ T pyrithioxine
HCI 137.5+102.4H, tiopronin 84.4+40.4HTH 9,
i AT S ERAMIT 1.5~27 A OBRTIHER T 541
BEML-T (F2).
6) RFAA RHDERHR

FAREH > B4 2 25 o4 FRIOERHRC
D\ Tk, controlled trial NEETHB Z &b,
—EDRMTZ 5N T WL, FFRIBH & - B DR
B % R Ui 62EF 29l X 7 o 4 FEENL I T
L0, A5 od FRIESE (REB) &ERSE GEXED
EORNBMo B B L > TEOB ML R T
BoLEMNA. EEBOIE, TRYRER S
WAL LT, BREFOBHESCERBEBEHOREDR
Ehsn, 27Fo4 FEIBRBELPZCFERIRLD,
BEZEHCPUEBEEhLHABEL16THS.

3 gty L UrEIEMEH

1 CHE 1
o % i iR A % Tl
g/dl
1 K.T. 46 3 Sulfisomidinum 474 A 1.33
2 HK. 52 % Sulfamethopyrazine 185 H 0.85
3 T.Y. 19 3 Sulfamethophyrazine 155 A 0.15
4 Y.S. 40 % Sulfamethopyrazine 145 A 0.24
5 N.T. 23 3 Sulfamethopyrazine 104 A 0.49
6 Z.W. 64 % Pyrithioxine HCl 11458 0.81
7 K.K. 39 ¢ Ajmaline 6.5n A 1.18
8 S.H. 38 8 “Tonics” 245 A1 0.79
9 SIL 66 3 Cefmetazole Na 65 A1 1.35
HEAE{LEE )
R a | ELT
L ® A L MO
1 T.T. 35 3 Halothane (2nd) 8 HEEL MHN
2 F.0. 57 % Halothane (2nd) 9 HET MHN
3 Y.F. 45 3 Halothane (2nd) 7BET MHN
4 HEK. 49 2 Halothane (2nd) £ AVH
5 T.S. 23 % Halothane (2nd) £ NSRH
6 R.A. 64 2 Pyrithioxine HCI 83H3ET MHN
7 H.T. 44 3 Pyrithioxine HCI 38HFET IHC
8 T.K. 67 o Ajmaline 90HET IHC
9 K.S. 38 % Oxyahenbutazone 15HEC MHN
10 TY. 38 3 Ethionamide 0BT SMHN

MHN : massive hepatic necrosis

SMHN : submassive hepatic necrosis
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TlhobhbAsad FRIOERBENREZ®RETT 5o,
[ —EH CEEEO BB Y RITEMAYHRE Lic X #,
EAHELDOUBIRERILETHD. £ THRLEMN-
72 ajmaline FEFIFXRE LA T. Bil 6mg/dl Ll
LtoficBE LEFEoRMHM A LR L, X # 124
(T. Bil 14.2x7.0mg/dl), 3Ex B 84 (T. Bil 15.5
8.4mg/dl) DHBIEIEE TH-1oh, HiKHHE
1% 4 81.2+46.3H, 50.0+8.1HTHH, ABRKL L
ABELT AHEBPEDBR. Thbb < &L EA
X BFRBH S > ECER 7 o4 FEIZESTHD,
BRAYEMMLEREETHHBEELLNI. 1
AVH 05 %R L HHREREE R 2461 Tit 3 Fil
RF o4 FRLDRS SR d &Y, TOMRIIRST
Ehuh, BRI &<, EENEERTRET L2 &
ph, BEEIIELA DT,

7) 1BtEdk, BRECEMICOVT (R3)

6 7 AU LIFBRERE OFs L/CEFIE 9T, =
SHafINF LT R LD LD TH . 2FlicR T
o4 FRIHBEE IR TEY, 6k hypogamma glo-
bulinemia £ ->T\5 Z&MFEB E i, HEES
LTRRER L nisflizh T p o, IFEEEE L &
DORBREAZRIIARHETH S,

EHREEAHE L LBELAZ108T, 5B halo-
thane K X3 DN 5HEHEHT . Zhbidnwd
hd 2 E MR EELL Tk b, PIERESCITS
Pl 368, 3FIIC transaminase O—i@tk R
BHRTW5. EEH 2 FloREHERGII R b L

BIE RO ITHRESE # B 514 Eich - fo. FETH 8 f
tf1 6 Gl A e TSt B FFALETH D, fh2
FUTREH 5 > BRI TR 2 HLE L, SHBASH,NEE
HRTH -1
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WAFREDOENABERC LI, LhrLIE A FE B R
& oErP, BREROREZLLTLLAES T
7e\s. challenge test D MRTEHI HRBWITL 54 D
T3 <, LMT-MIT-LTT OEEkEcBESRH 5
BIRT3, SFAIC L5 HFEE ORMIERE 2 HEL,
EHIMAFEEOLMICIRIL TE L LHNEELE2 DR,

TERIDEBICER LB B 1o 220 o & RBED seLE
HeFaho - LET.
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