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A case of acute hepatic failure with hepatic coma caused
by regular doses of acetaminophen

Kengo Suzuki®, Atsuko Kogure?, Tomoaki Mochimaru? , Shun Sato?, Yasuyoshi Oshima?
Mitsuru Saka® and Yuichiro Kondo?

D Tunior Resident, Fujita General Hospital
2 Department of Gastroenterology, Fujita General Hospital

EE: 7€ ;73 7z (acetaminophen: AAP) 1%, —#RIZIER T O A FHEPLISAESRE (non-ste-
roidal anti-inflammatory drugs : NSAIDs) & iR L CRIVERDS D e WEGHRIE L LT, HSER
B R E 4 AT A2 BHICHHHA I N TS, —H THEEORIEM MO, HEEOH S HE
FHTIE 1,500 mg/ AL TF EFRETH D LRSS N T 5L, S, HHE AAP IZ L 2 EMERITA L
DO—Bl & B L 72O TG T 5o EFNIEHREE % FFRI YRS/ E SN2 B Rot. £
TR B R (0 L C, AR BB A AR 1T 7 b AAP 1,200 mg/H OWAR% 2 7 F Hifk#e L C
W72, Wil IC Japan Coma Score (JCS) 200 O ikbisE & ¥, LS MRE L 2D 72, WO
fE R 55 & IF EFEMESD D, B SIS & B UL MG L7z, B ImE 217
7200, 5 7RHHEIEES T UIFICIREEEALIZIE W T { o 7o AEGNE AAP 12 K& 2 314
iR (drug-induced liver injury : DILI) T - 72 & I L 72, Liﬁﬁi DI I N T ET VT —
VPB4 . (nonalcoholic fatty liver disease : NAFLD) & Ei#ilZ & V), DILL DV A 7 25&E 0>
To b #2720 AIEFID X 512 DILI DGR & 5 5E6I T, %ﬁﬂﬂ‘]tﬁﬁﬁﬁk RO FEITR, AEIK
SO WIRANOZE F 723 E AR SN D,

RE|AE: 7 b7 I 7oy, YIRS, SIS

Abstract : Acetaminophen (AAP) is an antipyretic and analgesic drug with fewer side effects than
NSAIDs, and is frequently prescribed for the elderly and patients with hepatic and renal dysfunction.
On the other hand, known side effects of AAP include hepatic damage, for which reason its dose is rec-
ommended to be less than 1,500 mg/day in patients with hepatic disease. Herein, we describe a case of
acute hepatic failure with hepatic coma attributed to regular doses of AAP. A 73-year-old woman in a
coma was brought to our hospital. She had been taking 1,200 mg/day of AAP for 2 months after a total
knee arthroplasty for left knee osteoarthritis. At the time of admission, the patient’s Japan Coma Scale
(JCS) score was 200 ; she had jaundice and generalized edema. With severe liver dysfunction, coagu-
lopathy, and hepatic atrophy, she was diagnosed with acute hepatic failure and hepatic coma. Despite
aggressive multidisciplinary treatment, the patient died on the seventh day of hospitalization, with con-
vulsions and worsening of respiratory status. We concluded that this was a case of drug-induced liver
injury (DILI) caused by AAP. The risk of DILI was considered to be high due to the presence of nonal-
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coholic fatty liver disease (NAFLD), previously diagnosed, and advanced age.
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In patients at risk of

DILI, as in the present case, periodic liver function tests should guide the cessation or dose reduction of

AAP to minimize risks of hepatic dysfunction and possible mortality.
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74X N7 37z (Acetaminophen: AAP) (I,
—fIZIEA T A FYEHUSAESR (Non-steroidal anti-
inflammatory Drug : NSAIDs) & Wik L CEIMER A
DV WIREGERREE L LT, Sl RS
AT 2EELHHIN TN D, —HTHEEOH
TERA SN, FFEBOH 5 EH Tl 1,500 mg/H
UTFETRETHD LR SINT S, 4, HH
&= AAP 12 & 2 BIER ST A 20 —6) % fE5k L 7-
DTHET %o
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kL #HE
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BEAEJE
FiihE

AEEIE . BRI L, BUERE R L

IRIEEE: 7 b7 2/ 7 = »$E200mg 6 FE,

53

BURIE : X 4E 3 HICEETMEREBIEE LR LT
B R A iE AT 7% £ ) AAP 1,200 mg/H @ PIAR % B
ML 7o MTET O MM A Tlk, AST 18 U/L, ALT
6ULTHY, WIkBATH 7 H Tid AST 16 U/L,

3% ARV

ALT 19 UL T o 720 WHkFI4EH 14 H Tlid AST
16 UL, ALT19U/L Th V), Z OIS TIEIFHRE
FE5E1% 7% <, Albumin (Alb) = Total bilirubin (T.Bil)
WFHIE ST W 2o 7ze DIBEIZEEE L T 72485000
WA Z TSNS, 5 FICEROIKT LZIKET
FERL S, YEEANREE S s,

HE: & & 153 cm, A & 62.5 kg, Ifl 1= 132/89
mmHg, 0A%118 4, Sp0, 98% (ZENE), 1k
i 36.9°C T& 1), Japan coma scare (JCS) 200 O &
R L HE, BRI, S FEESH - 72,

M. M AL Z A Cld, Alb 3.3 g/dL, TBil
17.1 mg/dL, AST 1,071 U/L, ALT 1,048 U/L, NH;
123 ng/dL & EEDOFHERREERH ), &E T
Prothrombin time (PT) 7.4% & I LTz,
T/, BHZHEY AV A L THREZ TSN
B, TRTEETH -7z, JEHEHM CT (Computed
tomography) T, #tk & 0 #BERNIIEIRIEITFO
HTHo72h, WAEBIIZEWLRFER S DY,
FCHEK 2 o T e, BEHEEAM CT ClXRE 2 15
WS ahosze Db X0 EERE SRS LB
S, HEDSEG S,

WM E2WHICFFP8 U/H %, #3WWH XY
A F )V 7L F=v'1 » (Methylprednisolone : mPSL)
250 mg/H ¥ 5- 37z PTIRMEL 7 v E= 711

F 1 MBEHRRF O M LA R & 12 H i L 7250z it

il T Bil 17.1 mg/dL Fib 96 mg/dL

F Ik 9,400/uL AST 1,071 U/L D-dimer 14.3 ug/dL

Neut 74.8% ALT 1,048 U/L CRP 1.07 mg/dL

Lymph 13.5% LD 384 U/L

Mono 10.8% ALP 304 U/L Rz

Eosin 0.3% y-GT 259 U/L IgM-HA #ifk (=)

Baso 0.6% BUN 14 mg/dL HBs R (=)

FRIMER 4.89%x10%uL Cre 0.53 mg/dL HBc itfk (=)

Hb 13.9 g/dL BS 64 mg/dL HCV Hifk (=)

Plt 321x10%/uL NH3 123 ng/dL CMV IgG (=)
EBV IgM (=)

AL il AMA (=)

TP 5.4 g/dL PT i 7.4% EINZTIREN 160 fi%

Alb 3.3g/dL APTT 117 %

AMA : anti-mitochondrial antibody, #iL3 t 2 >~ N1 7Hifk
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JEDRRE L, 55 49WH X 0 IM%EscHis 4 HEATHh N
720 DPRIZEEV ALT 139840 L, IMEERHzZ L ) PT
Z ER L7225 Al & T Bil lZegsE25H 5 N & 3%

B1. fAERT (b)) &k (F) OJEERHEGHE CT

fEABIEL 72, %69 H X ) mPSL % PSL 60
mg/ HANEHE LT Sz, [ HICHAT L7218
HHA CT CTIHFZEMOETI RO b7z, 5 79 H
(RSB L, BHEHLM CT THGFIED S o 72
PURSEEE L < = b — LV TONEF BG S 7z,
A HAZ AR RE DAL X D BB L 72,

. # =

AUEFAEORHNIE, 74 VAW RD S RN
THEYEN L WY, RERFITIE, DDW-Japan2004 3
YWHHEEY -2 v ay ToRa7) v 7Y THM
falsERl 7 5 CH Y, WIRL TW7z AAP 12 X 53
YT EE 2 (Drug-induced liver injury : DILI) T
B EHIWT L7z, AAP IZBERIRFENICIHEE 2 X 72
FTEEZOLNTEY, VAV 7705 —L LTHRHE
FRHIE, EWHEERZ EFBF 5N 5%, 4,000
mg/HLLF 72 5 DILIO Y A 7 i3k & ShTHh?Y,
HHETHILUTENRG THLRETH L LT L85
bW, —fkIZ AAP I3 & R R BRI 3R &
LTHHEN TS, — /T, FHEETHRIELL
DILI X EIPALTHS SN TH Y, Ml A~OHH
B G TOEEN O PEEOFEENSL S &5 S
W59,

N S 72 AAP D% E 7 v 7 b v A L i
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ORI R S B o AAP OFA R IL B BES
EHTHIUTHRL IR PHE S 2 A%, BHERERE
ENHDHEEH LTV JHHREE S 361481
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3. H6HHDOMBEEHEA CT

— A FII S AU < Vs, BRI X 0 ks
fREND EBULEWTH D AAP & 2 VIINE N D7,
COEMERICE Y, EfEE T ETEE & KL
TAAP D N7 7EFK 3R 2 EME S TW
BY, T ORBREBA AT S &, AAP I Cyto-
chrome P450 family 2 subfamily E Member 1
(CYP2E1) |2 X » T N-acetyl-p-benzoquinone imine
(NAPQD) (ZfL#f &5, NAPQLIZZ V8 T4 ~
(Glutathione : GSH) I2& > TZ IV FF V4 &
W SN DD, JaGaee B2 5 Mg v VL
IMIY N TERHAEHEET D TORRK, I3
¥ N 7 HEREEE & ATP OAhE, H1EREE & per-
oxynitrite O FEA A Z V) | )L #H Ze F EE5E
25l &I 37, AAP KERMIZ & % DILLIE E&C
DOEFIZL D FEREI NS, REGITHR S N72FHZ
JFZEHE S, IR 2T L 2 b DEER B,
BRI R S AR HAEFH Cld CYP2EL O R A5 &
M, REETIE IV 7 v v EREARE L ERTa A REDS
KT %72%, NAPQI DREAEDTLHET 5, AL <
7 v 3 — v R B %A% 2 (Nonalcoholic fatty
liver disease : NAFLD) o 3 Tl¥, CYP2E1 DI
AT AL CH Y, NAFLD TIEEILA b L A2 &
) GSH OIFEEAMET L T\ A 729, NAPQI OfF
FEEOPMER T § 2% F72, MGIC & - T LM A
BEL 7NV FF YRARIMET T2, 2 hu
NOTERETFIZBWTH, NAPQIL FHE S NPT
{, MBENPFEDL DL VWZ Do RERIL, FHiGE
NAFLD (2 £ % CYP2EL {14 @ b7 & GSH iy =
DT HHERIZH Y, HHED AAP TDILI 25| &
I LIEEZ, T020, BEREIZLS
AAP 3 12 ] S5, N-acetylcysteine T D
3ATb %R ho T,

REEBID X 9 7 H & D AAP 12 & 5 AMFA4
DIEFNZZ N F TIZHEM? shTBY, Lk
TV I — UARAFFE R H#E 22 LD DILL DY) A 7 [A
T E2ERICED TV, —F, AAP EERIEILE
I B AREDOFITIZ NAFLD ) A7 HT-& &h
THNY, AFEBIOFAA S b NAFLD B Tlddk
HEIZHh DO T AAP I L 8 WFAEICEET
NEELEZOND, FAEMRPISET TOMMIZIE
FEN D DD, ARG LIRS HICHERE SN
LIEB L H B, FDl2, DILIOGHRKETDOH 5
FEGI T, IR 2 AR REMR A O RfT <0, fEIRCE
A RN OZET F 721 ES R I N5,

IV. #& B

WHE AAP WIRIC & 2 SR SR AN 2O — b
Z it L7co NAFLD & R R EEE, SiE,
T I — VERE R SIS LTE, FHERST
HoTh, EHIRZIFHETERE K O 5 O BET
RS NS,

X ik
1. FPIHERAEMERE (55 3 WD), HARERRKE, 2021
2. wIl —, BEHfE—, =HESE, M. DDW-J 2004 7 —
7 voay THPEITEES R EEORZE. TR 46:

85-20, 2005.

3. Isao S, Tatsuya M, Kazuo Y. Acetaminophen-Induced
Hepatotoxicity : Still an Important Issue. Yonago Acta
medeca, 47 : 17-28, 2004.

4. Kuffner EK, Temple AR, Cooper KM, et al. Retrospec-
tive analysis of transient elevations in alanine aminotrans-
ferase during ling-term treatment with acetaminophen in
osteoarthritis clinical trials. Curr Med Res Opin, 22 (11) :
2137-2148, 2006.

5. CKMRM, BB, S ®/, M 7 b7/ 7
XD BHANS: - SR 16 FEE, 59 : 363-
369, 2018.

6. REIET, HBH, FIRE, . 7273/ 7=
YIEARBIIERE L o TRERBERELROP? B
i RRE S T B E I BT 2 R A o %8
BWELZ0) A7 WTICoWT oM. B, 55:
939-944, 2020.

7. CPHRA. 18R O Y B G~ 7 7
BB ~. HPMERE, 132: 461-470, 2012.

8. Martin U, Temple RM, Winney RJ, et al. The disposition
of paracetamol and its conjugates during multiple dosing in
patients with end-stage renal failure maintained on
haemodialysis. Eur J Clin Pharmacol, 45(2) : 141-145,
1993.



9.

10.

11.

BRI G % : WHETYXNT I/ 7210 & 5 EERZMEFALO—F] 125

Michaut A, Moreau C, Robin MA, et al.
induced liver injury in obesity and nonalcoholic fatty liver
disease. Liver Int, 34(7) : 171-179, 2014.

[ B, EEEIEAREENRIGY =27V 3
I
https://www.mhlw.go.jp/topics/2006/11/dl/tp1122-1i01.pdf
Kadas I, Konczol F Illés T. Fatal acute liver damage
Orv Hetil,

Acetaminophen-

caused by a therapeutic dose of paracetamol.

12.

13.

139(4) : 189-191, 1998.

Kronenberg A, Krihenbiihl S, Zimmermann A, et al.
Severe hepatocellular damage after administration of
paracetamol and chlorzoxazone in therapeutic dosage.
Praxis (Bern 1994), 87(41) : 1356-1360. 1998.

Michaut A, Moreau C, Robin MA, et al.
induced liver injury in obesity and nonalcoholic fatty liver
Liver Int, 34(7) : 171-179, 2014.

Acetaminophen-

disease.



	常用量アセトアミノフェンによる昏睡型急性肝不全の一例
	要旨
	Abstract
	I.　緒言
	II.　症例
	III.　考察
	IV.　結語
	文献


