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FEEE4 : Drug-induced Tiver injury
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SMFAR2 (acute hepatic failure type). EWHERDMDAIFEE (other
type liver diseases caused by drugs)
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Somi, BEHGLEDRELTOEEE. BIFbE EFFMREMHDIEEIC
BUEENROOND, —EIEBERT GLE. BFHERREET S0
NH b,

F 1) BEBEREK: ZEARERLEY, BOMITETIE., REEHEEHEBR K (focal nodular
hyperplasia[FNH]) ASFFHERERRIE & L\ S 1= IEB TN E LS LN TLVS, FNH (&, Sem LATF
THHX HREICHEET S ENEL. SHITHN 20%THS, BEILEHEMLRET/MEEIZH DN,
FRIZHREHRO#RMEE (central scar) HYHERITH S, BEIKKEE US). CT. MRl TlE., Z® central
scar R L T, MEPROFRMEEHIRDIETE (spoke—wheel sign) NRHLNDZ EAHY . ERIICH
HéanThva, LHL., CT, US TIIIERZDELDDRERIEHNEEH T, BEHRZ LEDHERLEELZ LS
LY FFHERERIEDIZES. HFEIRERICE LT, BEOEI,N L. SHOXEBIRO FLIZAMN SR
I & SN TULDH, Z0MICZIE, FFHEREEO FNH L DOERIICER L SN DERFTRIEEL,

<FriffafEE s>
FHEE (FFHREDEE. TE) OREICK LT, FOMEELG EAFED
Y (S

BEOHEETTIE, BRL. HFICTHRZFEDGNI EAZ LD, SHEFR
FRRAETIE. FFEX. 3B 0L 25205 Z £hh 5, EEEEKRE (US)
TlE. FROEEICIE CCHEEBIFETO—LAY ., REMIRMNEIDOKS
2755, Ff=. BOSEMBELELICHEDSEDOBKRIBEMNED NS, CT
TOFRRLERMIZ US DENERBZTH S, FRDEENREIMGEL. I
RIS DRIEZF B L. FIARIIZIA > F-{BEIRIUE (interface hepatitis &
M9 5) hAbnd (K 1-0T B,

X1
FEDSBRDUVFAMDIRE. PAAREIZZo71=
BRI ZEERH S,

ge
e /15 .00 HQ
t: 0.0




HLE, LEFREG & 24 D EERFADS S, FFHIREREDEVERS
[ CT £, METHBRGERIUSEZTT . COERIVEDAZREFRLZ T, O
FAM, R, SRMELGEDNNE—FEHTENHD (K 2-0TER),

X2

LS IRIEZ RBRL T FFAIZ(E
BRI D ERINEZE
b B,

Ff=. BEk©, FFEROZ/ME, FIRDILIRZZEDH D &L H D, BIERF
RICHEO-58(F, FOERE, ERZEE-I CehH D, FERDEELR
WEEFERFREVZ D (K 3-CT EfR),

X3
BIERF R0, FFIXER L EBAICEHE.
REDEKZEZDHD,

2HEE L=154&. Efg (CT. US) ElE. FFIFEEINOPIEXT HIRET.
FF3Z(F ORI T 5, FESARBICHEGET 5 EEEEZZEDZIEHH5,

F1=. RO ESEX-TIHE(E. IBIHEDEEIZE C TEBR LD
TILLRBSH NS BBIFFTIE. US £ RSO a—LARILDO LR (bright
liver), FRREIDITI—LARILDIET (deep attenuation). FFHAREDAF
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BAEE{L (vascular blurring). F&a > 5 X + (hepatorenal contrast).
23> k5 X b (hepatosplenic contrast) ZEMRHHNSD, CT TIL,
FFEE CTIEDETAERD o, BEiED CTEEXZTMEY . FFOIBAIENTHL VS
B2, FOCTEIFIREDZENZTES (K 4-CT B,

X4
FFDZEBRA AR b EE =L 1=5EHl,
FFOCTBEIFZEBRIZIETL. .
IREDZTNETESD,

BIEREBERTOA RE, AMFLFY—F, TESHYHAL0 ) ORREE.
BREXL Tz, PIAFOAVEEDEY THONDZELNDH D,

<BBitS5 ofFR >
BREOHESZ I, B L. FHICFRIEERDHGEL, =2 L, BHEICEEL
[RFEMEAMFERG EICHEL L-REBIZE >3 DT, H*Jﬂ%%d)‘f@ﬂ:
%E&t@%ﬁ€z¢6 FEMEE & DERIIL, CT, US T, FRAEE. #
EDMRNAH ONBENWC EEZEETNERZTH D,

ESR>

BETHNIE, HITFMRZROLN, FEE., HAICK Y. FHEEEED,
JBtS B THONDD LEFBROEGFTIREET 5.

LEDELSIZ, B2 T, EYMFESICHFEME VR 53 DEFE <,
fEENESET. EEEOFHMELZEICALLNS,

® REREMR
EYMEFEZEDOREREFRRE. Ho (MBI VEHEDOHESMREZ
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ETH=H. CNOHTHEEZHICES C EFDGL, EYHEFEE DR
PHIH ETHRRAMEZHEFATLHEINDINETHD. LHL. EMICEK
O TITFHHMIGHBRZEZRL. ENHLBHORELL L1 HDH. T W
AIILAME, 7ZILa—)LE, REMELG EORRE CRAEMERERE DR
DEGERICEATHLIELSL,

EYEFIEEOREMREL. FMREESE. Bt ofE, ESRITXKE
ENndH MERE. BEMALGEEET HRHHELEFRET %%, T
FHHEfEfEETY, BBt S o, BEEITDONT. TAETNORERERRED
A Z R T S
<FrimRefEEE >

FHEREEER TIL, RREY. RE#FICEY. FRGFMROELE - &
SEFRRAH LN D,

hEERFICKDEE. BEESNFMREEEREL ., MeEN N FiE LT
Y. BONRESNDERRRFEOMEZ LS (K S-ERER).

! I
t'al.

i :
DN ¥ : j A
3 t'-g_. - ! _‘ 8 .- o 3
; T B el . AP Qe .
& g N . P iy
_ T \t_-, o
: .#‘LE;'\' ;
NG Ry
BT
Ny

X5 AR SEIRIE (KD,

CDZAEORIEMRZEE, RIEFMRICHT ZRIGEND LD TEEIZE
FY., FEMERILFPRAERELTD,
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T UILEF—HFIZ L 558, FHAOEY - MR, V1 ILR R
RIGETHLNDED EFELT 5, FFHEEEIEAMIE (ballooning) D
BEZ e Y (X 6-HAMER) . RIEICK YIFEEA (acidophilic body) ZRRK
95, T - JRIEIIE— DB THEEINS, IHFERAETFHEREEL SEERA
[ZHH S, Kupffer HIfBICER SN TUE I, BEMEZERLT:
Kupffer HERRILIERT 5, Kupffer HRBDIBAIA b HHN, RiEHAAIL.
1) D \ERDNEART, FEEEK-ORFICIF IR DZE LA o b, PRSI HFBEREK
REMNBIDZEEIE. EMHESIHEMEMRE L LRI ENTESD
LD, HEEFETNFZESL LGV, EYHEFEZDOSE. REMRREDRE
ElX, D1ILVAEFRELEBELTILEETHD,

X6 ArfREOREMIE (ballooning), Bt L F=FHHRED—ERIZILHHAE
BRI Mallory body #5265 (XH),

RFEE. 7 ULF—MRFICEP5EIZH 0N, EYITHT HIHER
ROREILEDIERE LTSNS, RFEICIXY /38R, Bk, #F
Ik, SFERIR7E EAMBRUAKST THAHREMRSE (K 7-HER) &. Y
DINER, EMEER OO T 7 —OUDERRS THLHIBEREAFENDY.
1S, SREMRZEHS CEAH D, MORSFERKRIEDKRE (Y/La
4 F—=2 R, #ERGE) EOBRINRHETIEELH S,
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FHfRORERAEX. . BRE. G EDEM.

ZUBAEMFRTHS (H S HBER).

o &' -
it » ‘ ]
: ." V:"“. f’, :"‘

Tk 9 %’_vf §,n I )
e & :

1 1 ko
‘ .'{, ¥ v o8 .
s L& L B oo

i
DAl '. P -
; ’ < 8. P 8§ 9./

l8 KD BERAREIC J:éﬂ?‘fﬂﬂ’ﬂd)%‘ﬂﬂﬁﬂaﬂmt’éam

[

89
""*;'.!;"‘f};e

BraoEYTHE

FFRERAIEICIEIKABRAE & /MEFEICL 22D H Y . REEYE LTI,
BIEIE7ILa—IL, A hLFRY—, BIBERERTOA FEGE, &E
FT FSHA ) ORMBEGENHITOND, BBIFEF/ T T4 18
[C&HBEARTIEERIEE LTIRAZ o dh ., EFEGAERADIEBAIZIE Sudan
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MERLEELXTODHENDH S, BEDIEHIEOZ S EXEET, 7ILa—
L, BIBERERTAA K, A LAY —FEEARREYME LTHLN
TW3, i, HRFNIC7ILa—)ILERFXEUREEET SFE7ILa—
JUIERERARF2 (nonalcoholic steatohepatitis: NASH) AEFH ShTLVS
M. EHROREFZELELSD2EYE LTI, 724400, 4FFV T
VIRENRESNTULNS, SN DEYILEBEMNASH ZEREILSELH T &
LH5

< B! —{k (Mallory body) (&, ZIO—ILHEFXTELS AN, &
fBit S oiF. NASH, FFfifefzTHBoH ond. FHHaZE ({4 > T
BRIZERD o5 DHBRNFAKRTHLHH. BROEYMEHEET
LEOLNS (K 6-HEEER) .

CNHDEN - BIEIE,. BEREWICEK > TIEX, FNEQYEDMEEIZH
TS5 ELH D, FFHIBEENUVFEAMICHFET 2I5EITIER MR K.
HLE - [LEFHRIE & GNILR R REER H 5 UWIIBIETF R RO FRRE
wL. IBEICRB LSS IEFIREOI R E ) o/ Bk, IPEME. &I
YFERTR 2. PRARMRD RAEMEIE (interface hepatitis) L (X 9-
HRSERR) . BIEEEMFROMRZEY 5,

9 FAARE L1 (zone 1) D RIEMIDREH U ERMEIL, Interface hepatitisZ {5,
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UTICHHRIRIED D AN DA =25 E T OHEERT,
O FHRRED S bHT-5348
HRIBFE (zonal necrosis)

FFEBIIFF/NEE VS EBFHEGDESE LTEZONTNS,
BEEERZEA S acinus (HIZE) L WS HEENDEALELTIRALONS,
Acinus [EFAARILGRIZ & Y. FAAREDIZE (zone 1) . /NEFRF (zone 2).
INEFILME (zone 3) 12417 d (B10),

. | . 1: PARRRAEBIE (zone 1)
=10 AcmusQ)#ﬁf:'-_‘ , 2: INEHE (zone 2)
Ful ERAR 3: INEEFhlME (zone 3)

Acinus N TIEREIELIC & HHEBEDE LA A b, IFERIDSIERYLEH
BEk P-450 HNE2EE TS K DEYNBICEH S -OEYERFIEZ D HIRE
HEGHIENSEN, EYMEFEZORE. KEMRIE. FRREYICE
2T, ENTNOBEBIFENICHTIT S EADY . FHICHEHEES
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[C&BEDTIHIZIDZA THZL, UTIZ, ZORKRMLEHZETT,

- PIARELDI DIRIE (zone 1) : V) UHhEFEOHRILHEFESLENM o TLY
%,

- INEDRHEDIRIE (zone 2) : EEDOERKGITIIHTH S,

- INEIDMEDIRFE (zone 3) - PR T2/ 7z Ui E, ELDhEM
BFIZEDEDO, NOZUTRHIONEI—2VFET S, NERIDE

(zone 3) DFFHRIIEE IFEMEIEZEOHEBRMICELO THRLGHR

RTHs (K 11-#ARE1E) ,

K11 /INEJULME (zone 3) D RAEHREZEH JVERHMEE,

VFEAMIESE (diffuse necrosis)

VFEAMIZEN D2 MDA LA RFELORKAEFTR. spotty necrosis (B
HIRRIRZE) R EZRT (B 12-HAER) . RIAEIX. BHEIIZIT/NEFIDE (zone
3) IZETHRIMERZ RS ZE1HHN., BEILICENERHLENIEEH
b, TUILF—MBFIZEEZEDEZDEA TERIENEL  AVYZTD
. 222 b VB EICEBEDHBHBNTINS,
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| E12 NEISUFAMIspotty
| necrosisERH 5 (KEN) ,

[LES - BILEAFIERSE (massive, submassive hepatic necrosis)

W LEIAFIESE(E bridging necrosis (ZRABIESE) X AKET HEED
FFREBRFEZ LD, FFHERIFNEDTNTOFMIEEEH. TN TH/N
EdilMg (zone 3) NEFENIHEELNZREE L. FERELIELE—D
U EDBERICE N >TEHEEIND, LEATERE. TN TOMHEEICH
RENKRSRET, FPRTARTHD, FHEROBSEIERT, FOEXR
BEDHEXLXZZL., B, ZHOMBWEKEZEZEL. BEL/DERIC
(FRE S >HATRZEBHDH I &1 H 5 (K 13- #AER) . BILEATIEE -
[LERFFRIEISERRBNIC I, BIERFX - SMFREERZEY 5, REE
MELT, FHILR—R, Ao XJAOTAVIZEELDEENMONT
W%,
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K13 BIERFAIETHI, FFAR0D RELETE., Bk ER0 5, £, MIBERNICIETE
205,
<PEitS -iFE >
AR S SR OEMMEIEES (X, REMEZEORE, BEEEOFEIC
KURFEEIND,
RIEMRSEEEDLLZVEME DL DE, Bit0#E, NbDEEIZLS
LT, MEEAN. EMEE. FNICHEEICERZROS, ChbDZE(E
(F/NFEFRIDE (zone 3) [CHBNBIENEL ., BEDFHEKZHEEZES C
ENHHH. FFHBOES. MIkEOMERETEEAONEL, FAEME
ETHLND KD I/NERBEEDEE., k. EERFOEE. Rk, B
ERGEDMRIIEDLEL, COLILRELXTETHIREAFEMELTE. &
HEIERXTBA F, #O8FE, 290K, TILIT7UA)DLE
EnbhITons,
fBit S I ENOREMIZEEFE S DL HHH. CDZEDEHE
HMRILEE. BET, BEREAETATH D, COREETIIT/NESIDE
(zone 3) IZHBMNBH I ENEZL ., EELGHITEIUVFARICEDONS, B
MEDLOLEELZY., PIREICH, U/\BREEARE LTz, BEICIFERBRAOHF
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hikZ B AZHIREEZRO L, B OGS LRk, AEGEETAHLN
BESBERIEIREDLG, FREMELT. 1V FAFD Y, BEEIOLT
AT U, 3EFXFLV T UEIFLHELT. ELDLOBHESNTLS,
EEFEEZHF S £ O TIE, NEHFBEEHIEOEEDRPEIREE (feathery
degeneration). #%iEfEz £ S MRS & 2. BEERED XEMER
HEES, ZEMEIIFRERNAERDZEEL (FRTY/ —)L, BBBE KD
SOVIRE), VUNEBNERDZ EH (UAFDY, MLTAE REE)
H5. BEEEEZR-IREDCHREE.FELOEEDODREEHELREZ LT (B
& IHLNE{ERE - vanishing bile duct syndrome), 1EEo o)L A<,
B S TSI VR EDEMTIIRMES S >FIC5 I EHiE. REDETS
SHEDFERT O ELH D, CNIFERHHIZE T EEED/NEMBEEERIC
#5H0DT., FEHRMEEAMEIFEZ (PBC) 0 3 HAREHELO/NEREF -
TEDHELH D, SHHOHERT., /NERBEERFESEN 80~90%IZR 5N
=1m8I1ZI%. PBCELDMEBERZRHLZENH S,

<ES#>
AHEREMEE SRRt S > ImDEEDHEZET H2HDLHY . BETLER
FHRIEICK YRRH S oMM EIS S Sn=H D, B+ oiFEI T, RIEDTE
ENBERBLDEENEENDEEZ NS,

RIEREFRIE. TNOH TIIREERMZRE TS LEL&ICMA., FE
BREVWSBREMLGREZHS EVWIRAEHHH, BiiEThIHD EE
EDRE. FETA. HAVTEREOMRHELGZ EFRLGERZEA T
Nnd. HRICH#ETT SEH. BEOFRITE S EHI. REFIRETAESITILH
TEBEIDHEMNEFELL,

F2) HHRELLT, UTOLS G0 BESNATINS,

1. MEHRE VORI T7IR, TRLI7o, FHFAFT) . T RS MR EDRESET,
FRlERARD © AT ESARER  CHRMEMEREIE . REEZE %S veno—occlusive disease (VOD) 45, %EiR
DYLER & MiKATE %9 peliosis hepatis, FAERIIAZZE EARISNTULNS,

2. BB ZEBRERILEY, BOMIEELGZEICKSBRBELEEEER K (focal nodular
hyperplasia : FNH) XoRFHRERRIEZ: EARI 5T LS,
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© HREHF
EYMEFESIEEAE (HhEE & THEREMR] [2oBShTW5, FIFE
[FIERMBARFT LT ORBEDPFEEZRFS. RERTFNICHEENET
DE MMIHE - BIETHHDZEEL. BYMERBRICTEHEAETHD, fiddA
FD—&. 773/ 2203 EDEMN. BBRICIFAVLLONZLVIZ3—
b BRER). MEERRKR, £/ A5G ENEEMEL LTHLN TS,
—7. BEITRFTEET, BHRBRTOBERENTET ., KEBHTDIEHIA
BFEND, CNERESHIC PLULEF—HEERE] 1I2£530E THREH
MREEE] [CLDBDEIRESND, [7UILF—HREKRE] ITX 50
[EETIE. ZEVELEZORIGEFRBREINNT T LAY | FFADEL
DIEEED EEE L TR ZER L TT LILEF—RIENEE S, FEICE
CDEYPHAZDEIRICAY ., ELIIEMRAR 1~8 BREITREY 5. T
NOYENIREZERF L TED K S ITHMREZNE L 2O DERHIZD
WTIEGETACFFASNTOGVD B 14 ICFFESREOERRZ T,

14, SEAERTIEE ORI

£
FhoOL
’_' P450 (CYP)
BIEET T
[’EK cpsray > AR o EameeE - mneR
BEET l
FsEt - 85 PR T==7b»¥—ﬁﬂﬁ§
v f HEFRIEEETE (D8 51 T #8
] BIEE KA B HHRa
wenm | | e
BEEEE
Ak AR

—7. [REMERERE ] (CX IHFESIHEEREEOFRGEANEISE
LT, 18 FIZ8ELRE) ~1FLLLENULEOMGY RADEYIRA
RICAFEEZREY 5, RE. IHHRKIEZLEDT LILF—ERERNTE
Y. BAOBRETLHEEBREAEFZTICARZEI S &AH D5, RED
REDOHEICHKEERZEE LHESFERZFOPRABHENOEEZRT S
B, FEEYICKEL2BEFEZS~OEYGEE - BERKASAEC 575G
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EERGEENREON TS, RRNGERENE LTIE, 1 V272 POk
SEHIE O - RERFAERED FO T ) B VIR ERNEFEND (K1), =2
L. A—FEYTH, 7UILF—MHREFEICLDEZZAONSER - RER
BeRDAGA ERBEREREICLSEEAONDGEAHY . WA
DEFTORELHYFLHDT, FEZET D,

®1 REMREFEICKYHESEECTEZAONLEY

FAILKR—R, PEXFA, AVYZTPF A bZaFV—)L, BO8TFE 274
WILAR M, 2982z F9F )DL, PRIWVT4FL, 2EXFD T, EERIE
ATAA R, B bALYFTMIDL, TAT—IL -T2, BETIVET T4,
faSgyEYLT NLTOBF Y LA, BRBERSSTOU, JLaFV—IL, TILE
T REYD, BBEIAZO-L

* : BRSEARLE
FEREMICLDIEFET7 LILF—MEFTRISEELH DI LIZEET D,

@ EMZ LD
EYHNBHTLHIRICEY . ETEREHT 5 ENTAIREG 8., FEIHRELE
HREDEHN =L DM HKRAEDNZE LN ONEIF TSRS S,
1999 FM2ERET. K2 IS5 FILLEREDH > EMIZ DL TDHIH. &/
B DLSTRtER%E, R 3 ICBIEFRDEREMZ. ThENEHT 5.

<RECHRIRRE>
FIEEDHREIELEMHE 12.6 % (FEE - $5EE 11.9 %, &E - 3K
FRIMAEARE 0.7 %). EMEMEIZRNTEZL, ZWEIC, P07+
SFRYDL, PENFS/ Dz, OXFYTOTUF M) DL, TEF
WY FIVEE, ATz FLEE 47Oz, AVKARYY, TS57F
Q7 b, MERBRIZKOIFEFL VLG, BRE L LTIE.
FFREAY50.0 %, BETA32.2 %. fBITS oHEA 14.9 %, BIERFRA
2.9 % T, DLST(X63.7 %L ERIZIBETH S,
O FREVUY (FEFILY FILEE)
RE&EE. IFEEREFEOEED FS VAT7IF—ELEREXRTC
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END, DEUHDIFEELEZEZAONT NS, BEEZXT ZLIKIFEAER
<. FFHE#g I, DERDEZEE LT 5 EIKIRIE & PRI DEED X IE
MR EERD D, VA ILVABRERADREIZTERES L FFO/NEMERE
T 435 ET DA ERBEZE L LHBEAHLIDTHERAEIEZHNET
Hbd,

O7t+72/2xY

T DROIERTAA FEEKERE (NSAIDs) T, PEMHFEE%
BT 5, BELGFEHAECETELTENGHEIMERETHHIN. ZRVE2.4
g DIRATORTHIDHRELNH D, —HAEERICHLERASIN TS, E
DA ICTHEREINSGZEELZWVN.TE 7/ 7200850 %lIEER
UGT1A6 Ik Y Ty nrBagIn. £ 30 %lLEEiaE S, Gilbert
IR CHESZSD) RV MEWVEDHELHLH, BAADRERFEEET
(FBIEF UGTIATI DERDHDIEBINFE L. BInF UGTIACZTE) VY
LTWBHITITIN—THEET S=H. 7T/ 7200708y
BMIISENMETLTWSEEELHYFED, MEBIEEDEERE LHESHRIEIC
B3 8EIER U541,

BESINE-7E 7S/ 2722200 5~10%IEF b2 O—L P450 (CYP)
BT [2KY, N-TEFILRYFT/ 4SNP ANERBISH, 51
TILEAFABEINTREAN M SN S NAPQI (X RIEHEDE < FFHERE
DEIERSE - EALAEREA. —SIEEEREEAZ LT, BREDFHLE
TZHfzo L. BEERILREICHIERT S, Y 4~8 %ld. CYP 2A6 [
KOTEZELHTa—LAREY G-/ FOFLTF7EITI/ TIV) A
R Y (R

NAPQI AMaI S MDIRAIZK YA TR EICERINETET 5 LFE
ENERINDN., —BICEEE CIXREBIAEREOIILE F4 U AREN
EFLTEY. FESENFKELOTVEEZLOND,

CYP 2E1 (XFF/NED L ERARE B (zone 3) DIFHMREICEEBEICEEN, —
7 zone 3 TIIBFRASEINMES TILAFA UVEEHEWI ENHIBALTE Y.
T bT 2/ 7 URFEE CIIAFHRZIRIED zone 3 ZHILIHIRT S, k
SUARTIFT—EDLERIFAMDIAIRAFRICEELTE L. ASKEFHEIC
FFIEENEILT 510, SRAEDRBTIIBENXEHIET 5, E 15 [ZHF
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EERENRARZTRY

15 7E 73/ 7 URFEE
REBIAEE | G TE T I/ 7T |y | TV O UBIAEK

ETTEER I CYP 2E1 CYP 2A6
N7EFIp_RoIx/ VA3 AT a— LAY
(NAPQD
TIVEFH AAGHK ERESFEHARRE
L ) l
N7EFIVARTA Y RFHERELRSE
afx)

REDOEEETIL CYP 2E1 BFEINTHEY., FRLIILIFFUEED
ETtHY FEFEORENEC Y DT CEELT HEKRMELNH S, CYP 2E1
[CTEEIKBEEIN—FATCYP 2E1 2538957/ /NILEZ—ILOAY
—T7ORBEEDEYIL, FAFRELTENETE N7/ 7 UREZEHE
ELTVSAEEMAHY . FIEL-FZEICETE 7S/ 7 0h 6 NAPQI
~DRFZEREL, FESZHRELLTL, 1999 FOLEFHETIL DLST
(FREL= 1560 I BFITHEET, 7 UL —MEFEIC K DREGFNEEL
TWAATEEM B BEEHRLZLY,

OR2s A= vk v nlvko all MY Ly NN

BEEEZR D NSAIDs T, G ALV TULNDAY, RBIMESFERE(Z X HRTE
BEEERTDHIEEZONTS, IRABE®D 0.16 %IZHRIEL D|ELHY .
KEIZE TS 180 FIDFEMH TIL. FIEEFD 719 %IEZMET. 711 %H 60 mEL
toEimETH- -, EYRARMIEER. |HE. BEFKR. BEX - @, B
BARZFED.AST.ALT DZERLRZETIDOAE < AbND, RBE. FHEL.
FERTKIEZ 1L EDT LILXF—ERIEFED T > HEEEFEIOASR T A
AT LTS, BERFRE & LTI, FFHlfESREREREZEHETI2 %
(BEDODLOEET) BT S 2HEA 8 %T. 1 4 BLIRDRIEHIA 24 %,
3HyALAT63%, 6 # ALINET S5E 85 % THDH., 6~12  HTOHOHF
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FEGIA 12 %, 1 FLLETOFRERN 3 %HFET 5. DT INLDI|METD.
BAREAZ6~4178 (PRIE 76 B). >/ 07577 F M)V LEEEDX
HERSUVRT7IFT—EORBEDRITHEEDOHEZRO TS, —7.

1999 £ D £ EFAE(ZTDLST &1L 31 Fldh 21 fl L EETT LILF—EDRF
[EEREEHFEDRREELHD (R2), MICBCREMTRROREIEZ

I HHLIHMEINTLS,
ORI EYH
AFIIEFEERD NSAIDs TH 5., RE, R, ITHBKIELHEDT LILY

—fERZEFE S THREL., THEIZE <. Bt S 2HEAZ L,
onxvyJazzoFrrYIL
TOEAUBERDNSAIDs T, FEZSOHRLEEF0.29 % (ZH () EH
2001.12) T#H 5, 1999 FD2FEFE CHMEREZTE EEEENKEH T, B
15 oFRISEL . BIEFFARRCHINHE SN TS, R5ER~2 » A
DRERENZ L., TUILFTF—MUEFICLEEEZOND,
<fEtd - ERAE>
HREEOHREILEYT 7.8 %THD, ZVLBEICT =2, AILNT
TE D, NULTOBF )DL, BEE/OLTOTOY, NARY F—)LE
<, BERREITIL. FFHARIEZERIA50.8 %, ;EEEIA35.2 %, RBitS o
BA12.5 %, BIGERFRA 1.6 % T, DLST BE1EHII ST 86 f5ich 36. 1 % &K
LYo
O AlLNTEEY
432/ RAFIRCREY T, UITVNAER EBIBERZEL. TADA.
=EXEEEICAV LN S, BRFEEAICEKY 64 %DAERFIT ¥-GTP A
FR95, £, 5~20%DEFT—AEICEED S VAT IF—ELR
RO LM, FESOHKEEDOBERIEITETH S, £HMEOERIMEEBUELE
{&2% (drug-induced hypersensitivity syndrome) d—2& L THFREEMNHKIE
FTHIENZ, REFZTOHMEIL1~168 (FEH4:8) T, x5S 0mE
FEMRELEET LOBEIR oG, FFEETIIRADELFEET S
M. 3/4 E DIEFI TARASFEHFRAR oS EAFHTHIN., L FEIC
[FREE . AEBEHRAEIXEE (vanishing bile duct syndrome) Z&F8%H. ZDix
BIEREA S 2B T D, FAECITHEITEUVD, BIEFRFETHINEE
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DEEIZZNEDRENH D,
O #vrALYF YL
REFFEEEIE D BBAFMERIT. KE (1977) OFERETIL 1044 515 19 4
(1.8%) ICFFREEARIELT-, T & L THMRESE T, 2FX. B4
B RDBEET D, ZLITMEMRE 1~6 ¥ ATHRET 5. -2
[CLBDFRTLHLIMESNTLSA, IRERMIBE 2 » BLRBRORES. . &
BMEICZMERLNH D, 7UILF—ERERSELZNN D, KB
EREIFLELTERAOND,
ONAV/wA=]: 5 ull Ay NN
DEEEEEDIMTAMNAET, IR<ALGN TS, 10~40 %NDEET
RFA#%E s AORMIC—BEDBRED S VAT I F—CELEFEEEDHHMN.,
—HITBEHEDHEZTZEI L. FT2(ICMRIEEL H 5. RIEFEETERES
FEEEIZEZL 2.6 A~ . 10FLUTAE T BZE L&, $HBIERT
RIZK DL 2 MUT. ZHIGFABIZZLY, BHIZZ <. REISRAR 1
~2 7 RIZEEZY 6 4 AL TIZIEREICDE D 6 ERIRAERREDRE
H 5. FFBEIE zone 1 ZHULMZ microvesicular fatty liver Zsx L. zone
3 FILDDAFHREIRISEZE S5, BIEB TIIEADI Fa Y KUY TOEIEHNED
bNd, NILTOEF R D LOREMD 2-TOEIL- R VNS kO
VR THEEEZEHIFI L. FFICRERABRD S BRLBHEAREC 53D EEZ N T
W5, /NLTOBF MY DAICEKSES FaYy RYUTOREY A VIILBREIZEK
Y7 oEZT7DEFHES,
onpay
L EMPBET. FFRESTE (SHFRER) OFEFEZEIITH. BHZE
BRLHEFRELOT ., FEELT S, REFTIEIRVOMEE 7 BLLE
DEfEAHY . MEEENRD LR GLHERANH S, FTEDBIRIEIR. FEL
NHY., TR VATIF—EDLER, BEEXT, BICIFBRKIEZF
5, A& T, POEIRBEBEOHHIIEENR 5. FEEDEE
D5EVNE D TITHIKIRIE, [LEIRFEETRIY 55, /N\AZ U ORBEWIZ K
5T UILF—RIGEEZEZ BND,
O7ZI=h Y (PTIZNEFVFAY)
LA FEASN TSI TANARET, BRFEEALHY. (FEFL£HITY
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-GTPALR L. BEO—BMED S VA7 F—ELENH S, HOHERF
FEEIIRANIZZ L, RARRE 1~6 BT, . D, )/ \HEX, #F
BRBKIES . AMIKIBEL L EDT LILF—EREFE > THRET . #oTT7 L
IWEF—MHENEZ oND, BE, FEX. BEXOM, HntERZE6H5
CENDH D, AT, FFEOEE RENTLTHSH., BEFE. BT
IoimERHA LI HD, HEFIERICEREILBHELT 2DTIEZ
B9 5, HEREFD S %IFXLTET 5HLEDHELH B,
ORENY

EOETE., BED DR, TILALTO—ITHBIH HBRFEFELEITILT
ALoh TS, REICEWT/NMNEDIERMSHEEEE EICER SN,
1975 ££~1996 ££(Z 13 BIDFF A EREMTE SN f=, EMTRE (RFEMERE
THEREZ) 28210 (REFT 3 B . RROIRAEDHLELD 6
EfE) ZfrE. BEFZTOHRMILS 5 A~4.5 FAZL\, —EMERFI Tz
KSR EREDREANDESZTET 5T —2HHAHMN. 7 LILF—ER
ALE, SLFRBEREREISER T EEA 0N 5,

<fBRFAE MEEFZEL) >

1999 FNL2EFEICTHESOHMETEEYH 10 % (FIR][FHE6.5 %.
ik EERHERK] 3.6 %) T, ZVEIZEBT7 T o0, 7o), k
SEDIL, Z7zPEY, BRI AILSE Y, AFILENERL, BRET
(X, FFHEREEZEIAY38.0 %, JEAEIA36.8 %, REiTS oAt 24.7 %,
BIFERF#AY0.6 % T, DLST [51EHI1E 38.5 % TH o1,
O BBM7IIPy

95X IZBY SIAEIRET. EMIRAR 12 B~68M[ (5 3 E[H)
TRIET D, RBLGEDT LILFT—EREMF S EH & R VEFIATRE S
NTHY., BEEFICOVWTIILEETHTH D, FESIEE~DFET.
Wik THRET S,
O 740y

DEMSERE. DERBGEICAVL LGNS S AMOMAFERET. RAEA
FBED15~50%IC FS VAT IF—EERZEH LN, BERIMIZRARE L 12 HF
EERLEEFDGD, 7IAFOVEFHEREAT) Y Y—LAL, S FaVFYT
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[CA-T7RbMUEL, 1 YAUR (&FE2 H) ~1 FULOFEBET RS Y
A7 2F—ELERZHLET HRFEEEET A .micronodular cirrhosis (7]y
EETHETEE) #XIERMEH D, VY IY—LA~D VIBEETEE (BREK
MICIZBEE RS, S oV R TICHT IEEICKYEBRHFXAEE
L9 5, FRTILEZRLEYIRIBZE T 5120, BIEIC2E8/R~4 vB%
B9 3, A—FZ2EFTA7IAFO0VDERICKLY (T BEOLEREEEDT-
LDH|ELH Do
O ALy LiERE
=7z DE VIS HREES R O EE 42 C 955, RSFEMRF 2 ORERRT
REKXT ZELDH D, BEDILTF 7 ELOEREAN S/ )L 4 FFAEEES AT
PEEZRKTHIEHITRIFEMTH D,
O ERF/nE> Y
/Mg sEINGIFI & LT, Mg, EEAELGEICAL LGNS, AR 2~
12 BTHEAS >FHEELTIHEZTEZRET S ENHY. BEEICSLN,
AFHRRHR  SAERTRREH S oG~ BBt S >Rk Z R L. BIEICH Yy A~
FREETDGENH D,
O EfEERKS5PY
alFEHIE LTS AL TRE, . FFREHA S ofF. RiDEIRE
EOHIEIE. AFELREEZXRT, RAR 2~6 » ATORENZ L. B
21X 1 FLULORABRICRIET 5. 2BEERK. BETIR, LIEIE. &HE.
FREXG EERBDH D, TUILF—ERERSHLDHALZ LD T, KBIMHEFERK
BIZKYRET SATEeMEMNEULEBBE KSS D UIX I EREN-7EFIL
FSURTS—EIZKYHFT N-7EFILESNTEELGTEFILERS
DU S, TEFIVEEEDET L FEEREICEESFIEH T OHBRELH
%,
O AFILEN
AR BRAFNHIZE L L CREICAVL LA, ERARE 1~4 B8 (B
(X 6~7 » BR) ICHHMEESEOHESERET 5, 7 LILF—4HFIC
&b, Ffz. 1~11F (FH5F) OFERARICIEMHFRHROFEENIE S
EDBHD,
O E#S> 40—
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HHAETHEREEMTHLNFERINA TS . BEMET, 10,190
HlOERAEFIS., 27 $1(0.26 %) ICHEFEZHREL: (59 - RZRY
S4 2 ) B o), BHEARREFTCOLHME 1 » BLRA~6 4» AAKX
WA THLHIN., REMARODRESNLHEET 5. 7 LILF—ERER S GEHI
NEZNT Ehn, REMHEHEREICLDIEDEEIONT VS, BEFITEE
DIFEE /BBt 5 2FICBE LM, REHlEH/ESIA TS,

<HILZBAZE>
FEZEDHEILILEYDH 7.4 % T, 1999 FOLERFETHRENDZLVIEIC
FATAZ, F7EFOU. SUVTII—IL, VAFOU RILE K,
AATSV—=I, BES=ZFOUEHEL BIRETIL, FFREA 48.8 %, B
EEIA25.6 % BT D omEIM 24. 7 % BIFERF XDV 0.8 % TdHh > 1=H . DLST
(£69.7 %THEETH D,
OH, 2B AHHEmE
DAFOVIZKLERMFEENDEGNALHRESINA TS BEROMET
(&1 A5,000 A~10,000 ADFHSE, EHANEDHETTIEALT LEEOKRE
D 0.68 %:FHREHID 2. 64 %[ KERFREZE (B) BH. 200.10]), —HB
DEEFITIER SRR —EEICEE (EEED2ELA) DS URTEF
—tE LR Z RO ERMEIRBICERLET 5, RUFEFE 2 »y BLUROH
ENZLN 10 7y A~1 FERORBESL HDH. PEEEDFENOPLEZ L Fi=
1 BH800mg RENDERAERSENIZZ K AN BT >FEFESENZL,
T UILEX—1 ERBMEBFEREICERT EE0MANHLHEEZONT
W5, RS = FOUICKLHEZTDHERF S SIZVHTHS ELEICH
WTIEROBRSHIORESRE0.60 %[= k) B 200s.3] ; REICEHTD%E
FEHRETIE, FESHRESEX) RVI1E, EERABICH LTI AF O URAD
A v Xtk 5.5, BES—FOUREAMNA VXL 1.7 EDHmEH Y (Garcia
Rodriguez 5. 1997)), % 5FtR# 8~42 B CHEZORENHRE ST
%5,% <50 mULDOFFEET. 1 H300mg DERA=RAENKES T.
T7EFOUICKBREZTLAOHGNH L,
O FA7m=>
FFiEAETHALIN 1999 FOLERETE 45 & 2HBEHHH D, =
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Erah o MEER (BX. B, 2. BEEORELGE) RREFTOH
FIZDULNT, 2:BMLIAAY 48 %, 4BRILIAA 85 %, 6 ERILIAAY 93 %
EHESIN, HBRMBHOREN KIS T, 7UILTF—HEENEZ N
TW%, FFEEEFET S >HEANLS < BIEY SHITITH/NERBEEDE S -
IR5E 7+ LB EHRAEIREE (vanishing bile duct syndrome) DI&ZERY
O 7m bRy THREA

FATSV—ILIRAIZK FFEZFEDHER ) RV EFEL< A v XLt 2.1 &3]
HFEINTWS (H,ZBEREREDEZSE), HHAETIEHRAED 0.8 %
[CHF-FEERBERELREINTNS (TR MSERD ) B 199.3) 0
B E5RIRE 3 B~8 BROFBENLZ . HERARORERSLHY. 50
BULODEHEIZZ < Ao, FHBEEFENZL, S0V TIV—IL
[k BDHF - BEREZEDIEEIL 1.67 EBESATHY (HEELRIE
(¥F) B, 20023). RIEIIRAR 4 HE~9 BRETHD, FENEHTH
B EMNLT UILF—HEFENEZ SNTUNS, Helicobacter pylori BRE
FEATIEImEYE D 1 BREKREEEL. BEANKIREL TEHHLIZKYIF
EAEDEERT B,

<IHBAEI>
1999 FDLEFETIE. FEFORSIEIEEYH 2.9 %T. THIT—IL-
D2 VIVEBRERID|MENZ L, ERRE TIE, FFHREEFERA50.0 %, EBE
BIA25.0 %, BB S omEIAY13.6 %, BIEAFX£HMZ < 11.4 % T, DLST
BEHEFIIMEIT L5250 42.9 % TH O 7 LILF—HD L DML KERD T
HEMN, DVARRITFZFIER6AINATRIT)DOKSICHESEZED
FEMtHd, HESZERERLE LTHEOEENZ VO, EEILT ST
BEMENH B,
O voRKRRIT7PIF
TILFIEET, FSUVRT7IF—ELERZRTILLHLHH. HEM
[CIEERAEFEARICHERFAZEMEIRS (sinusoidal obstruction syndrome
[SOS] : veno—occlusive disease [VOD] &FE) FRET D, REEYDT
J0LAVICHEENHDEEZA N, TRILI 72, BEHREHGE L
DHFARFIZHEC Y X093 L)\.S0S TIEERD H HIEK L 1=F. K AKELEN,
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HEGEDERNE LN,
O 2AEXVI7xY
RIXAMOTUER. TXA AT UEREZEHERFDIERTOA FHEE
MTCEIEBEICERIND, MESNTWBFFEEFCE. E7I/ILa—ILE
AERATERTZRE (NAFLD, RERARFH K UFET )L —)UIERERART 2 [NASH] T8 %
MEEMNZLY) ., peliosis hepatis, RAMRFHX. BB S -, FHE (REAE
%) b, FHES (2000) (%, 105 FID2EFXFS T UERAK S 40 45
(38 %) IZ CT HRE TR ZEHTE Y .40 fildh 35 FlILERARHEE 2 £/
DRIZHAE L TS, B TIE 19 4 ALILEERZD NASH 25 FFEZEA~D
BT, £ 6 &, 12 FFERAZOFEORELHRESNTNNS, FEFXFLT
TORURKBEYID N-TRAFILZEFL 72 WL DIRAEEFD DNA
EHRELTLWA I EIHRESh. HEREICREL TOERINH L,
O THIT—I 95 VIEREH
2005 £ 2 BETOEHTIE1. 79 %DEFIHFEZEERIET 5, 1992 &£
1 H~1998 £ 2 ADOEFIZ L H2REMFERTIE 117 fIHRESNTE Y.
BE5#% 2 » ALUIRIZHAE L=FEFIAS 69 151 (59 %) T. BIFEIE L=fEFDIE
EAENCDHABICREL TLD.EYIEX2 y AUE~T1 ELULEDORFATH
FELTEY., REELOEEFZEOHTULEL, EREIBEFREZESER
B, XE BER. BEGE. REFRRIEAST, ALT, EVILECDOLRLGE
T. DLST #&47 39 f5Ih 18 451 (46 %) THEMETH D, UL 6. FFIEFTHRIEIC
(. EBIZK > TT7 LILF—MEFEARE L RBMEREREO LT AN
ELTWWA30L#RIHKS,
O ZIL2=XF
FEXTAA FMET L PO UZERERETIRIREICAL LGNS, 20
~30 %DIEHI TIEIRERBEEEDEED FS VAT IF—FLERZER
HHH. IRAMBGEHIDN 4 BNFERILT b5, BREEFEICTHESOERE
L7=IERBIE 5N —EDIERIEFBH 5 TULVELY, ALT 100 1U/L LA EDRF
PEEEILO S (2001) O#ErET 331 Fid 27 41 (8.2 %) IZR 54ht=, 1001U/L
LUTD RS URT7 I F—ELEEH B89 i, 26.9 %) L EHTOHETTIL.
FFEZEREE CTOHAMIE, 8 BETAH 39.7 %, 13~20 @AY 23.3 %. 48
B (1F) UBEMN14T %é., JIEMORTEL o1, FFRESE LEH
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S omBEDMADIEEZTEEL. 7UILF—EREHESIDBDEZ L,
FA2ELIRGI 0T EHIEG CIXLETMRRE 320, ULt S, HF
E LTI, REMBFEAREICLDIRENEZEZAOND, FESHREZOMLS
TILE I FRURBIDATHRTIX. BETEHEN>EARERAKER
HYD—D (FLU-2) DREMAEMN Tz, FILAZ Z FIXCYP 1A & 3A THH
SN, BFIZTCOYPIA2 [ETLE = F&EKERE L TEERKBIME T 5, CYP
1A2 USrD CYP [CE YR SN THE CI-ERIEMIIFEEREZRT 5 &
WhnTEY. CYP 1A2 DEGEFZSEINERMICHEIREL 12 5TTHEEN H D,
EUEE THEEHRERIMELD, BE(ZT CYP 1A2 AFE IS EHE
BLTWAaREEAIERE S TLVS,
O ArFLFY—F

ERMENECTRENFERLHY . idhAFIE LTOERDM., FEETY
I F. ERLEICEFERINATWS, AEKREE. IRABIKEEIZH
[EELNRE. BT D, REEMCHEELHY .. DHAICITAEAE. &2
B R (BRARTRFELD ZERO DD, HEITEHEITRMEIEHET LIFEE
ICEY., HEOHZELHD, BEEREHEY L. FEHAMABEREEIC
FURTEFT—ELEREZRITN, RHEILOETERTIIEL XL ST
[CITEBEERBEOFERETVELT S, alnE . BERICHERREOH L EHE.
FILA—ILZEREBTIEELELOT L, S URT I F—ELRIIERDK
BETHET S,

O 6-AILATETYY

T UERETEN Y U\ AR FS., RENHERLH DD TH
EMBEEICANON TS, A FILESNTELZRBEDD 6-4FIL
ANATET) OhFEEZELTEY . EREOKRMIBRGERE L ATIE
ELHHEBET 5, RABMREEFIZESLNT, BEFXFIHA401) DB
RIZT., HEZEOREENGS LD LEDHMENH D, NERIFEHET 6 # B
~2F (F91.45F) OFEATHEZSORENRESNA TS,

<leEREE GEENEST) >
FFEEOREE LIS 7.2 %T, 1999 FOLEHET, YI7oE
SURP) ., A V=T RIM), $5YRLIFEYD L, #7059
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v, LbiRzoxyir, /uonxyir R JooaxYor X
WIF7A XYY —)L- NUXANTYL, TUEFIIVEDDIBICERED
Z\\, BEERE TlE, FFMREEZEIAY52.3 %, ;EEEIA31.8 %, BEH+S -
THEIAN13.6 %, BIGERF2AY 2.3 % T, DLST 51445l 34. 8 % & [EMEEEIL
KLY,

OAV=TF7ORHAYVZaAFUEBE RS F; INH)

FERELE L THRLLC(ERSINTEY .. BHEFESOERELL 1%L
TERESNTLD, EYHEFEEOREDHDH/NZT I/ YY) FILES
WO L) 27 0 EDVEDHRABE L. LIELITEREDFENHE
Thd,

INH EFRBIRR BN S 3 ¥ BEE TICTEERIZA—BMHICEED S
VAT EIF—EDLEREFEITZEMN 10~20%DEF TROENBDH, KEH
DEFITIEREEHHEL TS E 1~4 BRED S BT8R, EEET S, L
MU IR5EIR%R 2 v B~1 £ S VC, —EBOMEFI THIESAIEE L HY
EMrpit LGTNIEEREILT 5, FEFIFHEEESE LRETAKE
NEEDH, —EHOEFEBRVNTT LILX—DERPEFNEZRET IHBER
BEETH51DIEEEL. REBMEFERBICERTSLEAONTLNS,

INH (Z7 2 FI/Lib (RIERBEHRR) &Ko fiE (EEAHEIRR &0 2
DOFEFRTRBEEINS (E16),

AIE DR TIE, PERBYDE/ TEFILE FSDUNEREININ
MCOYP [T K Y RIGHEDTRVMBHEYIZEIL T 578, rapid acetylator @
E FIHEENMEC YT NEDHENHIN., TORINEXIFI HX
BIEREZLG, —A. REDIEFRTH. INHhydrolase [Tk Y FEHED
HHEIE LT OUNEREIND, ERTZ D UL slow acetylator DEEFEDA
DNERINOT NN EMD, #HIZ slow acetylator THIEFAREC Y 07
WEDHELHY . RAIFBRBOHROANELELGEH>TWS, UT7UE
2 1% INH hydrolase 45 CYP 25589 5D T. #HAIZT INH OHEKEY
DEBEOREEEL B Y ESHAEEIL T SAEEE L IER S TS,
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16. INH DLEHEER

INH

7tFILE

7+ FI)LINH ErRSPY AV =aF Bk
E/T7EFILERSDY gy otas
CYP
CTEFILERSDY
HEFHEFRRSEME

O USVRILIZIFZFEUDY (RWIF7HSDV)
5-TI/HYFIEEERALT7FEYDUET JHEE LI-FERIT, BN
BEICKY T VEENUI SN, BFERERICAL LGNS, KE5 DI
FEEERFEZ 1 v AURIZEZ Y. 25 %0 EYEEE IR
(hypersensitivity syndrome) DH THEZFZFEDHEH I EMNEZL, KSR
73—t LR. AMmMBKIES, FREKEZZED. F-HERETEROHT -
EDHMEL H D, FHABRIIERDRFEREETIENET. BB S 2HE
(FD7ENDY, FFEZERMERSFIEE KT IHE L H D,
O ERTIEFI1Y
1997 &5 b HAE THERAMNFEIE SN -EREHRIT. L E TOFESH
EHEREDT—RETR+RTH S, R TOREZTDOHEIL 26, 000 FlD
ERAFIZS FIORFESHRAEDERS K. 45, 000~54, 000 1< 1 510D FAE D
EhH 5, ERRE 2 ¥ AURIZRET SEFHKES T, —EBOEEH
T 2~6 ¥ AOFERARIZFKEL TS, EEGHESIEMRA 2 4+ ALIRIZHE
fFEL. WThDERELHY . £5EER. BETIKR. BARK. FE. &
FERRIT EEXT, 7 UIILF—EROFERERIE S 2 S EHIIE D74 <. 8
BB I X B BRI ERER DR VT KB BT 5 B E 3RO, FFICA
FEEHS. 2 y AL LORARICRET SEfLHLZ ML, REEL
T, ZFUILF—HD10DELH 50, REMHEREREICLSLDELEFEN
TWAHREMLH D,
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O Z—a—x/n RhEX

Ao7axHT ., LAR7AFH U EDRELH DI, FREEILS
WZEMDO L THESREIFE THDS, BEDETS >FR~EEED
FREEE XTI,

O EZYF=F

FEHEORVMIEREET. FHREEFEOEELZEC T, AEKEFN
T. PUILXF—MEFICKLOIRELHYFDH, BEEREE<. FHTINH, Y
27V ED Y EDHABICHESAREI Y PTLY,

O Z)iary—i

)7 Y—ILRDIREEFIT, 5 BREDEF CEE—BMHEDND LS VR
TIF—CELRZRH5, RAMB®R 4 B~1 5 (F45130 H) THEZEHMN
fE, AEREERETEVNESINTVWSD, —HAZKREFEEDREDR
H3H5, BERBLIUVETS >FENZ . EHOEYEERML TS
o, BROEREELZFOHNZ L. ZLITEREYORELEHETH
5, FFHEMRIIATHRERIE. BT S oFIER o dh, RSFEPMARED
REITR SNV, EFEMBEHETIL, FFMEOEE/ MaAEOEM, /N
SHYRRY UEHAMEEODERI POV R T7HEREL., REMFEL
TlE,. BETZTLEVELDODEITKBEMFEAREICL DD EEZ SN TL
%,

L R)T7Y—ILROMEERIDA t5aFYV—ILTH, 1:8~9 » A%
([CHFEEQREFNRE SN TNEINELIETERE2 y ALUBORETH S,
FFHREfEER. EEE. BEAS >FROVWIThEHY. BHHICRELZD
DIET7 LILF—HOREEN, F-EHREZORETIRBHFERENR
REEZOND,

BISHED b2V —ILLRBZKOFEZTEZRET 50, EHETIEO—
23 VEIDHMFETINTILND,

O )77 EL > (RFP)

FEBIMEYMEOIIERET, ZLDBEAVTIF (IM) HELD
BrREEMNMTREHONTULSRFP ZE U ILE U OFFMEREA 5 BB R~ DO HE
EETLHNDT, —BEICEEVILEVIEARONEZENHD, h
EIFRNIZ, FFEEITRERRE 1~8 BEETORENS <., P2 4~T
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s BEDOREF L HDH. BMERADIGEEIE. 7UILX—MHIFEFLEZS
NTWBH, EBEIE INH ZELRASN. BREYMLE L TORENRE S
FENEZL, 1999 FOLERETIE. FEDERKENHY . DLST EHEIL 1
577l E1E < Steele BHIZKBMATD AR TF 1) X (1991) [TElX,
INH B2 Xh{sE I Tl 0. 6%, RFP B¥R{HEREITIL 1. 1% DFEEZHRAEIZxT L
T. MEDOHATIX2.5 OFEEHLARE SNTLVS,

INH & DGRBEDZS . BEERNLEEMS N & —RIZT LILX—IE
K (RE. RP. FERIKIEE) OMENAERLNGENI L, BRETREE
FEENRONGNI LAEND, REMEHEAREICLDREENAEZ S
NTUL S, INRFP GHRBERFOIFES R 15 HEFETHE ., INHE
MERFICLE L TRERETHI0OMEHMMITH S,

INH (ZERRD K ST EFIUESNTTEFILE RSP EL LD, slow
acetylator TlIEE FS O UMNEFEL. SIMRFP IZK YFE I - /KEEEE
RICK YK ESNEYHIIFEZICEASE L TUL\SATEEEMN e SN T
LS, T=7=L. acetylator MIKRE & FFFEEFKIE & DEEIZDNTIL. B
DRMATE->TIND, SEhE. 7ILO—ILEEE, EECEBUEEEE
S2TWEE., XFBEREOEVWENHRABEEIFORESRIENS ) RV &I
HEfohTlLb,

<hEE>

1999 FOLEREICLNIE, EFREZE 1 FlICEELHET- 687 il (—HAE
Eh. BRERZEL) T, 2EEYHH22 EmZTHS, LML, Ihb
DEYIFEZTREDHEENS LIDOIFTIEG L., FREENS & &R
LTWWEEDEEZ NS, ERICZEHREODEYTHEINATLSA, B
BEIBIZERS Y F )DL, € I74FT7L, E2700)L, EES/
YA o2, €77V FMIDOL, FUOEVY D, 27ARY)—)LF b
oL, RRAKRIA LY, 95)RAIAL 2, FEXUV) D, RILINYD
BLF )DL -TUED)F M) DL, A SRRL-VFREAFUF R
)L, EITISLERFUIL, EIRRFFILTOFEFIL, JOEFT
T RUDLIGEENEITONS, ERRETIL, FFRED 51.3 %, EEEN
32.9 %, RETS oHEA 15.3 %, BIFERFXAY0.6 % T, DLST (£ 50.6 %T
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G THD, dH. 2004 4 A~2006E£6 AN 3 EMIZEIT MY TXFY LT
ML GEEERERERN 104 BN ISERT SBHERFRIZK DA 3
5l (50 AL, 80 MAKBHL LM HESN: (BEER - EERRFRE
P1ESR 230 5. 2006.11), 80 WD 2 EFITITEFNFN 2 BRE. 7 BEDR
FRRIZHAE L TLVS,
Ot 7 = LZREH|

BNA—t> FOEFITHEAPIC—EBEOERED FSRTISF—ELER
NRESNTNEH, BBRLMBELEGLHIFEFTIHTH D, EREENFLY
=&, MEIILLENS < BRFRESHEEESE., BEE. Bt S -
DWVTNEDNRESNTEY., PUILTF—MOREEEZ 5N TS, FH
SHEDEENHDHLNDD. 1999 FOEEFETHRSDLEMZ I >-H DI,
Y IAFT L, 7708, EITFIVFRIDL, ETAZY—)LF
F)DOLIGEETHD,

OHILINR AR LFRBH

FEEDRIEE LT T LREBEMTH D, 1 SRRL-VFREIFUF
MO LIRS 2516 HlICCT—BMDEED FS XTI F—ELEFEN 1 %D
EF TAHBNDH, FBRERMNICHBE G HFETRIEKIZEAELZL,
OR=I 1 U REH

FEROHMERIBZTEYOFERHEELZEINLIDT, BT LEREREZR
L TWLDBDTIEELY, —RRICRABR =) DBF|Z &K HIFESIEH T,
ERAFICERT 510N ETHS, LFED T & EBMREHEENE LD
DELTIE, ERZVYVFRYDL, FUVED) Y, PEXFID) D, R
WINGRALF RO L - TUoEV) o M) LBRERIGEENZEIFEND,
BUMCBWTIE, AFIRZDYD 9FTSVBNA )DL - TEFXFID
VEREEl. RYNIRLFR) DL EXRTD) UF M) O LEEFINS <
H|ESN. 5 MULDRERINS L, FRAMIAE 1~8 BT LILF—EK
EESOTRIET S EAELC GFIC 2 AR LOFERABITRERLATLY).
FAE&EENEL . BAOBEEREICTRRICHEENFHRT LG EMD,
FUILX—MOREEEZOND, VT TSVBA) DL - TEXFID) Y
BERICLDFEZEXT7TEX V) VBERICLS LY LEEASL. BT S
DIHEMNET. EBREICEZ . POBRICEZIMERLH D, BBt 2FEIC
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HBULTIE., IBEHEEIEEE (vanishing bile duct syndrome) &% Y RIEIZE
HExET HEENH D,

o7/ 854 FREA
ELEIURAYA VIR FL— KB EICETS > HEOFESE
NEAT, DT RATA L UFEEEKICK > THHEETBEVD RIERDIFE
= (B 2FENZLY) NEIY S5, BE5FIRERHB~3 BRI THRET
5H. BICIIRERTRICRET 58581 H5. LIELIEERMEEZERBZRDIE
K (ER. R, BEEGLE) ONRERMLR N, I, P, IFEEEKIES
BEDT UILF—EREFED S ENZ L BREICTRRIIHESIERT
5T END, TUILF—MHEEFENAEZ ONTLNS, TRMOTI/ BS54 K&
REMETIK. X2 RA%A4 20 95 )RARAD Y TORATA Y
VN K BIFEZEDHELH 5.

OT b3HA 0 UREH

BT FSHA ) VICKSIFEZTOHEEILKE . SREDF#IRAESH]
TORENRESINTEY . BICHARA2EER-T, FFEBE T/ NEEDIE
PiIFZEL. 2 ba2 RY 7 TOREME S BRILDEFGZENREIN TN,
e IR MR OREICREAR L TSN THERAZEALSINETH
%5, —H. SEHSELGEICVRAETHERINDERI /Y10 UIZ&D
FEEL. FREENS LV -ONLEERNZ CHRESN TS, R5RHRER
HICRET LD 21 MUTOEFERICEZ<.. FHESENAETTLIL
F—HENEZ GNTWNS, —A. 4 ¥ B~2 FLU L OREAFEAHFITIL SLE
HRIER Z OB IRAD BEICH 570 E B REMTFREFOIFIES %= RiE
I HGEENH D,

<EAE>
FIEZEDHMEEEENH 4.7 % T, ZVIRIT/NEERS. €55, BiRS
EfR, —MRIC, REFTOHBIE, 1 »ALKN 4 %, 3 7ALILLE 29 %
EPPRWMEFNSD D, DRERET. RE. EHEER. BEEKGET
HHMN. T UILF—EROAMEK - IFFEIRDIES 4 5 FEXDEL 1999
FOEEFETIE. FFHEEEEE53.9 %, BE% 35.0 %. BT oiF
11.0 % T, DLSTR514®RIL51.3 % TH o= (R2), RADIFHETIL, DLST
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GHEENEBICSHEELEDI LT, ZHICHAWVWADITERZET HEEINT
LD, $FITY) VBRI EILEEZE L OEYDBEITIEEZET D,
O /NEBRAE
YA, N\VF AT B4V, 2000, AV avF
AVESTEFITHY., BERXLEEIZERANONDS, FFESHAERIZH
B, RBGEDT ULFT—EREHES LONEL . ERGREKFIZAS
MTIEL, FIEIX0.64% (2,495 50 16 45)) . FAEF TOHAME 8 BRiH
EBHELLEARKIZIFITH T (R YVLTEH. w9, 1999 FOLE
FAETILDLST HERIF 1T Flh IflEEETH - (FR2),

<AKBMEEEBERF (WK% - SELERA) >

1999 FOLEHREICT, HEZFOHEFTLEYH 3.5 % T, ZLVEIZ H
AgYRJ Y, PAILKR—R, RTVEKR—R, JIURVIFIF, TN
LRAZ Y k&< ERRE TIE AFHREESEA53. 7 % JBETAY25.9 %,
AR S ofFEIAN 14.8 %, BIERT 5% < 5.6 % T, DLST B5144IE 20.5 %
CIBRETH Iz, ATV AV DL S GREMEHEAREIC K DFEEN
ZLEENTZIZD. TULF—ERERCEDHEN > LB b,

O 7AILKR—R

a-7 )AL F—EREFT. BREARICAVLLOHh, EEGHESH
10,000 AIZ 1~2 ADSEETHRE SN TS, 1999 FDOEEFHETILDLST
(51T 7 2B TRETH-1= (F2), 2000 EIZFH A 1993 F 12 A~
1998 £ 6 AIZEST L= 125 BT DNTHRETL TLVBA, FhizkbE, &
FE(XZMEIZZ < (62 %), LABLEEICEEFHNEN o172 %), RIEE
BoIE B 59. 0 /. XD, 9 mEPhEE, FERT. BERIEFHRE. &HE.
BEE. BETIRGE, ZFUILT—ER (B2 161, B2 HI) Oirfcekis
% (6 4) #RBHZEIIIFEFIZHLL, EYRA®R 4 BAUROFEEIL 10~
20%. 1 FELINDRIEF 98 % T, BRYIET 1 EZEBATREL TS, BEE
HITIE, 12~20 BTORELEERD 25 %EHELZL< . REELEHEED
EEILFRD 5N TV, oL 2 HIOBPERFRFIETHIZFRHT D, KL
FE#RETHE. TLULF—MIFEFEVLSI LY. REMEFEABICE
L CHEZENRET 23DEEZOND,
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<ZFDih>
1999 FO£EFFEICT. /R - SIREEMAE FAZE 0. 7% FFRaFFAEE (0. 4%) .
G HNHIF (0.4 %) . WbFR - A£IEZRFAZE (0.2 %) . BRBHEFE0.1 %),
RILEVEMG G %), M7 LILEF—FEQT %), EAZIUFE0.8 %), —
IRFAEEMRG.8 %) LN, FESEZEC LTS, BAERE T, FFHEEE
EEIA46.4 %, BETH32.5 %, BEHS oFEIAN19.6 %. BIERFRA
%< 11.4 %T. DLST BE4EHIIEMETTHIG 32.1 % THETH o 1=,
O ZH¥FH+TUY
REFIF E L CERBREEIERAINTWS, JILEFF2 S+
DRI S—ETREEINDE-AIWHDT T 7 B,6 s A~5FED
FERRICRET S, BUHOEBERES, SSEGEOEREEREEFOESE
[CRIE U RV DEL, £HESR. BEE. R, ER. BETR. EX.
@it, TH., AERD. BER. BELGEEEXL, ETTLHLEK. B
BEFRIE. FFRRAE. SREPEE 7 & #5320 5, FFEBE IS H Y (peliosis
hepatis. fHRFAZEMEIXE. FHEIMEBEMAR B (nodular regenerative
hyperplasia [NRH]) A& 5N 5,
O ¥I74IILAR
2001 EMLHFTEEINTWAO O M) TUZBERERET. REXWMEA
BICHWWLONS, —BEIC SV RTIF—EERERITHNEEIRT, EFH
il L TH—RRICIE 3 » BLUIAICERIET 5, LA L. 3 A~18 4+ A
i 5DfIZ, #IZ (0.1 %Kim) BIEDESZER-L. €0 1/3 FXEE
b9 %, BHEFFRETEAHLME SN TIND, BEEEHIZIEITF I 2ILILAR b
1BRSEN 40 mg &Y+E 80 mg DEENZL, FESIIERMIZZEIZE
<. Ffz 40 RELBEODEEEICHKEL TS, 7 UILX—EREHFSIE
FIIIERIZDEL, Choh o KEMHFEAREISER T S REDAIEEEHGE
LY 71 ILILAR MIE CYP2C9 12k YU A FILKEEIEZEZ T TULN DHDAEF
EHEOHLIPEARBYANERBIESNDESNTE Y., —HRIZCYP EHEA LM
[CEWI EMERESN TS,
O #OBEE (TR FASFUVEEFIE TS5 R T EEIOER])
RASTOLZEIZIRT S > FEOFEEEZXIT e HdH, HESEERK
#32H, EVILEVIZERTAMNAP LRITEE., y-6GTP (FIEEEICEE
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530D0%0, ChlF, TR FAOFVICKDFHEEMEEAIRLD S
Y RR—%— (MRP2, BSEP) MREIZ KD EEZ NS, -, BH (%
rA~20 M%) ORARICITFORR 4 E %8 R 5 (focal nodular
hyperplasia [FNH]) . BREE. FHEZREIT S A H D, £Ff-. TR O
OIS ERDEBERFEHEMS & 5= HIFfRISEZERLT S LN
Hb
O PRI 45 L
7t F7ILTE FIEERETHEREZICHV O FFESIARARIEE 1
~24 BIZHIRT 5, FHEEZTREET SLDOMNEL. 7 LUILF—EKE
DI, REMHEEBEAREICK DREDTHEMEAGELY,
O ZEBRHERTRA F
BHRILEAERIEEL . BEFTRMENG EICFERASN S, G, 7L+
MERTARA RT, BED LS VRTIF—CELEFOEAS -FETET
DEEF#RCIENDHIN AP DLERFFEICEETH D, FEBT
(& zone 3 Zhulv& LT-RBit S 2 iFBZRNH S, EMIEE L NILTORTS
WMEENEREIND, WTIEHDH., FOBITEL REFIC peliosis
hepatis. FFERIE. RTHERRiEZRIET HEHIHH S,
O EAXVA ULEFUEBLF/—I)
=SHAE. REICEALESGEIC,. EFENGHERER 225, FIZM
ARETTEREIR (BEK) Z4E5. FHE#ETIE. 2 (FRER) DE5E
EEREELAR ONERAEH SN TH/MET %,
O FZREILFAIFINL
FARBRANILA T A —CEREEAZHF DBPIRIRE T, 5% S<
F1~3 v AICHEEZRIET 5. FFHRESENZ <. 1999 FOL£EHRE
TILREA S > HRITEL, FTIV—ILLGE, hORBRIRETHLES
EHRIET HH. Bt S oFEALENZ L, BHEIIHOCE|EBRAIIRIEL &%
FESEELEMNDREL H D, EICTUILF—HEHEFIZLDEEZOND,
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K2 SPILIEREDH =Y. HIR. RELLUDLST HiER (1999 F2EHRE)

e _m E DLST
P —HE pE || DL | e | B | B
= 3_—*.2 == xR ==
TRAE) Y 21 9 1 10 1 0 8/18
42 TErTE/ Tz 23 11 3 7 2 0 | 915
2, 4777z 10 6 1 3 0 0 4/6
- AVERARLY 8 3 2 3 0 0 3/4
B &% (€TRGH*) 9 6 2 1 o | o | w6
- &% (P LERg ™) 9 5 2 2 0 0 | 6/8
Foel oHa7x+4 Na 41 16 9 16 0 0 |21/31
B | J3/707xy 7 4 1 2 0 0 | 4/6
-~ * D+ LEE 12 6 1 4 0 1 7/11
Oy 707z Na 17 11 0 3 1 2 | 914
A - SR
aJy J)—
R 17 P 7aJ)/—L 7 2 1 2 1 0 0/3
AILNTEEY 18 6 2 9 1 0 | 6/11
o wE/OLTOvoY | 10 2 2 6 0 0 | 17
4% Fr N)L 7O Na 11 4 1 4 1 1 0/7
NAR1Y F—)L 5 4 0 1 0 0 4/5
JI= kY 19 14 1 4 0 0 4/9
HR7LIL | AFFEIF 21 4 7 9 0 1 | 4116
£ +5 ARk 5 3 0 2 0 0 1/4
FS=Z5RX b 19 5 4 10 0 0 | 1/13
ToOIYY 11 1 4 5 0 1 4/10
EEE7T J) ooy 14 4 5 5 0 0 | 1/11
fEiReRA | EE—HLDEY 5 2 0 3 0 0 | 2/4
£ FSEDIL 9 6 0 3 0 0 1/6
=71 FY 8 3 2 3 0 0 1/3
AFIL KN 5 2 2 1 0 0 1/3
B> —FoU 5 2 1 0 0 2 2/3
DAFOY 6 4 1 1 0 0 4/4
I27EFOV 13 7 4 2 0 0 3/8
i f 58 oY 7"3“‘/“—)1/ 6 5 0 0 1 0 2/4
E 7 A 7\3‘/—)1/ I - 5 0 0 0 0 1/3
37/7“"77t” “ 1 19 11 0 7 1 | o | 310
ZAILEY K 6 4 0 2 0 0 5/5
FATO=> 45 12 19 13 0 1 | 35/39
JYRUYSE KR 5 2 2 1 0 0 1/2
— 7 HILR—XR 12 6 1 4 1 0 0/7
*Eﬁ%ﬁﬁq R Y HR—X 6 5 0 1 0 0 1/2
kogyay o 19 11 0 7 0 1 | 3/15
I/NILLARER Y b 5 2 2 1 0 0 1/5
TILEY | BEEI LIS/ Y 6 2 2 1 1 0 [ 12
GBS B+ J—)L 8 6 0 1 0 1 | o5
FF7IYJ—IL 21 7 8 6 0 0 0/8

(o)
o




JOEILFAOSUIL 14 8 0 5 0 1 2/11
TEXIU) Y 9 5 0 4 0 0 2/4
TUED)Y 13 7 2 4 0 0 5/5
EXZS 1) Na 42 21 5 12 0 4 | 917
771 Na 17 10 1 6 0 0 3/8
o770 24 11 6 5 0 2 |10/16
tIARZY 2 Na 6 3 1 2 0 0 2/2
Lo ESY Y 5 2 0 3 0 0 0/3
AINAL - VTRS 3 3 3 0 0 | 55
F > Na
BRI+ TS 6 2 1 3 0 0 0/1
T IAFT L 33 15 5 11 0 2 | 6/13
74 x4 7 1 1 5 0 0 2/4
g | ZITUZIL 7 1 2 2 0 2 2/5
RENE | 5o ST 6 3 0 3 0 0 | 1/3
tIFI5 L 8 3 0 5 0 0 2/5
I k) 7EXYNa 6 2 0 4 0 0 0/2
L IRREFIL 8 3 1 4 0 0 2/5
I A%YJ—)LNa 13 9 1 3 0 0 3/6
< =N |
;/}bﬁﬁx)bﬁ =) 7 4 1 9 0 0 9/3
J0FFX+t 7 Na 8 3 3 2 0 0 1/6
SR EXtETINa 6 5 0 1 0 0 2/2
H5)Z20I(4Y 10 5 1 4 0 0 4/8
B/ Y140 18 7 5 4 1 1 4/9
RAKRTA OV 11 10 0 1 0 0 1/3
OxXs 20314y 6 5 0 1 0 0 0/3
AY=F7K 19 9 1 7 1 1 7/14
yI27oEDY 26 16 4 6 0 0 1/7
= < <
%E§/7u7n#ﬂ/ p 1 0 9 0 0 0/2
=4, 3
g%ﬁﬁ P RPARE 2 S 17 8 3 5 0 1 | 29
LRzax4oy 14 7 3 4 0 0 1/8
i»77}h$ﬂ/— g 9 3 1 0 0 9/3
JiLzaxyoy 8 3 3 2 0 0 2/6
MERE | )4+ INLEY 5 2 1 2 0 0 1/3
s | THI—I -3V | 2 12 4 5 4 1 | 714
ZQf | /NBZY 15 7 3 1 4 0 | 214
FTHoOEI 12 7 1 4 0 0 1/6
AT rExF—1 -
AT FFRILF—FE 5 3 2 0 0 0 5/5
sk
wEaE | &R UNEERS) 18 9 7 1 0 1 | 917
BF (555 5 3 0 2 0 0 3/5
5% (Bi85) 5 1 2 2 0 0 3/5

* o [EWERTEH IR
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#& 3. BUEMFRBIDERZEY (199 F2ERE) °

EM4 Fiy | FEFETOA DLST T
#

A%y a7z Na 47 27 (+) FETC
FELPI/ TV 59 3 (+) e
FELNFP2/ Oz 44 40 (+) acyez
nNar™rFe b7/ 78R 36 3 (—) e
FRAEY Y (FEFILSY FILER) 58 5 (+) acyez
FaJy/—)L 68 9 AT
AoXJawaoy 53 67 (+) TS
/N)LZOEENa 24 AT
A< EEY 20 17 (—) FETC
BTN 63 7 (—) L
SUVTSIV—= 55 30 AT
= E RV EC DY 58 90 (+) FETS
bogyayor 66 110 (—) FETS
7 HILR—R 64 78 (—) A
ey O)LFaoesy 71 60 e
o7 LEIY 54 12 (+) e
RARTA Y 48 60 (+) ey
=1 I R B 61 7 (—) e
AV=ZTIFR 45 57 (+) S
ESVFIFR 49 40 AT
JILE R 77 30 L
FxooLyoy 28 (—) A7
TFHI—IL 56 30 (—) AT
THI—=IL-95T)L 60 15 (—) A
THI—IL-95Y)L 40 48 (—) AT
Nnagy 56 10 (—) AT
Nnary 58 12 (—) ey
Nnazy 67 10 (—) FETE
o +—1 (BHaEHD 47 44 ey

JE R /TR G 70 7 (—) A7
RUNEBET7LOCEY /0O MAOSFR 70 (—) AT
AIYZTFTOR/)ITFUEDY 75 70 e
AIV=ZTFOR/)ITF7UEDY 52 180 FETE
AIV=ZTFOR/)ITF7UEDY 68 65 FETE
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hERE 50 (+) A

gFETRAM g 30 8 (+) A
FarI—xR"W P brFI/ IOy 36 (+) A7
MERBEE /DO JxFINa 32 20 (—) A
sy N rAXIER (+) A
NL7oNa A AgRE OO o Y/
. . 1 — A
LiRAZO<To Y 3 900 =)
I ,SENRL/ RFEZI A YD
. 27 14 — s
SU/STENILER—)LIEMN =) 7
EQAs Ky 7423 TS5/
of e 7 68 7 (—) 1o
JOJ 2 /7EFILYY FILERIEH
JO+I K /REQ/ 59 ke
77 b= 55 50 (—) sy 2

/7 a8—L/TIVT 7Y UED

—MAERMRZEST. *  BERHREPLE

3. BEMERDFIRIEE (FIRIAE)

FIERDOERL, EVIRA L FEZSOZBEHEHMICEET S L L.
DIFEZDOBRNZEHTH S,

WERHHAETIL, 1978 FITIRESINI-ZHEEE EWMEITF. 5 I3EEY
EFIE=ReEk. 1978, p.96-98. #IEFNR) ARG TEE=MN., 7L
IWE—EFIZEEHEZFICOARIGLI=LDTHSZ &, BHDOKRA 2 R E
1 HEW ) D ERRIFERER (DLST) DARFIEDT=OIZEADEIZ L& L
SREDH oz, TDE.. 193 FICHINEER I VoY AKEDOZIHE
# (J Clin Epidemiol. 1993:46: 1323-1330) AR L REIN T =,
S FRIDBAFRERAETOEREET. EVELGYICCINIZCFEMAT:
U UVVESHRESEN 2004 E(CRESNT=, TIIFR A ITRIRATYUIT%
ALNTZHETI>EDT, ETAT EAPENMSIFEEZS2HEL T, 820
BERCEIZRATY VT ETD. RADEBEICRLU-HEREETHET S L
DTHD, CORAT ) 2T #EWMHERFIEE 683 4 & BRIMERI 99 il & (2
TlEHI=E T A, BEIL 98. 7%, HEE(X 97.0% & RIFLEHIENTA =,
Ftr=. RAT7 YT EFTSICHE=2TDR =2 TILERDIZFRT,
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#&4 DDW-J 2004FEMMFHEET—2 a3 v TDRa7 Y >4 (i 2005; 46: 85- 904: Y5IH)

FHmfarEE R BB S 2 EILREE A7
1. FFEFE TOHARM MEEE Bi%S PEERS BiRS
a. HEhDOREDIGE 5~90H 1~15H 5~90H 1~90H +2
BE5REMNASOBAE <58, >908 >15H <5H. >90H >90H +1
b. % 5hIEED 15BLUA 15BLA 30B LA 30BUA +1
REDIGE 0
B E R0 B >15H >15H >30H >30H
2. %@ AATOE—VELEELERE |APOE—VEELEE LR &
NE DE
BERIEEBEDOT—4 8H LIRIZ50% LA L DiFid (& L) +3
30 LLAIZ50%LL EDiEAL | 180H LLNIZ50%LL EDiF +2
(Bz&aL) 1808 LARIZ50%K#H D k4> +1
AEHZFE-(F30BH LLAIZ50% 0
KEDRH RZE, £EH. TH
30 B % £ 50% i D il D H (gt L) -2
BLH
BEHITH LU 0
3. fEREAF FFHfRapES 2 fETS o EITEER
EHY BCEE - 13E RS Y +1
BB L BUH. IR L 0
A %Kgﬂ*@ﬁ@ﬁ HhFTU—1. 205 <TG +2
HT31)—1TIER TR THK4 +1
HTF 31 —1T4 o5 DH RS 0
AT —1DBFRNAHN3IDUT -2
EY LN DREHIEE -3
b, IBEDHEEDHE | BEDHEHY. L IFFMAXEICERESH +1
A 0
6. 3TFEERIESZ (6%LIE) | HY +1
Tl 0
1. DLST &% +9
S 1
PRI & RIEST 0
87;:1?:;(‘)0};?:15}#ﬁbh FFHmRafEE 1Y BBt S o ERITEER
BhEEE ALT{E1 ALP (T.Bi |) {512 +3
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fifﬂ;zgm%* ALTHS 2 ALP(T.Bi 1) {51 +
BAROBREGZL. & 0
oI A

WAxa7

1) EYIRERIRE LB TBEFRE L], BEFTORBATHADSEIE IRRHA57]
EHIETLT, RAT Y TDRERE LI,
BREROREL, BEPUEBOREIELIZEY, aFzEb ELLMDRATEFERAT S
2) A73Y—1:HAV, HBV, HOV. BEE&ZE US). 7ia—ib, YavIFF HT73)—
2 : CMV, EBV.
A JLAIL IgM HA fufk, HBs /R, HOV Huf&k. Igh CMV fiufk, 1gM EB VCA fufA THIMT .
FIFELE . #8807 28U : aTREMEAMELY 3. 44 : AIREMEH Y SmLLE : AlREEAEL

x5 EVMEAEEZHEEOMER =217/l (FFE 2005; 46: 85-90 & U3IM)

1. FEEEAERIIEYEFEZT O IEZTHEICES . REECEEEM
ZEDEHoP L EYMRAREMZINETH S,

2. COERR, HFTTHREMAELUNOFIRAZEMNELIZDOT, EL
DFEHITOHIETIZIL, FREFMEDHIEAESLYT 5.

3. COOEETHSEYHEFEZIFMAESTE., B+ 5 iF8 4 LJITEEE
DIFEETHY . ATHEELRD 25, L LIIFAPHAEELRZEAZS
EBIEEET Do
AT EXT AP ENSRDZ A THEZETVD, ChITEDERATY LIS
Do

ARSI ALT>2N + ALP=N F7=I% ALTHL/ALPLE= 5

At 5 oimhY ALT=N + ALP>2N F7#=I& ALTEHL/ALPEL =2

PE=gidd ALT>2N + ALP>N mD 2<ALTH:/ALPEE<D
N:IE® ERR. ALT tb=ALT fiE/ N. ALP Lt=ALP {E/ N

4. EEGITEHERICHEMECHHRT S L (RATMELLGDEELNHD)

5. BEREMATXEDERHARBTEHES GIRNIKBIEDIEEL L) & FE
BRATEVCEIBRERTOA FEADRGE S FEEMENENTRET
HBo

6. HIARAHAHEEIEX. TDHTRLEHOLVWEEZATRIATI VT E1T5,
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EYEEZTOZMZIT o2&, SEAFEOHhTENSEL LWL, 1 FIE
FTOHE. 2 B, 5 BEDOHEEFOHE. 7 DLST OEENHET
%

1. B 4 EYLSNORRDOFEET ZBI D VA ILRAFENEEH L LGS,
SERIZERDT=HIZ1E 1gM HBc $rifk. HCV-RNA EHEDAIEABETH S,

8. DLST hMabzttICa FE MM H 5 (FFIEZEMED IR . DLST [XRIFEDHEITE
FEICEDWTITS ZEMNEFELLY, PULF—ERELT, RBPOEELS
EZh B,

9. IHE 8 BAOBRENMTIONI-BORIGE. H< ETEHA. BREINT:
BRICARATEMAS=-HDEOTHY . BEHBRIZIToTIEE AL, i
BrERNLRAL BRTHD, BH. REMEOFEAREIZ L SEYMERFE
ETIE. BEEIZEYT CICHEENMEC OBV EAHY., DL S5HE
MTIERATHEBEALBEVWESIZEET S,

10, 28 RELY THEET) 2B T22H T, EYPIEROZEENTHA
D=, 2 DFBZEFEWN=RAT ) VT %ETL. 1 ALUTERREEN DA,
2 MLl EETIREMED Y LHIMT B, TDRDOT—HERBICKY  BEDROT
)20 %15,

4. FIRHNELGERE EFIRAE
<FrifpafEEE >
O 2MIMILRIF#R BRIEHEFROAMERLZSD)
BOVEME. BEYVOER. THEDHMNITADERE. RIKE
lgM HA $i4K, HBs $i/&®. IgM HBc #ufk. HCV #riik, HCV-RNA MAIE
O CMV, EBVIZXkBHFEE
IREEfE. SEER!) L/ EEXKDEHE
HnEk{E TER) V/\BRDEZ ., MiF LDH (&
lgM CMV ik, l1gM EB VCA Huih7: & DB EHADBIE
O 7IILa—)L4EIFES
BERE
mEy-GTIP BLU IgADEE. ASTOALTD RS URAT7IF—FELR
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O B@REMASIART
BMI. HOMA-IR, REEBEEERFTR
O BCREMEFX
lgG, HHUADAIE
BEREMA RIS DONTIE, EYHESE EOHRIFR AT J TEF
AR DT, FAERFIRCREIBERER 704 FEADORIGEN SHIFIT B,
O Yavih
MEERTHECHEREREDHE, MEETOHRE

<REit5 oiwE>
O HEMHRE
fERRAR R (EfR. R &)
BEREERERED LJIIEMCT
O [RFIEREA ERTHEZE
Mm;& leM, i3 b2 KU 7R, 1 PDH HuADBIE
O R¥EMAEILMERRE %
MRCP. T®I#ETdHuId ERCP
O $HRIZHFRNRRA S i
RMEREMRNRT S oiF. EREFNRET S ofFa s

5. oA
EYEFEZTDS < DEFITREHFERIC K Y EYHREPIEIZEK YEPMI
EET D, —BITEWTIEERDEN®, EFEEICLYERL LERICH
TR EN DD, EYEFEZTOZMHELEICRET 5B RNLECRANTES
TW%, EYHEFEZSO—REEERZRRS,

<—fEEE>
EYEFEZSOER LR E L T, EEENORE ZEPHIZITLY. B
[CZDENDHREZEZFILT L ENE—THD, BEDOHEZTIIERICHE
95, ALT 300 IU/L LAE, #BEVILEY b5 mg/dL LIEGREDFEELIED
FFERESCREZEY 2581F. ARNRICTRAREEIT 5, LHAL—
HICBWEILT 5BI0HY ZEDFRIIABEZLEL SNDBHDBH D,
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— R RMEEE (SR G E) DBRICEL . KFHENR T ORBERE.
SHIED KUy (RAERAE : fBRAZ—H 30~40 g IZHIRRZE) BEZHLEL
FRERE TLTEMEETHD Y, BENTELRIMEE I~10%T F
#& 500~1000 mL ZEKIZHBZHRITI 5,

LML RERZED-EYEETENBARTSSICHEETZ5ISET

FTELHYSHDT, ELARELRETH D, BMEENELRMIZDER
DIE, BEBELH EBRFERFRBITNEZ DN DBITH S,
Ff=. WEBICHEWTEIREEELY LEYHEREFEZECLPTNEL LD
NTWS, TNEITV—FVHALDAAR O —THb. JILEFEUE
FUVRATAUNRDLTEY., RN TOREEREIEIN R Y 2T LK
MTHY . MEBRLEROHLIEY®. E43IV (L EBEDFERLUIRENH
HEEhTWB,

<EMEE>
1. ERHIEYEE
1) FrHEREREEE
5 1) AFHERAREE ) (ALT 300 1U/L BLE) I8 WL TIE, U FILYF
VHEITRT UL X —1ERDOH BB NARA I/ T 7—45 22— (SNNC) @
ST EITUNALT 2125860 B, SNNC (£, —[E], 20~100 mL D& ERIAS(=.
R REERZE T 5LV TA X O—)LE UDCA) DFFOKRE %
759, ZhdITkY, ALT 100 IU/LUTFICETEEEZEIZ8H 5,
AHERaEENEAEL L. BIEFRICKEo =& E0AEE. IVH, AT
HEEEZRAWNS, MERME, MRENETO. BIEFXFEFAXZS
ZIZL., ZEICK - TIIHRBEL L2581 HS VY, SZ20FM &2
($%, Z=-0.89+1.74x (JREA)+0. 056 x #2E 1) JLE > (mg/dL) - 0.014 x
QY VIRFI—EU/L) . EEAHAV, HBY (BtRg) . 7273/
2z Ui HERES, REMHBY £+ )7, C. JFA~IEC, 7LIILF—HE
MR R, BEREMHLGLERE2 E L, 1 HHWNI 2 DHUEZE HTIXDHME
A9 %, Z2>0 CRERBRDATREM K. PT60% D SIZEIT5T—4 T,
M OIMRFCEBIRAIDOREEEZFERT 5, Chnld, DMILRAMGEED
— RIS BERT X DAERIZET B,
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TEr73I/ 720D KRERBIZES, BEFTF2DSEREERTH
nix. BiLgZzETd 5, LHAML. IRE 10 BRELATHNIEITFIILE F
I EBIET M THERMATHD NTEFILVRTA U ERREEEET
527, LOLEARIZEVWTIEEEIEN VDT N-ZEFILVRATFA T
HEITEFILRTAVARAREBEDL . #E 140mg/kg, L% 4 B5hE
BIZT10mg/kg Z 17 @, FH18EEZEOF-IIREFBELVYIRET S, (I
PREZE=I—35H&LLY),

2) RBit S o R ORI IES DEEE

BT DFREEENS Z 5D T, BEIEHORIRAST REAFIED f-6HIZERE
EETSH P, BREYIEY 10 mg/dl UEDBEDOHEBEBLEFICx LT
(FEEBAMERI I VDRREH D, EA I A(10 BEAD ., KO0 mg) % 4
B EITEE. RICEYMEEDEZEREG S,

Fi-. BETLIHEDEGES JEYJIE> 10mg/dL LLE), BBAEES =
UARMNETBH. EAIUAC10 BEAD . KOO mg) # 4 B EIZH
. RICEMEEDEREG D,

EMiEE LTIE, £33, FIEEADH S UDCA (FEIERMN DG E
—EIRETHZ Y, HEMICCOLSICEHINATEY., BEELRS
hai56. BIREERTOA K (FLk=vynoy) #EHT 5, LML,
iR 1 BRI THREDR SNELMEE, EiEdhiEET 5,

Ff-. DPHILo0O/ VN ESURTS—EESTERREZRFL.
T/ NIVEA—ILEFERTEIELHD, 20V (FE/IFILRIL
RO HLFIRERNHYFERING, 20 Uik, B EERAM R,
FHHRREEALBELELEDLDOT, FALYPT VY, Eiz, BERKHI G
LMEE. FTLLVEA F ORBBIETHAILAF I RAMEEDILARTFS
SULYELENMG AT DIREBS L CFERENSELDITHE
TER2,

(B%) ZTDhmiak
LT ORAF+ 7 GREFRRIUIE VLA, LSERSh TS,
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07551

LY TAXTO—)LEE 100 mg 3~68E 23 BR1B2EH GH
H1)

- UE (1 g 3~68 23 BEIB3ME
" BARA I/ T o—=F (TUFLYFURED) 1 [E 40~60mL

1B1~2[H F

- JLR=ZVnOUsE S5mg 6~88F #H2~3 BE

1 ERERRA L EVILE AMEQETABDH oML, Lk 3~4 BEIC
BT %, Bk 10 BURICHEDH b NG WNEE, FOAZHESFLE
ERSR

-EEES 25g/d) 3a 73 BHI

fBi S 2iFICEM T HAEENH D,

- ALAFIF 500mg 6~88&E. /72 EFRY BRI  GEILS)

FERNBMESIZERT 5, LY EIXEBIZARA LA,

" ALAFIIY 9gZK100 mL ISEML. 72 2~3 iR, LEEICHERE

-HMERIIVELOGREZITEELHD, CTTVE RS IV

HELLRADLVEERNHY . REFHEYERASNEIL,

It

&
BmI D ENBL,

T ENEFGERBITH S,

<HPRIZHT HAER>

INEOEYEFEZFICH L TIX, RADHEZFDERICEL, BAlGE

BRI GL, BEFTE2ZEI 2B ROBEREIMMOFERICLSZEERL

-6

-ﬁb

BTN E T B, S HICHBEDEH LGS TERNG FF—5H0

%

. TTAIFMEBZEITTE S EBIIITL. TERWMESE TN ST

156, FBIEN T ELUVERDISE [SAFBIENTZ DESRANEET B,

6. HERIFEFIEIE
O FriffEsE:

i
x

Bl1: 60 mM. &Kt
i EHERR. EH
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EUERE - EEUE

BRYERE - T3 L

IR - KEIARFASHA2IE. EIiE. BB REBH SN, BT+
ya—)L, VAFOU, TFTL/ /§WHI§LTL\T_O H2EZOMERE
TI&. AST 26 IU/L. ALT 15 IU/L. ALP 198 IU/L (EE&{E 100~358 IU/L).
y-GTP 25 IU/L (IEE{E 7~29 IU/L) LRrRSEEREIBICERIIZRDLEN -
fz=o MEIAY FAB—ILRBD=8. ZD 21 BRIZ/NILYILZ U FEMESHN
f=o 7NLH LA VREER 15 BiR. @ BESRAHIR, 3STCEDHELERDI-
=8, EEZZEZ, IRHRETONREETEEOHFES 2RO, EBHA
NABREE ST (FE1%EB),

AIRRFIRIE - BREBAR . £5EER. RBLNORERTG <. FFIZE.
HRELGEDBAMRLEROH LGN o1,

BRERR TIX. WBC 2,800/ 1L (neut 82%. eos 0%. |ymph 15%. mono 2%) .
RBC 435x10%/ uL. Hb 13.2 g/dL. PLT 138x10%/ uL. A O E >R
71% (PT INR 1.27). Alb 4.3 g/dL. T. Bil 0.59 mg/dL. AST 1180 IU/L.
ALT 1280 1U/L. ALP 234 IU/L. v-GTP 38 IU/L &HFH{EREEROHEE %
FadhT=, HBs fiil (-). HCVRNA % (). IgM-HA KR (). fukzindk (+).
T bar Ry 7R (). 161463 mg/dL. 1gM 144 mg/dL. CMV IgG (+).
CMV IgM (-). EBV VCA 1gG (+). EBV VCA IgM (-) TH o1z, AlREEDAE
B8 CT TIXFRRBIXEE. BELRHEM o= (’17),

BRERIEE : EMIRERELY ., /NILTILE UIZ K DEMEFFESENEHI-
=6, RFZFFILL, BBERE LI, HBIAREAIZIICENLDE
L&')T_G)o"%'c THLUREEROHT . 2EESRLER Lz, FHEREE

% 6 mBIZIX. AST 156 1U/L. ALT 490 I1U/L. ALP 296 IU/L. y—GTP 69
|U/Ls g 15 %A, AST 29 IU/L. ALT 62 IU/L. ALP 223 IU/L. v-GTP
48 1U/L EROMITHE LTz, /NILHILEZ VIZHT B 1) D/ NBRRIBEEER

(DLST) fsRFIEETH-1=, F 14 WBICHERZHET, PMIREDED
RAEHARZRE. /NED spotty necrosis #5236, BHEFRDBEFELLT
L= (18),

BB, REHRKY. NILYIILI VICKDEYHEFEEEEZZ. EYH
FREEZMALIZKEVNROTY VY, BV Y RAKEDZMEET

I]

61



[ 7 = T” probable” . 2004 DDW-J EWMIHERFEET—- L 3y TTIRES
NI-ZEREETIE TAIREMEM RN ER Y., /NILTILE VIZ & BT HRRERE
EROEYEFEST S LIz, MECDOWTE7ZY I FTary tOo—
JLATREE 7R o 1=, 58 16 7R BITERR, :BRT 20 B2 D4k TOMRIEE TI.
AST 27 IU/L. ALT 24 1U/L. ALP 207 IU/L. v-GTP 35 IU/L &RFHRetas
EIXIFIFEREIL L Tz, ZOROIFEEEREEISIESEZHZELTLS,

EMOREE. RRLFRONSIEYFILEZOFZR, tORRDBRNGE
[Tk VY. FFHAEESEOEMEES L DBSWICESTEFTH S,

X17. REERCT Eifg

O BB -mE

fE B 50 k. &

BRERE - BAE U o< F 208 & Y AES
U FE GHETEE) THEMMRDOEREHY 84wl
wIREE 4 FAl
=iEME [R4F

BAMERE - 77 L

BUBRE - R (E—ILELE FICHEERE)

IR . FEREIREED=OIEETODATEER L& Z A, FEEE

RO T--OMEEMTHENT SN, AT 4 BEICPCl : BRMEEARMITH
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BT (7 ICEFREURTY FBE) ZHET LIz, I DRI L XA
FReBIE I CHEE Z D=,

AlR&#%E : ABEZ4) (PCl 1T 4 BRI (XIEEEHFRNTH > -Frgee (b
SURTIF—t, EERERGLE) A, POl #EITISARKLYRAICER
L= L7=(AST 62 IU/L. ALT 73 IU/L, ALP 223 IU/L. v-GTP 305 IU/L).
J1) FIL1) F 2 BHF| (SNMC) 60mL i B 155 % PCI 147 19 B 1% (AST 258 IU/L.
ALT 416 1U/L) & Y RBAtE L 1=, PCI #&1T 25 B#&(ZI&X, (T.Bil 4. 36mg/dL, AST
619 IU/L. ALT 1128 IU/L. ALP 2452 IU/L. y-GTP 2045 IU/L) &%—>
T= FFSREDEL & & BICEBHHIR.PCI 1733 BZ (T-Bi | 13. 01mg/dL.
AST 334 [U/L. ALT 683 IU/L. ALP 2369 IU/L. y-GTP 1716 IU/L). k
FURT I FT—EDOREERAZREDHLSEH. BEOEILEZREOT -, FALT
WV=ZRRNZHx L DLST 54T L= A7 REY > (100mg) . —a5 2
JL (5mg) AEtEEFIE SN, PCl 1T 50 BRIZIEX (T.Bil 26.68mg/dL.
D.Bil 20.08mg/dL. AST 104 [U/L. ALT 196 IU/L. ALP 2276 IU/L. y
-GTP 1405 IU/L) . F|EM S HIZEIL, PCl /EfT51 BHRE KLY R TA—T X -
TIavIIURROEE - AEULAMNHIEL., PCl fEfT52 BZ&L Y RTO4
FLVREEZRR, BRFROEMZTESEITHLELENST=A. R
TV RBEND 3y ARIIIEREEZ (FREYY) ZiRDHBH T EITHE
9. PCl 1756 B (T.Bil 22. 34mg/dL. D.Bil 17. 87mg/dL. AST 218 IU/L.
ALT 373 IU/L, ALP 2903 IU/L. v-GTP 3067 IU/L) ICHHREDHERD
9. BEEREBROBILZROHT-T=H. PCl &7 57 Bk & Y MIFAHZHHA
L. &5t 12 [EkEIT LT -, fRAICAF#REISRE L. PCl 11T 86 B#&Z (T.Bil
5.02mg/dL. D.Bil 4.22mg/dL. AST 163 [U/L. ALT 236 IU/L. ALP 1712
IU/L.  v-GTP 1113 IU/L) L BEDERF ZE2H. PCl 5E1T 102 BERIZ(E.
mEgxBmomiTRE = H1TTH (T.Bil 1.06mg/dL. D.Bil 0. 63mg/dL. AST 59
IU/L. ALT 98 IU/L, ALP 904 IU/L. y-GTP 850 IU/L) &7 Y MiFXRL %
#27T L1=,PCl 54T 105 BRRICERMIFFERZ T U - ERIEEMEIES
[ZHESEAS it & LTFEIF G-z, LML, ZOBEATIXT.BIl
1.12mg/dL. AST 82 IU/L. ALT 125 IU/L. ALP 1369 IU/L. y-GTP 1467
IU/L) £ EF L TWV--0RIRFROEY ZHR/PEE L. PCI HETT 106 A%
KYDIIIYTRAFa—)LEE (UDCA) 600mg, 1 H 3[EZEFAIALT-. BF
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FEREMEE BT 5 2 &4 < PCl 5E4T 122 B2 (T.Bil 0.69mg/dL. AST 36
IU/L. ALT 67 IU/L. ALP 626 IU/L. 7y—GTP 973 IU/L). EEDEX &
BB REROWEERZEDREE T o1,

FAERH. DLSTICKY . FREY V. Za7 U DI K 2EYMEFES
EROM LT-EHITH S, DOW-J 04 EYMFEET S VROV LEICKSRT
7)o TIE10 & (highly probable) & HITE S t=, FFHRERESE + 4 5 A3,
SEEENETLEA D >N AM oDFBEEY., X704 F/NLRE
&, MIEHE, UDCA BRI LE-EYMHFEZTO—FITHS, GEFIRE
BAERKEREEERL V27— BEEH)

O BEE
fE Bl 60 X, Bt ESEIUNES
BREE XY IR RAAZYTY -ILA VB OLT =53 U
=31
F iR BRR. RER
RRE  RRAREGAIOFEEEEL L, HEIIHLTORFAZ Y -
LAV AT =5 2 VESEIORNRR S A, T DERQOA XY
b= RABHR ST, DDRAMRE 82 HE S X UQDEA 28 HEIZES
BFREE =R,
REFRBRET 42 -
T.Bil 5.18 mg/dL . D.Bil 3.48 mg/dL. AST 250 IU/L. ALT 378 IU/L,
ALP 765 IU/L. 7y-GTP 264 IU/L. T.Chol 230 mg/dL. WBC 4700/ uL, #F
EEEk 15.3%. PT 78%. = bar FU7HiKIZME. miE IeM 44 mg/dL.
lgM- HA HuiRBEtE. 1gM-HBe HufARZ14. HCV-RNA ETEFZETE. HSV-IgM BZ1E.
CMV-IgM =4, EBV VCA IgM[Zt%
(BT REE] BEREELT L,
(Effa >t XaiE (1993) EYHUFEZTIOMELERXDT] 6 A,
probable.
(MK D) o \BRMELRERFER] L5 2 AL £ 1214,
[BARHIESRRZESER (2004) EYHEFEEZHMEAERER 7] 8 A, 1]
BEMEELY,
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(4847 2] Drug induced liver injury : BulE2AREEDIFHREN LT &
10%DRERKIE. FHRRNICEEDIFEIKZEESHY . FHHERRNICEABFRDILE
RO, BEREIELEM o1, (BIE 14588)

[aEeiZa) RiER 2 BEICEREH L, EREYHIEOAH THEFTH
EERHY. TDRIZVILYTA X a—)LEE 600mg/BRNAR. 7' FIL)
F NI ARFIR S ZBm LAFESHE L.

O 2MFr£

fE A1 : 60 i, Bt

T F: BEEE. ®E

BRI - 455 F - EEWERTIEAL, EAEIGCBRERBEERLE

LY,

AR BEICHEZTEIERE SN2 L1340, SIREREIZX LT S R
BUIRMEEITIN-H &, MiREbibERELELTTHT7—IL - 5-FU
BEI (LU THEEEE, 450 mg/B) OBROF/EMNBRSNI-, &5 18 BBRIC
39. 5°COFEEL - IREEfAMNHIR LithfxZ 252 L. REEXDZMCTRRERELTE
Banfz, E LGBV -HHEERERES 20 BEICMAREE 2T -HFFE
EEROEMN oIz, TORIFEELEFHRL. 15 24 BE KLY BEETERN
BELCEROERTREG S I ERECANADNDELEZT 25 AEF
THRZEHKIT TV =, ZERABRNS 15 BRERICIFRIGERSE LS T YKA
WL St

AREFERSE : m/E 101/61 mmHg, {A&R 37. 4°C. AkiH 103/4 - ., E&ld JCS
1-3 THHEMKE 3 E. REKEIER UK EICEEEZRNT-, HETEER
7ro MERCEE L L, IBENIFLE - M CTRERBIIERH T . S (FOOTTHE,
FFEEZAMtEd. FASRLMENIL, TRICBEDZFEZRO -, M
BREMFFRCIIRYEEELHY (B EBFREERT) . RUL-EREBD
ERERDE, BEK - BIERBEREIEO G, 1=,

ABEHRZATR : WBC (F 13000/uL & &, 1FEEBREUE 1200/uL TH o 1=,
PT 21.2 #(22%) LIER, £IEFERETIEAID (X 3.4 g /dL L{EMITIE
TLTEHEY. AST 1215 [U/L. ALT 2440 IU/L. ALP 744 1U/L. y-GTP 244
IU/L. LDH 1025 IU/L L &ETHY . 2KkE L THEEHRIRGEEMTSH
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>fz, T.Bil 2.5 mg/dL T&H>71=, F£7=. BUN 70 mg/dL. Cre 2.8 mg/dL
LEEDBIMHELRENBRERL TV FRVMILAT—H—EETIE
T, AELBCHAELRDEMN o1z, BEHRTIEFREBEIEIFRI—CTHEER
TIHEEII—/N\I—VIEHETH - -HAFBHEIER-IhTEY . fEKIE
MmO oNEMh o1,
EREREES - L&Y SHEORERTE L LESICRPEAEZEARE
L1z, MELBSRHIDERIKY . KEN OG- LEEDREZOH THEEE
HE L=, ERHMEBRESEOEVEYTHSZ M MBRFILEEE L
TREDMBRENZ:ER, Ktk 2 B CHRLA. 3 BFREIEIT Lz, KRk
DIMpTHI—ILEEIL 17034 ng/ml L BEBRSEOE—YEED 1.5
BEODSETHY. EHRICFEBLIZ, Ché & BITHREIESERICHE.
FEE L BIEH TR LIz, ftRZEEL LTIE UDCA, U FI)LY) F 8
. S<KEHEORIERERTAA M5 E{TH o1, FEIRWBIZHEITL
=R AERAT RIS IEAT RO %G W LEFRSE. BESADE 14 BHICEE
ME1T L= ERTIERE D DI g BE L. MNEBELRI-NM TV,
DLST [F#BEEZE(Cxt L T—iBE(Z5af5EZ 2 L=, DDW-J° 04 EWERFEE
DURVCOLEIZESRAT) VT TIE 11 R (highlyprobable) & #IE S
nt-,

MEADZE L RABDEANEETH > -EYHEHEETOEER LM S
NE=EFITH D,

(EEfIRME - LiRiBRRETEIEERAR KILFIE - BRE-—)

fE H2 . AoXJavay

60 . Bk, RER . SREAME

BHRAE . RUI)IWLT77—k

ERPREB

3 HET 7O/ —IOEEEZITT=A. HE5HILLE,
BERIEE NoXJovno U E5REs (150 mg/H),

71~86 A&t LELME. £EEEREZEER,

98 H#& AST 1286 IU/L , ALT 1369 IU/L

WV~107BRE JUFILIUFL-T)0 - DRTA VERER, EA

1]
\
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K2 %5,

108 H#: IDLERME. BRHIR, XoXTJnvormhit LA,

114 B FFHERE. FTR2ICEDS,

115 B#%  AST 4651U/L. ALT 3721U/L. T.Bil 31.3mg/dL, BF4ERER 7

— I &
116 B#& DIC Z&ELN. A DILEEAANTH— (1500 mg/B) %5 BHia (156
H&ZET)

121 B FFP (5 BfI/B) #565E (176 B&ET)

123~125 B BEEMBEREZLDE)ILE VIRERT,
162~174 B RFFHRRERI7 : II~VE

176 B HFAFLE(CELYIERLT, BHRIZT. FOLEFIEEZ R,
FRIAIAI—H—: &

DLST (156 B#&) : RoXJo~wofets, 7OoJ1) / —)LEk

BREIER 477|440 |98 A% [1158% [116 B [121H% (1238 12481 (12801 (143801 [152H% 1630 |167H% [1748%
AST (U) 17 60 1286 465 427 266 145 190 367 157 136 166 78 —
ALT (U) 14 71 1369 372 327 170 100 98 115 51 39 60 41 —

¥ -GTP (U) — — — 92 85 57 44 — 45 47 46 54 — —
T-Bil (mg/dL) 0.7 0.8 7.7 31.3 29.2 33.6 33.1 26.1 24.0 22.7 25.3 30.2 273 78.9
D-Bil (mg/dL) — — — 18.3 16.4 18.7 22.1 14.9 12.2 11.5 13.6 15.7 14.0 38.2
ToE=TF(ug/dl) | — — — 40 74 33 — — 33 — 48 58 79 —
PT (%) — — — 36.9 39.3 26.3 335 35.2 30.6 28.0 26.9 41.4 35.2 —

(SEEH) TFRI12F28 RITEMER9-25

O ZDHOEMERDIEER
DIVBEAEXT T UICKBIETILa—IL BT (NASH) i
AAHIESRRESE 2002; 99: 1119 kY, FEXRRE HEE I

RO AZTEEBE

fE Bl 50 k. &

RfRRE : LELEICR LFMTETT, DB, AST 13 IU/L, ALT 12 IU/L TH
STz, BUBREIEFMEE CTHREEE, FEME. VT UBRIEXI I
20 mg/B % 3ERMMARL TULV=, AST 114 |U/L. ALT 103 IU/L TH 1=
=8, EFIZ&HFEFTZEL. REZH/-LTHhIET L. £25EBER
BLUHEEEREEN 6 y AREBIFHR LI, AlR&L %G5, K 150 cm,
IKE 54 kg, MERBFRER 11T, EHBSKBRESECT (K19)
TIEMAT #5280 1=, ABIIKREECEDELF 2267 . HFERRE (K2 0)
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Mo NASH & 52l L 1=, UDCA 600 mg BARARZRIE L. E5EERR.
REDERLGTHENH o= (ABKI6 # A AST29 IU/L, ALT 40 IU/L),

K6 ARk

A 1M — A BRI A NVAT—H—
WBC 7300 / ul HBs #iL/iE =)
Neutro 400 % HBs#iifk  (-)
Lymph 487 % HBc fttk  (-)

Mono 52 % IgM-HA #itfk (-)

Eosino 5.8 % HCV itk  (-)

Baso 0.3 % HCVRNA (-)

RBC  403x10" / ul FERR R A BB

Hb 125 g/dl ANA fis=)

Ht 377 % AMA (=}

Plt 239%x 104 / ul ASMA L=

PT 33 % IgG 1360 mg/dl
ESR 14 mm/hr | IgA 323 mg/dl
CRP 0.3 mg/dl | IgM 92 mg/dl
A ALER R TSH 0853 pIU/mli
T.Bil 0.3 mg/dl | Free-T3 2.10 pg/ml
D.Bil 0.2 mg/dl | Free-T4 1.14 ng/dl
ChE 239 TU/L Ferritin 235 ng/ml
LDH 292 IU/L AFP 4.2 ng/ml
AST 147 IU/L PIVKA-II 17 mAU/ml
ALT 167 IU/L HbAlc 45 %
r-GTP 92 IU/L PRI

ALP 286 IU/L EH o=

TP 7.3 g/dl i (=)

Alb 4.2 g/dl 1 1 F=)
T.Chol 230 mg/dl | EEmAE B
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REERC T : RFRBITUEAMEIC
IEEAMET L. BRRAFFORTR
2L TS,

20 AFERRTR

a INEBEF—EEN TS, EEOIEHEMNBILS, PR, EERICHREDE
Bh#oNSD (Azan-Mal lory ),

b REICIIEMHEMEICMA., BRIRESME SN D, FIIREICIERAEMREMNBIL
D (HE &),

c FERICAVMEHOER. FFHaEERHEILZED S (AzanMallory ),
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7. T, BHER - BEEXICICHRELGEIE
@ Pharmacogenomics % FIfA L F-EMHEAEEOFRLEICBET 5%

EMRBEITS EBELEERICTF b O—L PAS0CYP) A5, CYP DN FREDESRE
MEBREANCEYKRELELG SO TVVD, BREMDEGEFICEREENECHLEEAD
HENEDLY ., BREIUNEGLCHED, COBREEEZL >TULELE % poor
metabolizer &MU, BEDEREMZH >TILVSHE F% extensive metabolizer &IF
Ao HEFENOETERTFMULHDIE L. BLE MHFEET S, BREEOLLE LR
HEMZHEROONDBEEE. BENEENHDI LS, BREENLGLE MIREEL
H5EYZERE LGS, YL REIBREENH D b MMILE LKEL SHHE
ERL. BHERANHBELOT K GS, BIEHMEENEET HBEERICIE. CYP2A6.  2D6.,
2019, 7EFIILSURTzS5—F (TEFIEEGEBER . 7ILTERTE AT S
—ELRENH D, SHICHERHZRIZIZAEENTFET %.0YP2D6 O poor metabol izer
(EFBEAD 1%IFEIZHFET HH. BRANIZIE 1%KE LHMERDH N, CYP2C19 (X, H
AANZETEBAEDH 20%I(% poor metabolizer T, AAIXS%LUTTHD, RILLS
[CAEADFHITEFILES AT S5—ED slow acetylator THS, —H. BEAA
(X rapid acetylator A 90%ZHHTWNEESNTWLVS, COELSIZ. REEBERDERE
FEHRIZEREENHDZENHMONTEY. BRAATORENIREL LS TP,

Fl=. KHBETRESINIzA )/ THhY (BT T UEER, CPT-11) I2DULVT,
EMEEEEN FOELTEEN L. BEFRADRRA. FHHECET SMRIREHLAT
W3, AU/ THAUIEEATHILRFVIIIRATS—EIZK > TEERSEW (SN-38)
[CERii S h, MIDNAIRERIET S, SN-38 (THRAEEMATRC . TOEETIIEEMH
fICHEA LEERERORREIZG ) . BWER & L TERENE. TROIFMNFES LR
EEIhTWS, EEICIE. BEDKANTUGTIAT ITE>THILY OVEEAMTIIES .,
REEANED L, BESNhD, ETANTOE—F—5EEIZHS TATAbox M TA DIEY
B LESINBEIZOETHSE A TEHLSLEDIGZEF.UGTIAT DFEIRAVEES L SN-38
DFEENEETEUOEWER FITIFHIKEL) BALNDEFNZN ENALNER
DTS Z®, Fi=, BIT7 T ATIE. UGTIAI DTS Y VERD DEEFZEAL UGT1A9
DEGFZRICE>TE. SN-38 DERNEELT LY OVEASISEVNDH D Z &V
BALTWLA 7, 2o UGTIA1 DEBEEFEREART, BEELTRODENERIN,
BEHAETHERRISAMNIBE > TS,

Tl FUREDUIZKPFEE QTS 2#E) FBEAKYLBEERATENIEN
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MonTHY 2. FHIFARTIEHHH. BRANEWNT, FIYAEDUITLHEE
DFEEBEFH LI FO—/LEED HLA (Human leukocyte antigen: E kBMEKIRE) D2
A TEEEB LT, HESHREEE(THA AR 2HEICZ{RAELTVSZE (v X
Lt 13.04) . COEGFEIFIT A HDOBATIE 0.53%xt LHARATIE 9. 7h& 2L
CENRESNTINDG ¥, SEODBIINEIHARNBLETITHDH, 3K, HS5H1Z HLA
ERAAEVTTEHIET, FUVREDUICKHIEEDRELZFATELHAREMLH S
LEZBND,

CDEL S ICEYRBICIZBEFREEL HLHZEMNBHLMNELGY ., BITFLE EEYIERT
EEDRE L DBEEEZRFAT S LY. BUWERPHITRT 55EDA—F—A 4/ F
ERICKECEMT HEFBZONTLVS,

Q BRHOHEL S DEYMEREE DIRET
TILE S FEEIZEITAREZICHT 5LV TAFa—)LEE (UDCA) wEDHEME
—HTEE RS AZEAD o . UDCA DEIRFEIERH o BRRIG A~ —

TV FELUZOREMOH-T/L2 = RIE B RILECTHS 7 Fasy oLt
A—AR DT UAI=ZRFT, 7o FAFUEERLTMRICHEE L THEREEET 5. AR
(X, BEFEEEFT. 7> FOTAKGFETHIANLIFEOEREERET 5H5. TIL47
2 REZNZEBREFLUIRVPROC &AL, BAELCEBREFESGSTERAIATWSENTH S,

LU . EELGEWER L L CHEREREN H Y . TOHIRET 13.5% LFEINA TS ¥,
TILAE = FIREIZK HRFEZ LR 5 o FOMIREDIRE F 3 S REN S <. FNIZE
EFRESTEERNDHRELHD 0, LHL., WELTILE S FIZKSFEZE DR
HEBFIETHATH D, 7ULX—RIGOBESH | P450 (C& DHEFEMER. FR
TLEAFAUDETHRAL T I|ELH D *¥, LABEICENT, BRMICTILZI R
DEYMERFEE 25T L UDCA I 50HF ML RIET HF|EN L Stz Y,

HEUK, BTIZCEWT I/ /NILEZA—ILETILA S RES Y MIRE L., EERMAT
BEEETILOMEEICEIILE: . KETILIL, AST (GOT). ALT (GPT) fEASLERL. /N
hMERFEEEILTHY . BT S oFRIEROLEL oz, REMREFNICEH, SHEDH
HRELHEICREEZRDz, FEEEEL. ASEREENHD LR IN, T
22 FICKHHFEZIEF o O—LPIS0CYP) 2K Y TILE = FHAERIESh, ZDRIEHH
BT AHZENTEINTINS, £/ FIE, PO D55, CYPIA2 [ITX Y EITHH

71



Sh, OH-D)L2 2 RFERY, MPTHIZTINDZZELHELNEL>TERL P, Fiz, HKH
#MTH S FLU-1, FLU-2, FLU-3(E. OH-T/L%2 S FEBITHIBAESMHEB L LML M E
Hot=, 7% 2 FOBIELATHS. FLU-1-N-OH OIFHIREEZHDRETD -0, aLT-
LD TEET 4 EEEE MFERICHE O THMREZT ZE L. GSH &£ 148589 5 2 AR
&R DT, EMFS/AY—LAIZFLU- 25FMT 5 &, FLU-I-N-OH BNERS =9,
DF Y. CYP1A2 EMEAME . GSH AL VKIR T TIERFEEN G | EHE C SN D ATREMEN
BlEnbd, 512, HFEES Y FOBEEERGIIC FLU-1-N-0H DEBES RN RE 6 THESR
L. 7% 2 FIEEEEDRFIZFLU-I-N-OH ZBRHT B RSN, ThioDE
K& Y. CYPIA2 EMEAMEC . GSH EAMELMEEICIE, FLU-1-N-OH ARFEE L L 5 57
BEEDTRIE S NIz, £ T, OYPIA2 D/ w97 <R (KO 7w R) ZFIH LIFEEHIR
DIREIE T 21z BENXDRAICEAEDND 7IL2 2 FERELTERESIIREZ 5L,
KO RORTIZ7 =/ BRZ T THEEAR Y. MERMECUEAEOIFMIBEIELEE
H 5., CYPIA2 SEEAFFEZICEAS LTS Z EATRE E N, P40 AR5 2
FREEDZ  [EFESARICUFEARICED o, FubFRIREE O /NEFDE O FFHERIRSE
ML LTS, RETILOREHBFFRSRHROMRTHLIZ LD, CHNDATIE
SIBATELRVVED HDHH. P50 S L TLOSATEEMEN SRS EZ Hhd,

ZIT. Y MIBTEEBRMFEZFTETILEZERL. 73 2 FIZKSHFESICxT
% UDCA D3R &R L=, ETILS v I UDCA £RBHES LT-& 2 5 UDCA DFEIRHE 58
TOREEZEH L=, B 21 [5R9 & 512 UDCA JER 58 & L LT, UDCAI0, 20 & U
40mg/kg R EEEIZH LT, AST, ALT IEAEEIZIEC . 512, UDCA #5520 & & U 40mg/kg
BEBICHEVTIL LDH 3 FEITEL . RERMR L R EEs W/ Lz s KL
DEEREMN S, ATILF 2 FIREERETILIZHE LT, UDCA RS IIAEKREFNICITES
FEEL. BBRIZEITS 72 2 FHEZFOREICHT 5BMENTREINLIERTH-
T=o

F1z. TS 2 FORBEYA UDCA B EERIFTHENERET L=, REEMTHD
OH-Z/L2 2 K, FLU-1 &Y FLU-2, S HIZKREEDZ/LE = FOMBHEEZBIEL
f=o ZTDFER. UDCA 1252 & VY MIBRREIZEILIEA TILE = FORKBEIAIL, UDCA T2
CEEHELBEVLDEHR ST,

ULDFERNS, KTI)LE S FEREEEBRETIVIZE VT, UDCA REREIEIAZKREFMICHF
EEZERL. BRIZEITSHTILE 2 FHEZFOHREICHT 2NN REINSBERT
B o1z, CYPIAZ EHIETICK Y., TIL4 = FEMEAN S K EE Sh. IBRMEVER %35 D UDCA
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IR ERET DARIENZZ oD,

Ty MIHT B AFREEEREE I 5 UDCA DBRIE. A5 MU P THiRE
ENTWS, - T. SEDTILE = FIZK HRFEENREEZEDRATREMEAZ LD T,
FHERRREERIC L 2MRVHATFEIND @G,

XREZ BV LEEEERTEA0A, J)L2 = FEMEE (UDCA 3E#x5E) : 111 431, UDCA
ETILAR S RGHAEE (UDCA BEFREE) : 70 BIDEBHREES 21T o -HERSHIA TS ©, IF
PEERIRE(L, UDCA RERFICHE T, EHRERD 32%ILLL 11% EFREITEMN o 1=

22 ISAFREEREEZ UDCA 158 L. FEIRGAEE THEL Kaplan-Myer A TRLE=
DTHD, TR, UDCA ZRFFHZRE L TE & TIULE 2 FEEPHICEWTLIES
DHERBZEMZ LD, ZORORFNHLBEECTHLSEMNRALMEEST=, DFEY. T
2 2 FIZK HEYMEFEZIZ 9 S UDCA DFHFHIRNTEENL LD TH S,

NI, Bk L=Zy FETIVERZERRMICHER L=t D TH D, ERKA EBN TIEL
WA, EEERSEERIBHUCE D UDCA AR E WA D THS 5. EWHRHESICHLT, C
DEIITHRRETIVE., BBERBREDERITHOA TS LDEREGVNEEDN, $&D
EYEIEEDOTFHEEASLTLERGRELEZ D,

21 :Effect of UDCA on flutamide—induced X122 :Flutamide-induced hapatopahty in prostate cancer patients
hepatotoxicity in rats(zumk17&Y) treated with or without UDCA (x#k224&Y)

=
Q
S

/) GpT v T-BIL

250

©
o

with UDCA (n=70)

[ec]
o

200
150 o #
100
50
0
1 2 3 4 5 1 2 3 4 5 1 2 3 4 5
Group Group Group
**:Group2 v.s. Groupl (Student t test), ##:Group3, 4, 5v.s. Group2 (Williams test)

(2]
o o

o
o

without UDCA (n=111)

w
o

Hepatopathy-free rate (%)
8

N
o

Logrank test : P < 0.005

=
o

Group

FLU 150 mg/kg 0
+ PB 60 mg/kg + 0 500 1000

UDCA Days after adminisstration of Flutamide

o

73

1500




8. SIAXM - ZEEMN
(REREFRR)

1. Kaplowitz N and DeLeeve LD. Drug-induced liver disease, Marcel Dekker, Inc. NY. USA. (2003)

2. PR S, HUN B WEERRRORE D AT W & TRIEE. EFEOH DA 214
785-790 (2005)

(AR

3. Kaplowitz N and DeLeeve LD, eds., Drug-induced Liver Disease, Marcel Dekker, Inc., New
York (2003)

4. Sherlock S and Dooley J, eds., Diseases of the Liver and Biliary System , 11" ed., Blackwell
Publishing, UK (2002)

5. i, RSLIEE - HEMEH OBLED b BT PMEFREE O E. - 5 -
48:677-681 (2004)

(EMEDRH)

6. HHPEZ, Rz, EOUE. FEAMTESEORERE. In UG, MATEE
R, BOFiTEn Y EEBURRA D RPREE £ T, FrilE R, R p.50-61
(2001)

7. CIERRE. EVETTHE. NSRS, EFEDB DA, 21417657769 (2005)

8. Kaplowitz N and DeLeeve LD, eds., Drug-induced Liver Disease, Marcel Dekker, Inc., New York,
(2003)

9. Sherlock S and Dooley J, eds., Diseases of the Liver and Biliary System , 11" ed.,Blackwell
Publishing, UK (2002)

10.Brunton LL, Lazo JS and Parker KL. Goodman & Gilman’s The Pharmacological Basis of
Therapeutics, 11" ed., Mac Graw Hill (2006)

11.Garcia Rodriguez LA, Wallander MA, Stricker BH.: The risk of acute liver injury associated with
cimetidine and other acid-suppressing anti-ulcer drugs. Br J Clin Pharmacol. 43:183-8(1997)

(EWERFEE DBE)

12.Kaplowitz N: Drug-induced liver disorders: Introduction and overview. Drug-induced liver disease.
Kaplowits N. DeLeve LD. Eds. Marcel Dekker. New York. 1-13 (2003)

13RI F], Pa)INGIA. FHERTIE S OTRH « e OEER L EBM IZE-5< UDCA O#hE. H
{H75:100:659-666 (2003)

14.Marino G, Zimmerman HJ, Lewis JH.: Management of drug-induced liver disease. Curr
Gastroenterol Rep. 3:38-48 (2001)

15.Bernstein D, Tripodi J.: Fulminant hpatic failure. Crit Care Clin. 14: 181-97(1998)

16.52 EH L Ffl. =7 U RICEES < MIRAHIEIEORHN : A #2548 9-26 (2002)

17.McClain CJ, Price S, Barve S, et al. : Acetoaminophen hepatotoxicity: An update. Curr
Gastroenterol Rep. 1:12-9 (1999)

18.Chitturi S. and Farrell GC. : Drug-induced cholestasis. Semin Gastrointest Dis, 12; 113-24 (2001)

19 FARRE =], FHPE R, SRR E OTRROERS. FTRNE 48 ; 777-783 (2004)

i

74



20.Matsuzaki Y. Colestimide: The efficacy of a novel anion-exchange resin in cholestatic disorders. J
Gastroenterol Hepatol. 17: 1133-35 (2002)
(ZDAth)

21, BERE/RIE T, VEEEILSND &7 — T — A A RERJEGENF 1:518-519 (2007)

22. Saito Y, Maekawa K, Ozawa S, et al. Genetic polymorphisms and haplotypes of major drug
metabolizing enzymes in East Asians and their comparison with other ethnic populations. Curr
Pharmacogenomics 5: 49 (2007)

23. Innocenti F, Ratain MJ.: Irinotecan treatment in cancer patients with UGT1AL polymorphisms.

Oncology (Williston Park). 17:52-5 (2003)

24. Ando Y, Hasegawa Y.: Clinical pharmacogenetics of irinotecan (CPT-11). Drug Metab Rev.
37:565-74 (2005)

25. Ando Y, Ueoka H, Sugiyama T, et al.: Polymorphisms of UDP-glucuronosyltransferase and
pharmacokinetics of irinotecan. Ther Drug Monit. 24:111-6 (2002)

26. Toffoli G, Cecchin E, Corona G, et al.. The role of UGT1A1*28 polymorphism in the
pharmacodynamics and pharmacokinetics of irinotecan in patients with metastatic colorectal cancer.
J Clin Oncol. 24:3061-8 (2006)

27. BREIRIE - Bl — Ty —~a s ) I 7 ADOBUREIBEQR) T —T— A4 NERIEE
WX LT, Drug Metab Pharmacokinet., 20: 52-5 (2005)

28. Araki K, Fujita K, Ando Y, et al.: Pharmacogenetic impact of polymorphisms in the coding region
of the UGT1A1 gene on SN-38 glucuronidation in Japanese patients with cancer. Cancer Sci.
97:1255-9 (2006)

29. Jinno H, Saeki M, Saito Y, et al. Functional characterization of human
UDP-glucuronosyltransferase 1A9 variant, D256N, found in Japanese cancer patients. J Pharmacol
Exp Ther., 306:688-93 (2003)

30. Sai K, Saeki M, Saito Y, et al.. UGT1AL haplotypes associated with reduced glucuronidation and
increased serum bilirubin in irinotecan-administered Japanese patients with cancer. Clin Pharmacol
Ther., 75:501-15 (2004)

31 PEFEENT, HHM—, FEIE. AARADBABEDA Y 7 1 ARRUCIRFREBUZ AT T
UGTIAL i&fn -2 H1(*¥28 K O6)DEFITOVNT. FFHEEE. 128: 575-84 (2008)

32. Mizushima M, Iwata N, Fujimoto TT, Ishikawa K, Fujimura K. Patient characteristics in
ticlopidine hydrochloride-induced liver injury: Case-control study. Hepatol Res. 33:234-240 (2005)
33. Hirata K, Takagi H, Yamamoto M, Matsumoto T, Nishiya T, Mori K, Shimizu S, Masumoto H,
Okutani Y. Ticlopidine-induced hepatotoxicity is associated with specific human leukocyte antigen
genomic subtypes in Japanese patients: a preliminary case-control study. Pharmacogenomics J. 8:

29-33 (2008)
34, P ERR, R 2, Bl FE fh FEXTeA R Rr b Al v Z 2
ROBISEAREEZ RS DIREZN RS 11 A SR E R, RATZ 39: 391-403 (1993)

75



35.Rosman AS, Frissora-Rodeo C, Marshall AT, et al: Cholestatic hepatitis following flutamide. Dis
Dis Sci 38: 1756-1759 (1993)

36. Moller S, Iversen P, Franzmann M.: Flutamide-induced liver failure. J Hepatol, 10: 346-349 (1990)

37. McDonnell ND, Livingston RB: Severe reversible neutropenia following treatment of prostate
cancer with flutamide. J Uro, 151: 1353-1354 (1994)

38. Fau D, Eugene D, Berson A et al.: Toxicity of the antiandrogen flutamide in isolated rat
hepatocytes. J Pharmacol Exp Ther, 269: 954-962 (1994)

39. Cinognani C, Malavolti M, Morselli-Labate AM, et al.: Flutamide-induced toxic hepatitis. Dis Dis
Sci. , 41: 2219-2221 (1996)

40. B B, R O, R BRER. fL RISZEREIRIRICISIT D flutamide OZEHIMEITHE
HERREIZXT T2 UV Y T 4 v a— VBRORNR. 7 HEREE. 59: 447-449 (1997)

41, AT . TR R KM OSSR . X X RICk AT v MERIFREEIC R
DUV THF T a— ) RONR. TE 40: 227-233 (1999)

42. Shet MS, McPhaul M, Fisher CW, et al.: Metabolism of the antiandrogenic drug(flutamide)by
human CYP1A2. Drug Metab and Diposit , 25: 1298-1303 (1997)

43.Goda R, Nagai D, Akiyama Y, et al. Detection of a new N-oxidized metabolite of
flutamide,N-[4-nitro-3-(trifluoromethyl)phenyl]hydroxylamine, in human liver microsomes and
urine of prostate cancer patients. Drug Metab  Dispos. 34:828-3 (2006)

44 .Matsuzaki Y, Nagai D, Ichimura E. et al.. Metabolism and hepatic toxicity of flutamide in
cytochrome P450 1A2 knockout SVV129 mice. J Gastroenterol., 41 :231-9 (2006)

45.Rudi J, Schlenker T, Raedsch R, et al: Effect of ursodeoxycholic acid on biochemical parameters,
hepatocyte proliferation and liver histology in galactosamine hepatitis in the rat. Res Exp Med, 195:
309-315 (1995)

46.Kojima M, Kamoi K, Ukimura O, et al: Clinical utility of ursodeoxycholic acid in preventing
flutamide-induced hepatopathy in patients with prostate cancer: A preliminary study. International J
Urol. 9: 42-46 (2002)

76



SE1 EEEE77E£DAD 2R IEHERARESHH (EEZA)
OFEFE
1) EEEFET 7500402 DHBIHESZWERHST2bOD 55, EDOLWHEERIFE

L (FANE LT R L Ofr) ZFEL LB 0,
) T &g, S SNZEWEROIE~ 25 L2 b 0, BilZIE, 1 AEFICITREE L OWHBEE A3 S =5 aicid,
FFpsss 144 « i 1 e L CERH, £/2. HHOBENRHTFERETIE, BEELTHIT Y FLTWAIEARH S
ZEMD, HEREOE FEFEICHT- BN LITRE,

2) HEEIHS BWERSRE L, BIEGMOBWEMIZ L 2 b0 L b HIEfZ#RET 5 b0
THHM, EHLE ORERRAED RN OCERAEEIC LV TERVE DL
MEA < i STV 5D,

3) WEHBONBAIZDOWTIE, FEIREMOIRGEEN IR D Z & E7EMVE, ML, §F
HERM, FEE, SO0HEFENEFNC IV 85700, B TE 2N LITHET S
Z&,

4) BWERA L, HEEOH—O7-, ICH [HEBREFKHZEE A AGE R MedDRA/) ver. 10.0
W E STV B AEE  (Preferred Term : HiAGE) THRRLTWD,

RS EIER% =S G
PRk 16 R RS WeT e ST 4 61
(PR 17 4 7 H4EE) oL al A R 50

TNINAFF T " oA 21
TN 21
T HIVR— A 20
T RIVRARETF T A 20
FI4F=T 19
=k VA= B NU Ry N 18
THT—)L« 7T 16
A= AL A 14
e ot F K 12
Z DA, 899
& & 1171
JHFEERE B 5 BT 7y 59
WeT Ve 7 4 54
FIT 4 F=T 37
T RIRZAZ T T I 32
THT—)L e 7T 29
A i = 25
FITVv 23
v =20 No all NUR VAN 23
7= Ak 22
IAT XTI T A 20
TNWIRAZFF ") 75 20
Z DAt 1267
& & 1611

77



HERE EIEH% =44 GRS
Rk 17 R JHFpR 17 S o e I 53
(°FRk 18 47 10 H4EED) oYL A/ = 45

T IR — A 23
=Ry =R ey N NU Ry N 17
Tz )T 4T T—h 17
LRI R 15
vrsuZxF 7R A 15
Ty ) —) 15
LAR7axH 14
A RZ7ary—u 14
T RIVRARETF T A 14
Z DA, 865
& Fr 1107
RS RE LR BT raeyy 58
WHETLEF T 4 41
A i = 33
FTHT—)L s 7T 24
T )T 4T T—h 21
7= Ak 20
T RIWISAEF T I 20
EE VA= byt ull N Ry N 19
TIWINAZTFF R A 18
I O AN % 17
FI4F=T 17
Z DA 971
& & 1259

X EEGMORTEA . T EORNREFLZM [2WIRHE, ZOR—L_—2) 7 LTODMNATEIEA
2 S L PR AR B D 3K L PRI AR SRR — A — D, R SCEE ) 22022 &0
TEET,

http:/Mmnww.info.pmda.go.jp/

78



$%2 ICH ERERAFESEBAIEMR (MedDRA/) ver10.1 BT 5 ELEERE—E

H>k EU EEGBHFIfIERSZE (ICH) I2BW THRETSh, I & ohi- [ICH [EH
BREESEAREE (MedDRA) | 1F, EEISHIHISICHE A Sh a2 BIER. 2k - A A
), EESAAIREESS) IOV COEH LD Z LA HINE LIZbDTH Y, k1 643 H 2
5 HATSRZIEH 0325001 75 - HAAFAIELE 0325032 5/FAI M = F it Ry 2 A Rk
R - A st Rma [ [ICH [ERREIAFEE HAGER (MedDRA/) | OfEHIZ DT
2k, FHEEICE S BWERSHRAICREO T, TOMEHEHEEL VDL A THS, T
(B3iEE3 5 MedDRA FIREZ RT3, Y HIREEIZ 2D PT (BAGE) OA% R LT,

F7o, TEPARE SR BB STV D MedDRA ¥R (SMQ) Tl IMiTkESE

(SMQ) 1MERR SN TIY . Z0Y7 SMQ T [HHIC Bt 2 FTHEMED & 2 s — Al
FRER (SMQ) ) 23 Y. Zhax VUL, MedDRA Ca—F ¢ v 7 ShizT — % in A
FEBIRBEN IR ET 5 Z LN TE D, HL, 20 SMQ IR D IDOEE TH D DT,
AIREMED & 5T X TOIEFI AT H 2 L1l D,

AR Ezd
OPT : HAGE (Preferred Term)
A RE L Hepatic function abnormal
JIRERERR A L Liver function test abnormal
J R Liver disorder
X by RU Tk Mitochondrial hepatopathy
iR ilimlies Hepatocellular damage
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T MEEMERT I
MR ERT 7%
BT 5 SRR
i DI e NN
SRR RIS
BRI

HEE TR

i AR 2%

J—T AR
FEEHRIT 2%
A4

TMET A
PEPEIT A4
A2
HHE A4

BT 5 i

BT 5 - Wt ETE
SEHRIFARY 5 o i
BERRA 5 o

Hepatitis chronic active
Hepatitis chronic persistent
Hepatitis cholestatic
Cytolytic hepatitis
Autoimmune hepatitis
Hepatitis neonatal
Hepatitis toxic
Ischaemic hepatitis
Lupus hepatitis
Radiation hepatitis
Hepatic failure

Acute hepatic failure
Chronic hepatic failure
Subacute hepatic failure
Hepatorenal failure
Cholestasis

Jaundice cholestatic
Cholestasis of pregnancy

Neonatal cholestasis
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