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1.1 AFFO7E M7 I/ 7 VICKYEELRREENSRIFAT
2BENDPHZIOTEET S &, [2.8, 9.1.3. 9.1.4,
9.3.1, 9.3.2, 10.2, 11.1.7, 13.1.1 B8]

1.2 XFNETFENT I/ 72 28T HOES (—AERESR
L) LOHABICKY., TEMNTE/ 72 0DBEKREIC
LEEELFEENRRTIETNIHEIIENE. nb
DEREOHBEERITZ L. [11.1.7. 13.1. 2 58]

2. B2 (ROBHICIIZRSLAENI L)

2.1 RAIOBS. U FVBER (TAEY) YF), 72 /)FT
TV RALEY T E OFPALE W LB EUE O BRI O
5B

2 HALEEGE OB 5 8% [AFIPo¥ ) ST I NIZEb
BELZEASELBENDEH 5H.]

L3 TAYY UGB IIXE OO D 5 BH KKt
FUVTIVFETAEY VIR EFRTL2BZNDDH 5]

[11.15 & ]

4 BIEIREE O BE I NV E Y — VEEFE K - FREA S o
WHRIIHA OREBETICH 588 [(KAlFoTa x5 Y
VAF LY IH Y FOUEmEZ, FEREORM - k. PR
AREHIHIVE H o 858 2 kA OE R R O IR % kB2
»d 5] [102 ]

5 HEMARKNEOBE [(KEPOTaxs I AFL Y
F)FNEBEPIET P30 AAEHIC X DIREDS EH L. E
REBALSEE LD DH D] [916. 11111 ]

L6 B BIERSE T IR ISR RO D 5 BE [AFIH O
TURF IV AF LYY FOVEE i) S EREAE L.
PR 2 B X BENDD 5]

2.7 2iAMmOALE [97.1. 1118 ]

2.8 MELTHENDH L EE (1.1, 9.1.3. 9.1.4, 931, 10.2
11.17. 1311 28]

3. $ARK - MK
3.1 #HmK
W5 % PL Bt & Bk
IgH
HFYFLTIF 270mg
ARG TENTI) T2 150mg
KD 7 oA ¥ 60mg
TURAY I AFL Y VY FOUEE 135mg
A FLBEAFI, Y EmaYFr Sy, HEEF MY AL B
B AR A %
3.2 BAIDOMIK
et PL Bt & J50k:
IR - #E (Ao BRATH S,
4. ShEE - HR

BES U< RBERBRICHS TREKOKERVEN
Sit. S, W - ¥REAE. AR, BOERRE. MRME. R

(€Y)

9.

9.

9.

*9.

6. Bi%- A8

SEE. AIE1H 1g 2 1 H 4 B#EOKST 5,
B AEE ERICE D EERNT 5.

8. EERAEAMIER

R ZHY LA HOT, KHGHOEHITITABEO L
Sz ) MMOBREIRF SR VI ITHHERT S 2
tO

9. RENDERZFITHEBEICHTHEIR
9.
9.

1 EHHE - BEBEOHDEE

1.1 HiMEm O & 5 EE

AHFOF Y F VT I FIZL ) M/IMBERERE 2B $B2has
Hb. [11.14 3]

1.2 [EXWRBDHZEE (FAEY VIHREXIZZOBREEDOH
EEER)

AHHOH ) F LT I FICL VBB IS BENDIH 5,
[11.15 ]

1.3 Z7IA-IEEEEHE

FEEENRD bR T %5, [1.1. 28, 9.1.4, 9.3.1. 9.3.2,
102, 11.17. 13.1.1 4]

1.4 R - BRERE - BEEBEFICKZIIWVIFAURZ, B
IKEERDH B EBE

FhEERH SbR T %5, [1.1. 2.8, 9.1.3. 9.3.1. 9.3.2,
102, 1117, 1311 ]

1.5 EELBEE - FRE (EEAREBEELKR) - BOE - ®
BEREELZCLIEOINS I UBEBOERDH S EE

Yo sy I VBOPERHEIZ VY F 4+ Y REPEL TV
720, ARG ICE YO Vg I VBOBERIEME S N
By T rFyy TRHAMERENET OV P 203%BlT5B%
Nrd s,

. 1.6 RRBARNEDEE

AHp DT TR Y I AF LY I FVBESET S5 ¥
ERIZE D IREA LA L, REIREEL S LD 2 LD B, [25,
11111 Z/#]

.2 BRERREEEE

HhEZEAIELBLNMNDH 5, [111.9 BH]

9.3 FHRERRESRSE
9.3.1 EELIREDHSHEH

BHELZWZE, RAFOTE T I 72 v ORHEINEE L,
R EZ2BAL S BENAH 5. [1.1. 28, 913, 914, 102,
1117, 1311 B8]

3.2 FEEDH5EE (EERFEEDHBEEZIRS)

KHEFOTE T I 72 v ORBHIEEL, IFHEELELSE
LBENDH 5o [11, 913, 914, 102, 11.17. 1311 ZH]

5 iR

T IR LT B etk 0 & 5 etkicid, W Lo gt
fabtkz L2 SIS N AHE I DIRETEI L BT 5
BRIiE, ER/NBRICE &, FKE, IR OBIIRE I % 585
BT R & R e 5 H A B L CRA R T 5 & LEEICHK



PLECATEN (2)

545z &,

syrukF IS EHER ROAL BHD) 2AEEICEE L.
G W OB R RER E L ORI E USRS FARGRAEDSE & 72
LOWMENRD S,

s Y rukt vy —BER 2 ERP DO L. A
WOBREDHEAR S 72 L OWMEDVDH ). FMEREIZZ 0%
BVAIBIDEL AT EBHMOLNT VS,
< H U FOVEREF (7 AYY) V%) CEREMRE (5 b)) T
EAER DA, & N CHIRBRICT A Y2 b shiz B8R
ZOF AR 253 5 bz O|REDRD 5,
IHRBHOLEAND T T I 7 2 Y OHR5I2X ) RIEICENR
B ERITI LD 5,

CFEBBOT Y MZTE T I 7 2 RS LHBRT, v
YR O EYIRE DG 2SS ST B 3,

9.6 1ZALIF
B EOREUER O BARBOFRNEZZE L., BIALOMH L
HmikEMET 22, 720 BEME#IT2 2L, REFO A
7z A VIERAPICAED BT 5.

9.7 INRE

9.7.1 2mRBOAME
BH5LewZ b, AHET, 2RRBOADGE~OTT X5 T L
A OB G X 0 B 2 ITFRIPH IR 5722 OMEDTH %,
[27. 1118 2]

9.7.2 2@ EISHmRBOLMIE.

DEE)
BTHLZWI EZFEAE T 50 L2 BT 55451213,
BEICHEEG L, #E5BROBEORELZ THIBIRTL L, T
FOVEERBHN OB ERIIESEE R LD D00, KEIIBNT
) FOUERRIA & 5 A FEMREE & o BN &R R IR )t
Hbo [TAEMER : NBICBOWTEBDTENRICKE, £ 7
IVHEDOY ANV AERBOKXATE, WL WKL, FkEE, &
(AR & PRI R ORI, S bR T
%%, AST - ALT - LDH - CK ®&# % LR, B7 vE= 71
fE. K70 b o v ¥ Ve, RIS ORI RN ST 5
FHTCERDOHEETH 5]

9.7.3 2mLLEISHmERBOME, NR OkiE. 17V 0Y
DEEER)
HEEOARIED G E S & HIB S A GEICOATEE T
5Tk, NEEENGLE LA ROREM LR E L7zER
ARBRIT I L TV,

9.8 ShE
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M52 eBHDDT,
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Tx)FT IV | R 5% CHECR G | ARSI A
RS 5ZE, %0
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1. 8HER

ROBIWERDH 5 b B Z LW HDT, B T5IqTv,
WD b NI E I EG kT 5 % Ll R LE 21T 2

kO
1.1 EXZEHER

M1 Yavd. 7F745F2— (WINLHEARH)
WP PRI E, A Siel, M TERIE. BRESAHobh s 2 &

Hbo

11.1.2 FEMRKFIEFEMABA (Toxic Epidermal Necrolysis :
TEN). EZFS#4ERERAEIRBE (Stevens—Johnson fEfREE). RMEAZR
HRBHEBRBE. FRERBER (W3 dHEERH)

11.1. 3 FEFIMEBEUEEGRE (BEAH)

PWHEIR E L TEE. HEDA SN, FITHRRER S, 1) v
PR, BBk, FERERIE S, RAY oSERIMBISE &1 &5
WOEE LR BBIERYED SbNELEZ VDD, BB, & bR
A7 A4 NWVA6 (HHV-6) HO7 4 NV AOFERLEZES 2 L2035
<y BEHIEED BB, B FRREESOERIBERD 2w
FEBEL TSI EDVHLDTHEETLI L,

1M.1.4 BEARMEM. AMERL. EEREKE. A&,
M/MRED (3 SHEAR)

[9.1.1 ]

1. 1.5 MEREDOHER GHEAH)
[23. 912 &HK]

11.1. 6 BIEMMR, FEEEKMERMA (W3 b HEEAH)

Bk, PR E, FERA B O RCESAEO LN EITIE, &
RPN X M G CT, MlE~ — 7 —Fold& % T s 2
Lo BRENRDONILHAIIEIHESG 2R L. AIERERLVE Y



HlO¥GHEOMY) L WEEZITH T &,
1.1.7 BIAERTZ. FFHEERE, FE (WIS HERH)

[11. 1.2, 28, 9.1.3, 914, 931, 932, 102, 1311, 1312%
]
11.1. 8 FLIBZESRIEAE(RBE (SIDS). FLIREBIRESEMLFEE (W TTh
b HEAH)

Taxy Ty EFE/RE R 2R &S LA, AR
ZEIRFEIEERE (SIDS) K OSFLIE MR RS P s VE 05 & b i 7z
LOWENDH BV, [27. 971 BE]
11.1.9 MEMER. 2NBEE (WIhdHERD)

[9.2 ]
11.1.10 {EEERRAARAE (HIEEAH)

fiAs. B CK BA, M RORAI A 7oy LA %4
BT OMRGRRIEDNH LDONLZENHLEDT, TDLH %
WA ERIE L., Y RRLEERIT) 2 &,
1.1, 11 BAE GHEAH)

KENBERED D S5 bN D D HLDOT, WIET. IMEELTDH
SbNAEAIEES 2RI L. B ARELZ4T) 2L, [25.
916 ZH]
1.2 ZOMDEIER

HSCBU% | 01~5%kih WIERH]
wE | L AR, B
i F7 =, BUHRRD. RS, Hil
e AT, W, WA RO, LA
L
0% DI EOME. B T, . B
HIHHEER T R PR, AR, IR, O
A%
i i
b Wl
Rz WE EF SIUE, HUR
ol I, CHITET > F— 3 A, IRH. i, &

W, R

13. BERS

13.1 fEdR

13.1.1 7 M7 I 72 VOBMBEHRGICE Y I - B - O
OEIE OIAEIR © B, TR, J8T. SHBRKS) 2 -
EDOWMENRH B, [1.1. 2.8, 91.3, 914, 93.1. 932, 10.2,
11.1.7 ]

13.1.2 REREASCHASHAFORSH ICIE, T INT I
TzrEELH0NDY, ARHETEINT IV 72 Y NZZFOR
EHIE DWW LY, TEFT IV 72 v OBBEHESIC
L BEELRIFEENBHT 2B 2 Dd 5, [12. 1117 BH]

13.2 LB
7Y N7 I 7z VRS RORE (IFFEEOBRMSE) 121,
TEFNVYATA VORGEEEBTHI L,

15. ED/MDER

15.1 ERER{ERICED < 1B

15.1.1 KHHhO7X b7 I 72 v OEBILEY (72F&F
V) ORMEGICL), MaFERFEERITILFHE0T, K
Mgk AEETEZ L,

15.1.2 BERCBEREREOBZEZREL 2L A, RElhO T+
T3 7 2y OEULEY (7T kTF ) BHEEEY - KE
WA (B IR 1.5~27kg, BRJTMIM 4~304E) LCTwiz
ALV E DD D B,

15.1.3 Jik—F vV VA (RFhOTaxy T v AFL V)
FUVHIR) 372/ F TV REEW., TFuT ) Y RILEY
FICL DO SEOREREDR) (BREDAFADT) ZlEER
WLz WEICL TR, ZD LD HAEREBIE, WL X ¢
LT ENH 5,

15.1.4 RFIF D7 x5 v 25 Ly J% Y FOUBREIE /RN

(3

PL BEEE BRI (3)

EAET D720, MoIEHNHES ., B, WEESICE S
MEIFE IR 2 ARBEMAL T 2 2 e BB LD TEET LI &,

15.1.5 JEA T 0 A YN B H 2 REIM &S S hTnw b LI
BWT, N ERELED SR OWEDNH 5,

15. 2 JEEGPRALER (CE D < 1HHR
ARFOTELNT I 72y OFWUILEY (TS kT V) 2K
W - RERS L8R (v A, Iy b)) T EEIEENRE
OoNIL OHEDDH 5,

16. EHBNEE

16. 1 MAEE

16.1.1 U F V7 I FERERERACHAREEROES LzE &,
FYFIUT I FROZOMRBWIE 1.5~2 BeR LAY 55 i I A
WEIET S BHEAT—%),

16.1.2 7 b7 3/ 7 x V1% 10~60 5 LA i s ML i BE LS E L
B, F S EERIAICIIICIZIFE ALKRINTE 2 2 HEIA
F—=%)

16.1.3 AH 1g ZHH % C— 7 VEK (10 08) ([CHERREO%RE L
e EOHH5HSHEMETORTYF LT I FE B7E T3
77 = VERREALH 7 24 ¥ OHIGES X 0l L2 i
P % X 16-1 (2R 9,

BB, TURAY IV AFL IV FUVEEIZOWTIR, SRO
BhE (1g) TIRMEHIREIME S ERmAHD CTHEETH - 720

) BPUFVT I FIRE. 872 b7 3 7 2 VIRE PSS S
KEALK, 77 v yBRAGHR. mERRGHRE T XTEOTHEL
fiCH b,

(rLg/mL)
3B P

30 |

2
20

il

WmEEE

el

5 (hr)

I k]

A XITBV 2 MmAEPIRE GEERE DS

[16-1

16.2 WRUX

16.2.1 Y F V7 I FIEROKGHERLHITIT L A E2TELE H
LINENE HEAT—%).

16.2.2 7 M7 37 7 = VIdROHGHERLPITHLE 2 S IR
Ehad BEAT—%),

16.3 9%
FIFIVTIF, TEIFT I 72 V3L, Rz A
EOMB AT HEAT—5 ),

16. 4 34t

16.4.1 %V F 7 I MidEHEHEZEORS %, WLBFETIZE
A EEEVAEEACHE P AH S, TP CRmEE R R & 52
5o

16.4.2 7 7 I 72 VIIFBTEIC VS 0 Y BRAER, BR
BRARICRH SN D, F72. —HBid CYP2EL %12 & b KEEL
EN. N-TEFNp-XUIF ) A4 0505 FHBAT
TNEFF KA T T ANH Ty —VRE 456,

16.4.3 #1724 ~1& CYPIA2 12 X B A F ML R OFRILIZ X 5 T
R#FEN, AFNVFH U F U HILVIFATFVIREEE 75 D 8,
16.4.4 70X YV VB TECTBAT IV ANVKIF Y FET
AAFNTHRY Y AREES NS N FHREIZIZIC CYP2D6

253519 (jn vitro)o
16.5 HEitt
16.5.1 %Y FU 7 I Fi 24 B LLPNC R 8 58 0 90~



PL BECE R (4)

100% 13 R H 2 BRI 5 1 5 A3,
FHEAT—2%),

16.5.2 7+ 7 3/ 7 x Vi 24 BRI DAPIC R 13 52 0%
85% AR HE M s D HHEAT—%),

16.5.3 A7 2 A VIZAFNVFH U FUHILVIEAFIVIREE 7o
THRAZHEEE S 9,

16.5.4 70 A ¥ Y VRREPICIEFEE LTI A IV ANVEF Y
F2EEES NS 9 HEAT—%),

17. ERPRAEE
17.1 BERVRLHEICET 558
17. 1.1 ENERREER
FEHIRED 7 5 R &2 R IRSE & U 72 Z EEMRILEGRER T OE IR
YUEFRFEIT-1DOEBY Thotzo AKIZ T T ERELKLT
BATT SR RDHERR S iz 1D,
F17-1 BB

REALEOPEMHIL 5% LT TH 5

PL it & ikt 752K
HER WEIEC || ey | dolk | BOERER
AAPERFAR SO (%) | HRDPERFAR GBI (%)
Bt 63/73 86.3 45/66 682 | p<0.01
b 44/48 91.7 23/44 523 | p<001
BRI 53/64 82.8 37/57 649 | p<0.01
SHI 41/45 91.1 34/47 723 | p<001
R 7/8 11/16 68.8 NS.
i A 4/5 - - - -
FEE 17/19 89.5 5/13 385 | p<001
% H 2 HBRIC, JERAT - BRI L 7B & SRR & L7z,

(Mesg ik © Wilcoxon NERLAIME)
RIVEH FE BB 3.8% (3/80 #) Tdh -7z, FIMEHIZ, Bl
25% (2/80 B, MRA. Iig % 1.3% (1/80 Bl) TH -7z 1,

18. FEZhFE
18.1 fERHF

FIVFLVTIFK (BFVFVER) &7y T73I /)72y (T3
72/ —)VR) &, ARIEERET PSR L CR S A 2 PRk L
BOMEE A L CTREARIR L. 2 RMEOERAIR LR
KD

H17 2 A ¥ ORI RS VR SRS AR RE A0S T
%45,

TURXY I UAF LY I YFABER, 72/ F7 YV RON
YAy IVAITHC A Y I AEHEAET 5,

L. PR

18.2 EHEEH
18.2.1 BT &R
<7 A5 PRI, &Kl 500mg/kg fEOPG-H%. 7 AEBIRITER

81DLBY THo72,
#1811 il TR

b g P51 0L BE
B GHiE - - -
30 7 60 47 120 43 180 43 240 45
EE (CT) 36.62 -1.54 -2.00 —0.58 -0.27 -0.20

(Bliss #:12 & 0 £5HH)
18.2.2 $EREER
M AFZEETROROKLG L EOFRHENE~ Y A2 v/
NTF—EEROCBEB S 4 Y~ 73 THR~, EDso # up and
down IECTHMLAEZ A, K182 DHENIE LN,
# 182 $HH1EMA (EDsow mg/kg)

P 5-RE e\ B NT =Rk iR A ¥ v 7k
BT 236 193
RELIH G- 460 372

@) 7 A, v bR T, YUV FALTIFETEIT I
77 YOEAICEY . SRERIIHR S Nz,

Q) vHFEHVLZREBRET, FUFATIFEL T4 VOIS
X0 SRV OBRORD STz,

4)

@) TV AEHWLRRT, 70X VU AF Ly IVY) FEEE
. FUFAVT IR, TN I 72 OBEEM 2 HEM L
725

19. Ao SICEET SE{EEMMA
19.1 YUFIT IR
— B Y FVT IR
(Salicylamide) (JAN) [JR#h#i]
1b2:4 : 2-Hydroxybenzamide
¥ CIHINO:
Grfa 13714
PRI - BEOR RO REOBER T, ITBWRPKRIE v,
NN-YAFIVANVLAT I FICBODTHEITFRT L, =¥
J =) (95) IZ@EITFRTL, Fu¥L vy 7y a— it
BIRTL, VI F NI =FIIZRRBEITIT L K
00k AITEITFIZ v,
KERALF B ZRHSIET Do

s Sor v ©:C0NH2
OH

RllaE 1 139~143T
SEREL 141 [pH74. 1-4 27 % 7 — )V /%M ]
192 7€b72/7z>
— AR TN T I ) T2
(Acetaminophen) (JAN) [HJF]

1b2:4 © N-@-Hydroxyphenyl)acetamide

5513 CsHoNOg

5 F& 1 151.16

PR - AR IR OB K TH 5,
AZ )= NVIFTH )= (95) IZHETRT L KiTReR
BWIFIC L, YIF LI —F D TEITIZ S Vv,
KA F b Y ARSI B,

btk o /©/0H
H;C)k N

H
Rl 0 169~172TC
SPEAREL 1 324 [pH74. 142 %/ — )V /#RH1iE]

19.3 KA T7 14>
— R RS T = A Y

(Anhydrous Caffeine) (JAN) [HJ&]
1,3,7-Trimethyl-1H -purine-2,6(3H ,7 H )-dione

55 ¥ 1 CsH1oN4O2

rFa 19419

PR Ao UIH KT,

L -

BV, RIEEV,

70 aRVAIZETRT L K BEOKEERE U EERE
(100) IZRRHEFICLL, 7 /7= (%) gy =+
VI =T IVIZHEITFIZ L W,

lOg %7K 100mL (2 L 729 pH 1x 55~65 TH %,

festi
Zﬁ

Rl - 235~238C
19.4 F7AXG DU AF LY UFIVERE

—RBFR D TR AT VU AFL Y IUY ) FOVERE
(Promethazine Methylenedisalicylate) (JAN)
(2RS)-N ,N -Dimethyl-1-(10H -phenothiazin-10-yl)
propan-2-ylamine 5,5-methylenedi(2-
hydroxybenzoate)
(2RS)-N ,N -Dimethyl-1-(10H -phenothiazin-10-yl)

(s S

X2



propan-2-ylamine 3,5-methylenedi(2-
hydroxybenzoate)

%3 ! (2RS)-N,N -Dimethyl-1-(10 H -phenothiazin-10-yl)
propan-2-ylamine 3-(3-carboxy-4-hydroxybenzyl)-
5,5-methylenedi(2-hydroxybenzoate)

¥ %1 1 CaaHaoNaSs - Ci5Hi206
%2 1 Ca4HaoN4sS2 + Ci15H1206
%3 ¢ Cs1HeoNeSs - Co3His09
1 %1 1 857.09
%2 1 857.09
%31 1291.64
PR A~ Ao RO R TH 5,
FEfE (100) 12T, =% /7 =)L (995) (ZHed T
B, RRRBYZFVZ—FVIZIFEAEHEIT R
W,
b5 HC | CHy

H— H Ry Ry
CHs HO,C COH
R R
S N 1 ) 4
5

%1 :n=2, Ri,Re=OH, Ro,RsRs=H
%2 :n=2, Ri,Rs=OH, Ry,RsRs=H

¥3:n=3, Ri,Re=H, Ry,R3 =OH, Rs = 7HZC‘Q70H

RS %9 211C  (451#)
20. ERIRWVWEDEE
Wk VEFEMTHIEVHLEDT, TV IFUEIRE, SPA
P R RIGEE L TRET S 2 L,
22. @
lkg [500g (7Iv348) x2]
1004 [1gx4 4 (SP) x25]
1000 7 [1gx4 4 (SP) x250]
23. EEHK

g

S
‘_H
B

(kg K A5
1) EiE#EEIIA: EREE. 1966; 6: 20-32 (196600083)
2) Stuart, M. J. et al. : N. Engl. J. Med. 1982; 307: 909-912
(198201918)
3) MRS NER oM 1983; 2: 95-102 (198302069)
4) Buck, M. L. et al. : Ann. Pharmacother. 1991; 25: 244-247
(199101091
5) FNER: A4 XI2BT B MR ERE (197300686)
6) HHI—(3H FAFISEDE. 1998; 40: 3005-3016 (200400816)
7) Bloomer, J. C. et al. : Xenobiotica. 1995; 25: 917-927
(200300367)
8) RIGMEATIZA: BUC oAy (M) . Rul &5 W
1968. p104-109
9) Taylor, G. et al. : Br. J. Clin. Pharmacol. 1983; 15: 287-293
(198301112)
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