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1.1 AFFO7E M7 I/ 7 VICKYEELRREENSRIFAT
2BENDPHZIODTEETSH &, [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 (—AERES
#80) LOHAICKY. TENTZZ/ 7V DBEERSIC
KEEELFEENRRTIEZTNIHEIIEME. Inb
DEREOHBEERITZZE, [11.1.7. 13.1. 2 58]

2. B2 (ROBHICIIZSLAENWI L)

2.1 AFORSy. YU FIVEEEE] (P AEU %), 7/ F7
D 2 REAEY I DELULAE YT UBEBUE O BEERE D b
L

2.2 WLHERBEDH 2 8F [(REFHOTY FILY 2 RiWH bk
EEEELSELIBENNDH B, ]

2.3 7AEY VIR X3 DOBEEED H 2 EHE [AREIHh 0T
FINTIRRBTAEY VR Z2HERETEIBENNDH 5. ]
[11. 1. 5 &H]

2.4 BHEIRAE D BF SUI/NILE Y — VIR AR « RREHIS O h
RAREHHF OBRNEETICH B BE (AFhoToxAy v
SAFL VYV FIVERET. BIEEREOH - Frft. AKX
TRV O B RRERA OE AR O IE R 2 k5 B2 h
MdH 5.1 [10.2 B

2.5 BAEMARNEORE [(AFPOTORAY I AFL Y
HUFIVEBENSET 253U SAERCKVIREN LR L. E
REBAI®DZENDH D] [9. 1.5, 11. 1. 11 ]

2.6 AN ARAE RS FERRISICEHEMEROH 2 BE [(AFIF D
TAAF P UAFL > PH Y FIBEIEIH ) AEMZA L,
HERK = HE LS BB 2NN DH D, ]

2.7 2ERMOALE [9.7. 1. 11. 1. 8 ]

2.8 EELTEEDOH HHEE (1.1, 9. 1.3, 9. 1.4, 9.3. 1,
10.2. 11.1.7. 13. 1.1 1]

3. #ERk - MK
3.1 #mk
Wk7e 44 PL [ & ki
lg
HUFIT IR 270mg
LRl % YY) T 150mg
WK T A > 60mg

TOURXY D AF L 28U F)VEEE 13, 5ng

KR, bUEDOSTOT BB RUT AL B

-
e T

3.2 "H DMK

WR7E 44 PL fid & ks

TR - A | BEOERFITH S,

4. ZhEE - MR
RBES UL BLERBRICHS TRERKOKERVEN
Sit. S, W - ¥REARE. 5ARE. BOERRE. BIAE. R

6]

6. Aix-RE
WA, AR LE g 2 1 H 4 FfEO#%ET 2,
B, Film ERICR D EEERTY 5.

8. ERAEAMIER
REAZMET LB 2DT, AHHEGHOBHFITITHEEOER
FRBRE D B OIBEICIEE SRRV E T EET S 2
&,

9. BEDEREFTHEEICHAT I ERE

9.1 AHE - BEBEEDH D EE

9.1.1 HIEMD & 5 EE
AFHFOY U FI)VT I RICK D If/MREERERE 2L 25 BZFnn
»5, [11.1. 48]

9.1.2 SEXHEDHIEE (TARAEY VEBEXIIZDOEFEDH
2EEEKRL)
AFFHOHYFINTY I RICKVIHEZELLIELIBENLRDH 5,
[11. 1.5 &H]

9.1.3 ZIaA— I ZLEEHE
FEENS Sbhed <75, [1.1. 2.8,
9.3.2, 10.2, 11.1.7. 13.1. 1 Z:Hd]

9.1.4 #88 - BERERE - BEBEZICLZINVIFAORZ. B
IKEERD B B EHE
fFEEND b <75, [1.1. 2.8, 9.1.3, 9.3.1,
9.3.2, 10.2, 11.1.7. 13.1.1 K]

9.1.5 AMIBARNEDES
KEIFOTOART DU AFL 2 PH Y FIVEBENET 2513 >
ERICEVDIREN LR L, EREZEAIEDZENDH D, [2.5.
11.1. 11 2]

9.2 BHEEERE
BEEL2EIBDIBZINND S,

9.3 FFHsEEERE

9.3.1 EELBEEDHSEE
BELARWI E, AFHTOT Y RT I 72 ORBIGEEL .
JFEEZ2BAIELBENNDH S, [1.1. 2.8, 9. 1.3, 9.1.4,
10.2, 11 1.7, 13.1.1 ZH]

9.3.2 FEZEDHS5EE (BEELHBEEDHZEEERL)
FEIFOT7ERTY I 7 ORBAEREL, FEEE2ELSE
ZBENNHSD, [1.1, 9.1.3, 9.1.4, 10.2, 11.1.7, 13. 1.1
%]

9.5 iT%

TEIR SUIEIE U TW B ATREME D & B e MEIi3. 1B & kN
fEttZ EES EHE I NS ERICORKETHIE, BE5T5
BICIE, HERNRIZE S, BHFKBRZHRET SR EHEEIC
B35 E, raFFI A F—PHES @&OF. LF) %
IEICERA L. MBS OB AR E K R B, Z3UTHES 2K
WENRE 2 EDOHMEND D, /=, YU FIVEERE (¥ AE
U 2% TIREMWBR (5 v b)) THEIBER Y. b b TEE
BT 2 > eHkE EINEHE RO ORI H i i 2
NhHobNzEOWMEND 5, EREMOLE~NDOTE T I/
T OEGICEORBRBICHREEEZLEZIITZENDH D, £
7=. WIRBEMOZ Y M7 N7 722 2#%5 LT,
OB IEOBIRE ARG SN TS D,

9.1.4, 9.3. 1.,

[11. 1. 9 ZH]



PLECETEML (2)

9.6 12717
B EOERERCRAREOGREEZEE L. BAORE XIZ
ik EREFIT A2 &, 2. BERZBITSZ & AEFROH
T oA IR PIAEGICBITT S,
9.7 INRE
9.7.1 2mRFBDIAMA
BHELRWZ &, SHET, 2ERMOAYENDTOASY 2 H#
OB HIZE OB RIFRAF S Z > 72 L OHEND S,
(2.7, 11. 1.8 ]
9.7.2 2mLUEISEERBOWMEB., NR kiE. 417NV HY
DEE)
BHELEBWZ EZFAET IR, 2O2ETHETZHAITIE.
HEEICHEGL, #5BOBEOREZ BRI ZZE, YU
FIVEEREHN O A ERIIENEERBDH5DHDOD, KEIZBNT
B FIVEE RN & T A SEBERE & OBIENE: 2R TE EFE WA AT
HD, [TAIEME  /NBICBW TS TENITKE, 1> 7))L
IOHHEOTA ) AMERED LT, WU WIE, BEmEE, &
B (RMENRIE) CRFEIE AR OELE. S ha KUY
753, AST - ALT - LDH - CK 022 ER/. &7 > EZ7 E. K
JohorE e, KIS OERVEHIFICHEI T 2 &5
ROFETH 5, ]
9.7.3 2mLILEISEmERBOWMEB. NR OkE. 41 V7N H
DEEERL)
BE OB RMENERTEZ LR & HE SN DEEICOAEET
5 &, MNREEMRE L AR PR EREE L ZER
BRI FSE L TR,

9.8 SNk

WERTZBERET ST L, —RITERBREMETL TWa,
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Wik iR E=H
5, £k MEEA
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SAFRALL fEBRAL
T/ FTIVHE

WBT2D2IENHDDT,
WRY 57 EEEICEST

DU FOVERHIE PR
MAEMEIIERZ2H S

AR 5T &, %,
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9.3.2. 11.1.7, %,
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1. BIER
ROBHWERMNHD 5HOND T ENHDHDT, BEETHITTH, B
HORRD SN EE IR EFIET 2 EEYRNEEZITD
&

1.1 EX/AREHEA

M1.1 2avd, 7F745F>— (WTNBHEERH)

IR R, 2 Bkl METRE. SEMEENDS5DNDS I ENH
%,

11.1.2 FEMREIEFEFEEA (Toxic Epidermal Necrolysis :
TEN), REEXLIEEREIREE (Stevens—Johnson SEMEEE). SRS
MRS MBALE. HEERBX (WITNHHEEARH)

*11. 1. 3 EFIMHBBAEAEIREE (FEAH)
VHPER E U THRSE., BANA SN, BHICHFHEEEERSE, U >\ Hi
MEAR. FImBRIEIN. FEEERIE . RANY O ONERIIISE 20 O B
HOEERBBIERND S5ONDZENH S, B, B AR
ATAIVZA 6 (HHV-6) FDUA IV ZADFIEHLZEED 2 &N%
. BEHIEBOFHE, FE TFERERES OERIERD 50
IBENATDZENHLDOTHERET D &

1M.1.4 BEARMEMN. AM¥kiFEd. BERBKE. AMEEMm.
M/MRED (WTNHHEEAR)

[9. 1. 1 1]
11.1.5 B REDOFER (GERH)
2.3, 9. 1.2 Z1]R]

11.1.6 FEMMR. FEEMEMA (W T N HHERH)

MR, WEIRIREE, FEEL. MO RESENRD SNGEAITE. &
MR X AR B CT. MG~ — N —F0mEZERT S Z
Eo BENROSNZEEICIHRGEFEL, AIBEERILVEY
OB EGHEDEY)ISUEZTTD T &,

11.1.7 BIAERFZ. FHSEERE. #E (W BHEARH)

(1.1, 1.2, 2.8, 9.1.3, 9.1.4, 9.3.1, 9.3.2, 10.2, 13.1. 1,
13.1. 2 2H#]

11. 1.8 FLIBRSAIEAE(REE (SIDS). ZLIREBIREFEITNFEE (WTh

BB EAA)
TORAY Y BFIZ/NE BRI 2 @R RS LS. AR
ZESRIBIEMERE (SIDS) T OVFLVREHR G NI FAE b S bz &
DOWENH DY, [2.7. 9.7. 1 BH]

11.1.9 BEMER. SHBREE WITHhOHEEAH)

[9. 2 1]

11.1.10 HESUFHRARAE (BHIE AHH)

M. B K BR. M RORPIAT7O0ES ERER
WM& T HMBUTRRIED D 5bND ZENHBHDT, TOXIR
Baicidgk ek L, EURLEZTS 2 &,

1111 8BARE GEEAR)

BNBEFIEND SHOND I ENHZDT, HIMET. BEENDH
SHhNHEEITIEHKGE2HPIEL., BURLEZTS Z2&. [2.5.
9.1. 5 &]



11.2 Z0fteDEIEA

AT | 0. 1~ 50k WA
wHGE |0 B BT, R
i F7 ). BRI, R
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O 08
WS DE . GRS, SO, T, G, B
FebRER # AL, BE WREE. TR RS ¢
P
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13. BEKRS

13.1 fER

13.1.1 7272/ 72 OBRBHRGICRD, i - B& - O
DHIE WIHEIR © Bl & R, EHBERSE) NI

loMmENH D, [1.1, 2.8, 9.1.3, 9.1.4, 9.3.1, 9.3.2,
10.2, 11. 1.7 =]
13.1.2 MERKE A MAMBAFOREHITIE. TR hT I/

T EEFDDHBONHD, AFETERNTI ) 72 XIFOR
BRI EDBROEHHHICLD, YN I ) T2 OBEEREIC

L2EERTEENEEHT IBENLH S, [1.2. 11.1.75
He)
13.2 LB

T 77 BERSGROMRE FEREEOBRRESE) 113,
TEFINIATA > ORG5E2EET DI &,

15. ZDDEE

15.1 ERAR{ER ICE D < 1B

15. 1.1 RFFOT7E "7 I ) 7 >O8MLEY (72> EF
2) OEMEGICED, MERREEEITIENHHDT. &
T 5 &,

15.1.2 BHLVERESOBREZFAELLZEZA. AFHFOT &
K737 OEMEEY (7 xFEF) "HEEER - KR
IR (B AR E 1. 5~2Tke, ARAHR 4~30 4F) L Tw/=
NINZNEDHEND 5.

15. 1.3 HFiNN—=F >V & (RAHOTOAY D AFL > PH
FIER) 37/ FT7O2RIEEW. TFO T/ o RILED
LD OFFEOAMEEE BREEAFXIT) 2R
BLARW, #EICE-TIE. ZoXSEREME, FEEsg
HZEMD D,

15.1.4 REFDOTORAY P2 AF L 228 Y F)VEEHEITHIH/EM
EHET S0, hoESNTHE D h#E, BHZE NEE%ICKD
MEMER & AT B 2 ENH DD THEET D &,

15.1.5 JEZ 701 REBERERAZ2 EHMEGEIN TSI
BT, —RRBARENED 5N EDREDNDH D,

15.2 FEERAREBRICE D < 1B
AEHOT7EL T I 72 OHEULEY (T FteF) BE
M RERGLZ8HR (XUZ, I ) T, BERENE
HHENZEDHREND B,

16. ZEBHAE

16.1 MAERE

16.1.1 YU FIL7 I REMERANCHEBRERREOKSG LZEE, HU
FILT I R OZ DB 1. 5~2 KR AP e i s i E S
5 GEANT—%),

16.1.2 7E 73 /7 2 203 10~60 453 AN IC i il S RS I3 U 7= 7%,
K BFEIBICMPICITFE A ERIITERL D GHEAT—%),

16. 1.3 AHl 1g 2R E—ZIVEER (10 8) [CHEREO#KEGLEZEED
BEBSRETORTUFIT I RE Y N7 I/ 7z JERTK
ZALH T T4 > DEAEHIC I OMPE L M S rh i 2 K 16-1 125R
3,

BB, TOAF D UAFL OB Y FIUBEICOVWTIE. SEOREE
(1g) TlZiErh g A < ERAWD TREETH > 72,

) MHUFILTY I MRE, 7YY I/ 7 ViRE  ICHFEET S

(6))

PLECETEML (3)

KA, TV 7o AR, MBREGEREITXTED THIELE

fETH 5.
(rg/mL)
B .
O #HUFLTI REET
30 @ Byt h7I/ T iyt

A RECANT A il
2% F -
Pl

MEERES
Do
(=)

£16-1

A RIZBT B IMEEPRE (HER D #S)

16. 2 BRYR

16.2.1 U FILT 2 RIFROFLGEHESLMTIT E A EDHEE M S TIL
s NEAT—%).

16.2.2 7E b7 3/ 7 x 3RO SHECHTHIEN S WIS N D
GHEAT—%),

16.3 9%

BUFILT IR, TERT I 72 2 3RINE HoNTIFEAE DM
Bt sd GMEAT—%).

16. 4 3

16.4.1 HUFILY 2 RIZEFEHEZEZROR 5%, WIGHETIZEAER
EICAREERBDIRB SN, IR THIELEER R Z 2T 2,

16.4.2 7L b7 2/ 7 2 VBB TEIC IV OV BRaEK, Hgae
izl ansg, £, —#IE CYP2EI ik D AkEgbIh, N-7 & F
Wp-RTF ) A I2E820, RN TY VY FF G %2%
F. ANA TV —IVEEETEB D,

16.4.3 17 =1 213 CYPIA2 IZ K B A FIOUE e OBBALIC & > TR
N AFNFHF O HLVRAFIVREERD DS,

16.4.4 JOAY P VIR TEIC ORI P ZNEFT RETAAF
NTORAY D REEND D, FFRHITIZEIT CYP2D6 23BE 595 10

(in vitro) »

16.5 HEtt

16.5.1 B U FIL7 2 RiZ 24 REFELANIC B AR 0% 58D 90~100%13 R
ZHEE I N2, RALAROPERIZ SALATFTH 2 GAEAT—4),
16.5.2 72 N7 2/ 7 x 203 24 ReFIDANIC BEERE O 5B DK 85% 2R
zHEitE NS GHEAT—%).

16.5.3 W7 214 VI3 AFINFHF oHDVIEAFIVIREE L /2> TRP
HHtE NS Y,

16.5.4 7OXAY P FRPICIIEELTTOAY V> Z)VRF T Rk
MEnz? GHEAF—%),

17. ERPRRE

17.1 BNHERVRLSMICEET 55

17.1.1 EREEREER

IR D 7 5 R 2 i i & U 72 —H 5 MLy T O IR sk E R
BEIT-1OEBV THo . AFNXT T EREHBELTHEZICT<H
RO E NI,

% 17-1 BRIRARR
PL fic &5 Yk 7R
AR YEEY  |BGER| deEbEY | BesR | BUERER
O SBR[ S| O

St 63/73 86. 3 45/66 68.2 | p<<0.01
S 44/48 91.7 23/44 52.3 | p<0.01
W BE e 53/64 82.8 37/57 64.9 | p<0.01
SHY 41/45 91.1 34/417 72.3 | p<0.01
B 7/8 - 11/16 68. 8 N.S.
B I 4/5 - - - -
JE 17/19 89.5 5/13 38.5 | p<<0.01

X P E 2 HIRIT, ERANHS - i U 7 E B & S EE R & Uz,

(BrE %« Wilcoxon IEALFIARE)
FIVEF BT 3. 8% (B/80 ) Thorz. RIMEHIZ. Bl 2.5% (2/
80 ), MRS, M98 & 1.3% (1/804) TH-7=1D,

18. EEIHFIE
18.1 {ERt&F

JUFITIR BUFLER) &7 7I/722 (P37
J—IVR) 1d. RS RO U TR mE AR L. B e
WA U TR R E, ERREORUEIRE R,



PLECETEML (4)

AT A > ORRMEEE RS R 2 G FIC L. A& ZRET
%,
TORF D UAFL OB Y FVBER, 72/ F7 P2 ROFERY
IVAITHERY I CEREET S,

18.2 FE(EH

18. 2.1 {F:E TR
XRS5 EIZ, ARAl500mg/ke O G%, U XEBREIZE 18-1 D&
BOTHo 7=,

#18-1 (R FREEA
5% DAl
5 R
B s T oom | 20a | 1504 | 204
MR (C) | 36.62 | —1.54 | —2.00 | —0.58 | —0.27 | —0.20
(Bliss iEIC & D HHD

18.2.2 $EfE1EA
) AAZETFROROFLGELZEZOEFBERZY T AZANEZNT
F—EEROEE T P > TR, EDso & up and down JATHH L
=& A £ 18-2 DFRMNES N,
#18-2 SHHMEA (EDso. mg/ke)

GRS Bk INT F—IEk [ R AR
BTG 236 193
[EyNER S 460 372

@) XVAR. Ty hERWERRT, YUFITIRETYEINYI /T2
CORAIZED. HEEHERI N,

B) UHFEMNWERBRT, FUFINTIREAT oA P OHMAICK D
S VB D BT8R AR

@) XYRERWERBRT, TOAY D2 AFL o9 FIUBER, ¥
UFIVTIR, 7T 7z > O8EEREHRL .

19. S ICET SEEEMMA
19.1 YUFIT IR
— AR U FILT 2 R
(Salicylamide) (JAN) [RsHH]
{544 © 2-llydroxybenzamide
1 1 CalNO:
e 187,14
PEIR & A OKE U HE EIE DM AR T, 1B WRTIRIZR N,
N N-PAFIVHRIV LT 2 BRIl TRITFRTL, T4 /—)b
95 WFERF2T<. JOoEL U a—-)hizeeiRided<,
PIFINIT—TINTRRETITS <, AKXF 7 ooV LITEG
1Z< W,
KEAEF N U ARRICIET B,

(bR ©:CONH2
OH

Rl 139~143°C
SECRER 14,1 [pl7. 4. -4 2 & 7 — )b /3ER]
1927872/ 7z>
— TR TR YR ) T
(Acetaminophen) (JAN) [HJ=]
{24 © N-(4-Hydroxyphenyl)acetamide
5372 ¢ CsHaNOy
s TE 151,16
IR BEOBEIIEREOMETH 5.
ALY J—=IVXIFTH /=)L (95 IZEFT <. KITRRHETIC
KL, PIFII—FT )V THEFIZ< W,
KEEAL T U D LRI 5,

{b2EMEE o /@/OH
chJ\ N

H

Rl 0 169~172°C
SEARE 3. 24 [pHT. 4 1-F 2 & ) — )L /$EME#K]
19.3 BkhT7zA>
—fRE R BRI T oA >
(Anhydrous Caffeine) (JAN) [HR]
L2411, 3, T-Trimethyl-1H-purine-2, 6 (3H, TH) -dione
573K ¢ CsHioN402
T E 194019
PEIR - HEOKESUIMART, IB0ndz<, KiEEn,
7 00R)IVAIZETRT <, K BEKERRE SUIEERE (100) 125
PRITIZK L, TF =)V (95) XFPTFINIT—FTINTIETIZ
<y,
1. 0g Z7K 100mL \Z¥E U723 D pHiZ 5. 5~6.5 Tdh 5.

PLGA 57

@

CH;
HsC. !
N
AL
o) ITI N
CH,

Rl © 235~238°C
19.4 JAAG S UAF LY DHUFIVESE

—RIHGFE  TORAY D AF L DY FIVEE
(Promethazine Methylenedisalicylate) (JAN)

{b2#4 %1 1 (2RS)-N, N-Dimethyl-1-(10H-phenothiazin-10-y1)
propan-2-ylamine 5, 5" -methylenedi (2-
hydroxybenzoate)

%2 . (2RS)-N, N-Dimethyl-1-(10H-phenothiazin-10-y1)
propan-2-ylamine 3,5 -methylenedi (2-
hydroxybenzoate)

%3 1 (2RS)-N, N-Dimethyl-1- (10H-phenothiazin-10-y1)
propan-2-ylamine 3-(3-carboxy-4-hydroxybenzyl)-
5,5 -methylenedi (2-hydroxybenzoate)

43 F2 0 3% 1 CaalaoNaSy + CisHi06

22 1 C3aHaoNaS2 + Ci5Hi1206

23 1 C51HeoN6Ss + Co3llis0g

TR %10 857,09

X2 1 857.09

X3 1 1291. 64

PR - B~ EADOHEEOM R TH 5,

BEfg (100) ITETR9 <. T4 /=)L (99.5) IHD TR
<LK KXY IZFINI—FIITIFE A EBRT RN,

(bR

HyCL N~ CH3
H— H Ry R3
CH; HO,C CO.H
@ND
R ! R.
s N 1 ) 4
5

1 :n=2, Ri,Ra=0H, Ry,R3,Rs=H
%2 :n=2, R,R3=0H, Ry,Re,Rs = H

%3 :n=3, Ri,Re=H, R2,R3=0H, Rs :7H1C4Q‘DH

COH
Al R 211°C ()

20. HRWOLEDEE
HICKOFETHIENBDOT, 7)b IHEEIEE, SP @IS
EHERITIEOLL TRET 2 2 &,

22. A%
lkg [500g (7IL34%) X2]
100 43 [1gX443 (SP) X25]
1000 42 [1gX4 43 (SP) X250]

23. EEH

1) RIEEEII e KA. 1966;6:20-32 (196600083)

2) Stuart,M. J. et al. :N.Engl. J. Med. 1982;307:909-912 (198201918)

3) PHRIANR NERE DA 1983;2:95-102 (198302069)

4) Buck, M. L. et al. :Ann. Pharmacother. 1991;25:244-247 (199101091)

5) fRNEER: A XITBT B IMmBEFRE (197300686)

6) HAli—IFAH: HFIZEE. 1998;40:3005-3016 [200400816)

7) Bloomer, J. C. et al. :Xenobiotica. 1995;25:917-927 (200300367)

8) RIBETIEN BULORER Y (HPER . 5 EHIRR; 1968. p104-109
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