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L. 7ERT7 2/ 7 D1BBEN1500mg (AH4EE) i3
ERAETRIIRS T HI58(C1IE. EEHMICAERESEHERT S
mE BEIRET S &, [8.65H]
2 ARERSTRE-IRBTENT I/ 7 EEUHMOES
(—RAEERESC) LOHAICEIY. BERSICES ST
NBHBZENS. CNODEREOHAZRITDZ &,
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2.2 7)ba—)b, BEARAL SERAL FEF A REDEAIOI A
HICKH2MERHEE [PARRIG & R H 2 B S
LBENNDH 5B, ]

2.3 B/ 7 I VEbEEE (MAO) MHEAI (RLFU HEEBE 5
XU ADIVEE, Y7105 I RADIVEEER) 2H5T0R
F. I ESPIEBAADANOEE [10. 12H)

2.4 FIV AT IR & % 5T O B O35 1R LE LA
NOEF [10. 12H]

2.5 WEICED A REENINTOREVWTANAERE BERN
BT RBTNNDH D] [9.1. 1BH]

26 EERIMEDHI2HEE [EERRRRZELIBZENND
%.] [9.3.1%H]

2.7 AFIDRIHTK UBBUE O D H % 8B (9. 1. 558]
R DOER)

2.8 72EY Uk GEXT O REHKERANC X 20 EFRME
DEF) XEZOREREOH DHBE [7 A i B OFAEIZ
TORY TS5V ERAEERANEEL TWwsEE2 6N
5.1 [9.1. 11%H4]

3. #ARK - K

3.1 #ERk

15 o HE B~ R—)USEERHE  covoeeerrrneens 37. 5mg
ﬁ'?JJE‘Zﬁ HE TR RT I ) T I s, 325mg

R O—2Z, vhyEDaIIF>S, PV T 7 —1k
FoT. T a=)VEEF U A, (RESE
Al trkoFJSoeltilo—A, AF7Y BT R
TA, E7O0AO0—Z, EROF>SOENEIO—
A I, BIEFH . EOEE sk

3.2 "WHIOMRK

AR - A WEADOHERIEDO T A VLT —T 1 > T8
Kk | & Y Ity b EE T

B RSYR—JL 37.5 TEh7Y3I /71> 325
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o
ﬂﬂ:f rPSEYE FSTE-L 375
BESh-7 PerPE/I1 325

1B £¢ (mm) 15.6 6.9 (B /HEE)
JE X (mm) 5.3
B & (mg) 475

4. ZREX (LR
FAEAA REBH TRERMATEAREBICSS 5HEE

OB At
Otk RDER
5. MEEXIIZNRICEIET HEE
GED A IR TE)

BR &7 28 EARA, LB - #RWBER, KEFEY X7 250
AR EITO, AROREGOEE Z2HEIHWT 2 2 &,

6. AERUVHAZ
GEBAMIRMSER)
WHL. AT, 1E18E. 1HARRR OG5 9 2, %5 MR ARER
PEZETBZ &,
BB, JERIEC THEHEET 22, 1E28E,. 1H8SEREMA TH
HBLBWZ &, £/, EE”ROFSIIMITE ZENEELN,
GrEkDER)
WH. RATIE. 1E2EERO% 5T 5,
BB, EINEETIHAICE. HSRBZE4ARERLL 2. 1[E2
P, 1HSMEZMATHRELBRVWI &, £/-. 2RO G138
DT ENEFELW,

7. BERUBEICEET 5 EE
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7.1 50
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Z &,

7.2 #50%IE
AR OEEZBEE Lo 2HA1R, BEERORERZH<
7=OIRLZIIHET S Z &,

7.3 7AEY Ui B X032 OO H 5 B FITH L TAF 2% 5
THEHEE. 1ELEET B I &, [9.1. 155 ]
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8.1 AFNI, 1P b I~ M=)V (37.5mg) MUTE LY I/
7xr (32mg) EFZVEGHITHY, IRV ETEITI/
7 ORI ORWERDFRET 2B 2NN H L7280, BYNTAFI O
ERAT S L,

8.2 HAICKVEYMKEELZEL DI ENHDDT, BIEETHITITL,
EEIRGTS I &, (11 L 438

8.3 Bl WG, [EREOIERNHSOND I ENHLDT, Bzt
ST, D - BTN BRI E UTHIEAIO B 2, R
THRREL TR FHOMHEZET 7L, BYRlEzT 2L,

8.4 K&K, WEWV, HHHENEZSZENHLDT, AHHEGHDE
FIT3 H B HEOEIRFRER 2 S IR OBEICIEE S BRI K STER
THIE, b, BHEHHERCIVEHBEFRICE S ADMEINT
W5,

8.5 BYEZAMIMLT 2B ENNH DT, BFEEHITd L.

8.6 HELSHEENRETL2BENNHL2OTIERIT S I L, TERY
3/ 7 1 OLAKEN1500mg (KHl4dr) ZldmMR TRIREGS
LHEEITTEMMICFEERE 21TV, BEOREZ TITBIRT D
Z&, MHABTRS EHRMKGT2551TH > TLEMIICHHEE
BEZTO ZENEEL W, £, BHETRST 25678 S13KIC
BEOREE BT 2L, (L1 11 1.95MH]

8.7 HRANC X 2IRBIIRRFIETIIR, MHERETH D I LITHE
BT,
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M/NEEERERE N Z 5 Z &M d D,

110 DMBREREDH D EE

SERDEL UL DA ZNIBET 2 BTN H 5.

AN [EXmBDHHEE

FERDEALT 2B ZNNH 5. [2.8BH]

L1012 I aA— L BEERE

FFEENS S bhed <722, [10.220H]

L1013 HR - ERERE - BEREEFICLZINVIFAURZ. B
KERDH % EE
FEERD 5bNed <72d.

114 18RRI DRER. P IEIR BB IR N I EE iR
LEHTHEE
BELRNWZ &, HERTEMEOY X7 NEMY 28200 H
2,

GEM AR AR

1.15 ZREU VBE GERTOA RIEERERFICKSMERAE
DFER) XIIZDEREREDOHDEE

KFZHWT, ERO7E Y I 7 8Kz RN R
2EEITHZE, TAEY VIEXIZZOHAERDOH 2 EE TIE
TE Y/ T DIEIBHZDOREAHEIZ300mgU FET S
EEINTVEN, AFNILEFICT B N7 ) 7 2 2 %325mgs
BHLTWS, TREY VIEEOFRIEIC TOAY T 522 &
EERNEG L TWs EEZ SN, ERNEBEAIIHEEZRET S
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RIRE, EBEZ. Rk FHER. XSy ZFIE LR, SR
B, HIRFEOBEREMBRNEC D EDH 5,
11.1.5 hEMREIRFEMMAE (Toxic Epidermal Necrolysis :
TEN). FZfE#5MEERAE(REE (Stevens-JohnsonfEfREE). SMEAR
HRBSHRAE (FEAT)
11.1.6 FIEMRMR GEHEAH)
gk, IEIRRIEE, FEEL MY OBFEENRD S NGEAIE. #
RNIHIERXAE. MERCT, M~ — N —SoREZ2EHET 5 &,
BEPROONLEE IR SGERIEL, BIBRERILVECHIO
P HEQWEY)RAEZITD T &,
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P, R
F— 9 D¥F.,
FUA, EE
BERE ®
WNE
IR (25. 9%) . | PRILSAH: iR, | EB R, &
TR E 0 TR SRR, B | K. AEREE,
(18.9%) . EEE B, RN | EEEE
PR [ 1 N
iR E S,
585 A 14 b % IR
B, SR
iRkEE B R Hah, B
HERRE B
égUﬁ% W [l i
W % TER, SR
J— B ETH I E, #A
ket " PEAS U
WP, VR 15
2R K Ut bt
P
WL (41.4%) . | . T | Rt AER, | FREE, &
Mg (26.2%) . %, O W OE%, 85| FHE
R (21, 2%) . | %, DN | B, 85
BhEE | BARPUK L OHEAEAR | W, BEE.
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13. BEKRE
13.1 fEIR

NI R=IVOBEZGICXIDEEERIE. FERMGH. EIR.

I, TR, JIMEIETH 5,

TEERYI )T OREHRGICED. FHEEOBENDD 5,

fe. 7MY T 22 OmER SRR - Bl - O 0k

NI > EOMEND 5, WEHRGITK D FERIT. BiF

1@’%@(%{ jﬁﬁf(K}}f—z\ =L, MR, BRE. BA. BITETH 5.
1. 228

13.2 LB
BENEBEELT, SEZ2MAEL. RIS CZIRRERE S JERO

BHETD &,

r < R=)LOEER 5L D IPEIH S OERNEDN D HAE
Wi, FOFY ONENBEEND DN, KEBEEZEHRTIE
FNMDH D, £l2o FIR=ILEBITICEDIFEAERESIN
70,

T RT3/ 7 OMERGICKDERNEDN S HEITIE,
TEFINIATA > ORE5E2EET DI &, [1.2BHH]
14. BALEODIE
14.1 EFIRAFEOER
14.1.1 PTPE2OEFNIPTP — WO LU TIRAT 2L 51
I HIE, PTPY— b OREKICK D, TS ERAS A kR A~
FIAL. HIZIZZEL 2B I L THIBRRS O EERGOHE 2 0F 5
THZEND D,
14.1.2 /NEOFOSENBVTIICRE TS L 5HET S 2 &,

15. ZTDMDEE

15.1 ERARFER ICED < 153K

15.1.1 7272772 > OHULEY (T xFkF ) OEHE
Hizky, mMBERFEREZITIEND S,

15.1.2 BHEAKVEMEROBREZRELZE A, BUMLEY

(ZxFtvF>) BHZEL - KREICHERH B RIRFEL 5~
27kg, MRAMAA~304E) L TWEADRZWEDHENDH 5,

15.1.3 JEA T O REEAERAIZEHRGIN TV B HicBn
T, —RARENED 5N EOHEND D,

15.1. 4 BREMIZCYP2D6DIEEN B T 5 Z EAVHBIL TWaE
# (Ultra-rapid Metabolizer) Tid. kI~ R—)LOFEAHE YO
M EENS ER U, ERMEIEORIERNFEIL 2T < /R2B%
nnd s,

15.2 JEERAREBRICE D < 1B

15. 2.1 LAY (73w F>) OEH - RERG L8 ER
T, BEERENBD SN EOWEND B,

16. ZEYENEE
16.1 MAEE
16.1.1 BHEIZE
fERERA B NS R=)VIEEEE/ 7 b7 2 ) 7 = VA SEL~3
e (bS~ R—) LM & LT37.5, 75&0112.5mg. 7Y
I 7121 T325 650K 0r975mg) ZHERE G L& X,
BERBIZhAMDET, I R—)L [(£)-TRAM] KUT7E R7 3
)7 2 ATERMCRINE N, (£)-TRAMERU 773 ) 71>
D MR BT N T NIR GBI~ 208 f [ DI LRI Cmaxl T L
%, FNENKIS~5. 5K K OKISEFE Dt 2 TR T L7z, TSy
OEYBFRIIHERFAMEZR LUz, £/, (&) -TRAMIZEDCNITIE
PERBEIO-TEATF IV ST R=)L [(£)-M1] i@z, (£)-
M1 O o 4% i 13 3% 5 B A2 R Cnax VOB U 72 82, 96, SIERA
t12 TR T L7z, M (£) -TRAM K O () -M1 0 % 85 15 Bk ik

g | DI Cnax tmax AUC ti2
S | 7E b7/ 7 VEAR|  (ng/mL) (h) (ng * h/mL) (h)
- 119.8 18 938. 2 5.1
- (34.3) (0.5~3.0) (360.7) | (0.8
(£)- - 263.8 1.0 2004. 3 5.6
TRAM e (45. 6) (0.5~1.5) (580.5) | (1.0)
N 424.5 1.3 3274. 3 5.6
3 (146. 1) ©0~3.0 | Q070.» | A1
- 34.2 1.8 359. 4 6.4
y (0. 6) (0. 5~3.0) 63.7) | 0.9
(£)- - 65. 6 L8 680.9 6.3
M1 ¥ 4. 4) (1. 0~4.0) 142.2) | ©.9
. 95.7 1.8 1083. 8 6.3
34 26.3) L0~3.00 | 2243 | ©.9
- 5.0 0.8 17.1 2.8
¥ (2.0)2 0.5~1.5) (4.8)P (0.6)
7tk

5 9.2 1.0 38.9 3.3

73 2% . -
s @3 (0.5~1.5) az.a® | 0.9
. 15.1 0.8 62.3 3.3
3D @4.3)2 (0.5~1.5) 8. nd> | 1.0

(N=8, F¥fEi (S.D.), tmax s FHAE (EEPH))
a: ;g/mL
b:g-h/mL

16.1.2 RiE#xZE
R ABMIC N~ R=)VIEEE/ 7 N7 2/ 7 = U EAHELE]L
XiF28E (Mo~ R—)LIEEEH & U T37.5Xid7mg. 7 h7 3/
71> &L T325X13650mg) Z1H4E (6 &) REROERS
(PSS R=IVIEBRIE/ 7 v 7 2 ) 7 = VEEELSE : 5HE. b5
R R=IVEBIE/ T ST 2 ) 7 o A28 C SAHM) Liz&E,
M (£) -TRAM fe OF (£) -M 1B 13 K B #% O % 5- B f 1% 48IRF R &
TIZ, ¥R 7 E v 73 7 BB RER OS5 A%24
B E CICERIREBIGEL TB ., FHEERD sNBsho =D
b o< R—VHEER/ 7 N7 3 ) 7 o R G SELE L k25 A L H A (BHER S &)
SRS (hS~ R—)VHEE/ 72 N7 2 7 = Vi A58  5AM. 5~
VR TR N T 3 7 CEASEEE  3AM) Lis & E0OEKIEEH%O
M4Ed (£)-TRAM., (£)-MIKO 7t RT3/ 7 x> OFEYBHEINT X —%

5 R KR Crnax tmax AUC: ti2
MB \7p (5370888 (g/mD) () mgtmd | B[ @
- 290. 6 10 1141.2 | 1.3 | 6.6
(+)- ’ (72.9) 0.5~1.5) (265.8) | (0.5) | (1.0)
TRAM - 542. 6 L3 2355.8 | 1.3 | 6.5
- (114.4) | (1.0~2.0) | (533.3) | (0.3) | (0.6)
- 78.5 1.3 3252 | 0.9 | 7.4
(+)- . (18.7) | (0.5~6.0) | 88.0) | (0.1 | (1.4)
M1 - 142.0 1.3 666. 6 0.9 | 6.7
k (29.3) | (0.5~2.0) | 103.8) | (0.2 | (0.9
- 6.7 0.5 17.4 L0 | 4.3
;Jg; 5 1.6 | 0.5~L0 | @8> | 0.1 | 27
1> 11.0 0.8 30.4 0.9 | 3.3
- 24 @9 | ©.5~1.5 | @9® | O.D | 1.1
(N=8, V¥fE (S.D.), tmax: FFULAE (HEPH))
a: ug/mL
b: rg-h/mL

Ra: SWHE (R 55 OAUC  /H)EHE 555 DAUC)
16.1.3 BEBICK2%E
fREERABEIC NI R=)VEREE/ 72 N7 2 7 7 = A28
(PSS~ R—)VHEEEHEE L T5mg, 7R 73X/ 722&LT
650mg). kT~ R—)UifEEH2H 7))L (7vmg) X7 h7 3/
T 22h 7)) (650mg) EZTNFNHEEROBELLZEE b
T R—JVEBE/ T Y X ) T VA REREGLEEZED(2)-
TRAM. (£)-M1KO 7Y R7 I/ 7 12 OEYEHHE)NT XA —F 13,
FSY R—IVEBER T Y "7 I 7 1 22T NTHREMTRS
Lzt &Ll zERL, (£)-TRAM. (£)-MIKO7ER7 2
J 7 T OEYEREIC NI R=)IVEBER VT NI T
DOEAICEDHEEZIHED SNBND .Y
16. 1. 4 EYZHIRES M ER
c7Sty NiEGEE Th—7) &Ity NESEE, 70X
F—N—iFickozhETnliE (b~ R—=)LIE#EE E L T37. 5mg
kRUO7Eh73I /)7 x>E 0 T325mg) fEEER A B TITHE A B AR
O#%5 L TiiEh () -F IS R=IVEUETEL N T I ) 72 ViREZE
HEL. HF5NZEYFE/NT X —4 (AUC. Cmad) IZDWVTINE
X MBI TR 2170 /2. T OHEHR. Wi blog (0. 80) ~
log (1. 25) DHEIFENTH 0. WHID ALY FHRIZSEED RS N2



M) bS5 —IVGEEE

(ng/mL)

180+

160l 3 o= 7Tty MG [h—7)
i —— b ILaty MEASE

1404 |47 N=22, £ +S.D.

1201 P4 7

100+

BEERE
g

60 4
40 4
20
06 T T T T T T
0 4 8 12 16 20 24
PG DOIEE (h)
HIEINT A—=F BEINT A—F
AUCo-24n Crnax tmax ti2
(ng * h/mL) (ng/mL) (h) (h)

r7 Ity MECEE

M=) 10224255 158.9£30.1 1.2140.57 | 6.11£1.25

rI Lty bEEGEE | 994234 155.6+£34.3 1.36%0.60 | 6.08£1.09

(N=22, V¥Hf+S.D.)

M AR AN MZAUC, CuaxE DX T A —F 13, BBRH OFEPR. ARIK D ERIREEL -

i OB R IC & > THRIR D REEN D 5.
@ 7eb7z/7z>
(ug/mL)
8 5
- o= b7 Tty MESAE Th—7)
‘ ——: bILty MEASE

N=22, V-9 +S.D.

EEESS
=S

2 4 6 8 10 12
P 5% oK (h)

HENT A—S BENTA—H
AUCo-12n Crnax tmax ti/2
(1tg+h/mL) (1t g/mL) (h) (h)

= W 1O pre
7oty PREEHE |18 00+3.96| 6.19142.218 | 0.94+0.84 | 2.7120.35

Mooty MECGEE |17.76£3.45| 6.117+2. 463 1.11£0.83 | 2.70£0. 30

(N=22, V¥Hfi+S.D.)

MR AN NZAUC, CuaxED/XT A —F 13, BURE OFER, ARIK D ERIREEL -

IR 8 D BRI 12 & > TS 5 TTREME N B
16. 2 BRUR
16.2.1 BEICL2HE

fREERRAIC N T R=VIEMIE/ 7 b7 2/ 7 = A §EdsE®

(S~ R—) Ui &L Cl12.5mg. 72 bh73/7x2&L T
975mg) % @SN A% K O ERIC FNENHERE %G L & &,
(£)-TRAM. (£)-MIK U7t b7 I/ 7 1 OEYHEEICEEIT

KX BWHEREEIZD NN REAT—%).%
16.3 9%

bt MSEEARE SR ¢ (£)-TRAM(0. 2~10g/mL) KO 7 & b7 3

J 7 1 > (280 1t g/mL) £120% (in vitro)®-5
16. 4 X35t

(£) -TRAMIZ T I iFlig TCYP2D6IZ & O & AR (+) -M1IC A3
IND, Eo. ZOMOFERMAMBEEIL. K TDOCYP3A4IZL S
N-EAF I, 7000 ERERUHREBRETH S, 772
J 7 OERRBREET. FRTOZI 70 EgBaE. mgils
AT CYP1A2, CYP2E1 KR U'CYP3A4IC L BN -7 FI)L-p-X2J)

F A IUANDBECKROZEDTINY FFH G TH 5,910

16.5 HEft
fRERABHIC NS~ R—IVEEE/ 72 s 7 2 ) 7 = VR G HEL~3
SED ZHERORG RO NI R—=)VIEBIE/ 7 b7 I ) 7 2 Vi
A1 28EE1HAR (BRI &) REROKRELZEE,
(+£)-TRAM., (£)-MIKUOT7E 73/ 7 x>0 RMERPHER

(B [E @ 5124851, K @ B 5584800 &, Thend

H5EM18.2~20. 3%, 9.4~14. 8% % U2.5~3. 3% ThH V. HHGEBMV
IR L B BIRD s NEho D

16.6 HEDEREZFTHEE

16.6. 1 FFHERERES
1M S E=)
JFEEZR BE 11BN T~ R—)VIEEIE N 7)1 50mg &R %5 L /=
C‘:%\ {@%E‘z}\tttﬁbfﬁﬂ(ﬁqj ]\ 57 F")l/@Cmax&UAUCoobi
PHEIZHEML . t2d3K2. 6fFICER Lz GHEAT—4).10 [9.3.2
Z ]
2 7vb7=/7z >
[FHERERE RS (BB~ &% o, =% 56 K7k b7 3/
7 1 1000mgZ R ORE Lz & &, fERA &L TiEd 7 &
b7 3277 x>DAUCHITHIL. 7HRFEMU .t 203 K2RRHIER L 2

HEATF—%).12 [9.3. 251#]

16. 6.2 BHEHEREE
1M kST ERE=J
BHRERRELRE UL T7FZ U T T2 X  80mL/minlL ) 2141
IZh I R—=)UEREE100mg & FR RN G- L= & & MR ~o~
R =)V D2 CAUC I fEFERR A DF N F NI A TL 515 K U215 T
Hole GHEATF—%).13 [9.2. 1B]
@) 7eb7=2/7z>
BHRERRERE (UL T7FZ 2P U T T2 X D 30mL/minll ) 1341
727327 x21000mga i O#%5 L-& &, $58~24K/M
BOIMEF 7T I ) 7 x> DtiddEHER A (4. OFFRD) & Holg
U TCLL 7RI IER Uy AUCs-24n HFIL. OFHE ML 72 UAE AT —
), 19 [9.2. 1%H]

17. ERERAIE

17.1 BIERVREMHICET SR

GED A MBI

17.1.1 EBRNEDT4EER

TSR USSR EE E 2 S . JEX T 01 REEHREmH O
REOBGICE D T8RS & N B BA 1876/ (h
S R—=)VHEEEE/ 7Y N7 2 ) T o CEESERMAE. 75 AREEI3
B) 2RI, EEMTF TS R—IVEBE/ T 73 ) 72>
Bl & 8ELRI1~28E 2 1 HAR2E IR 5 L 2%, —EEMRIMANOBITH
R UZERIC, NI R-ERE/ TN Y ) 7 VRS
XTI RET A LTEOMF ARG L E, —EE
BT TOMEBINRRTHZEARS MELEA R NEAEE TOHIM
BT RBEEE L NI R—VEBE/ T T ) T VRS
ERTHEICEN - (OF T 2 Z#5E. p=0.0001), 1>

17.1. 2 BN RERSHER
BHEEE (ERE. ERMREERE. BEY v~ F. SR B R,
RS R, BRI EEAR R E) IS Bk
ZHLU. EXT7OA4 REESUES O D512 K 0 T 7885w %)
BINE S NI WERELIOF 2 58RI, MY R—IUIEBIE/ 7 N7
2 7 CEAEIEIL~28E 21 HARE, BEEHHEEL THEERT THRE
525 Uz & & OVASIE O FI9@E. i H 065, 80mmizxt
LT, B 28 11329, 93mmIZIE F L. =D, BENs2E £ T
FEFE—EDETHR L7z, 10
BIVE RSB RIZ, 96.3% (183/190%1)) TH oz, TRBNEMIL,
0102/ (53.7%). (EFRTAE (38.9%). WEAL71(] (37.4%). FEMED
FWL516] (26.8%). EHIR3SHE] (20.0%) TdH -7,

Gtk DERE)

17.1. 3 BN MAHEER
BHIRR H R 2 W & T 5 TERE R E il 2 T L. 4k
WK 2RO - BE28H (S R—IVEBIE/ 72 73/
7 CEESERL326]. T~ R—)UIGEEERG6H]., TR RT3/
7 CREL306)) AR, ZEHERFTh I~ R—)VERBIE/ 7
FY 27 EEEE2EE. NI R—)UIHEE TS mg X iZ T R Y
2/ 71 2650mgEHEREG L& E, HKEESIRE TOHADK
EBEORN (BEZROFBAOUWEEE MERL] ~ [E2UE
DSEEFET, 0. 5~8HEH £ TRIFIICEHE L /= & & 0 Bl O
. S R=IVERBE/ T b Y3 ) 7 o VEEERLT.T. bS
< R—) U RE12.4, YR RT3 72 O B13.3THD. FS5T
R—=IVIEBEE/ 7 v 7 X /) 7 = VAR & SHAREORMICH & E
MR 5N 7z (Fisher®LSDi%E. Wi Hp<0.0001), £/, 5
SRR/ 7 R T 2 T o VERERESBICEDNTHETO
R OBAORRED MMal) XUE TRE) C%kET 5 E TORRM)
OHREIZKZDTH D, TOBITIKMAERLZBEICB T 5%
BRI (BHRITEAHOREN THPEE) X3 EE) 1ICEL
95 £ TORER) OHRMEIZH270/ TH > 7. 17



RIMEFAFEBIZIT, 57. 6% (76/1326) THo7z., FREMEAIT. MK
3961 (29.5%). FEL18HI (13.6%). FENED F 1261 (9. 1%). HEM:
951 (6.8%) TdHoiz.

et OB D 8RR

~ 1% 5-1%8IR¢ [ & T DY A D UL E DFRFN
- b :
- % S E rhgLfiE Fisher®
+ [ 2 (/I 5 |eR) LSDi%
NI~ K=/ 132 17.7 18.5
A EVPEY £7.91 0.0:32.0)
N5 K—VHREHT5mg | 66 2% m&agw p<0. 0001
FE RT3 /7 x2650mg | 130 s @ ora 5 | p<0.0001
18. EEHEIE
18.1 {ERHF

18.1.1 k> k=L
v Mgz MW zin vitro BROFERN S, b5 R—)UISH K #fE
RTHERAL. b I RV EEERHYMLIO p-F EF 1 R 25

ADFEE, WRC I R—=ILIZED /T KLF U kUt n
OB AABEEERAN. ERERICES I EEA5N
%, 18,19

18.1.2 77X/
v ~EHWZn vivo RBORERENS, 7M7) 72 VIEER
AR R TIER L. N-AF)L-D-7 ANTF U BZH/K R T T
AY 2 APZEEREN U —BCEERBEOMEEH,. Fiorzok
ZURBREN UMENRIERREN., FEERICEE T2 L5
X’_Bméozo),m)
18.2 $EREER
18.2.1 XURDT7EF)NIAY VERTA P2 TITBNVWT, hITR—
NEBEEE T N Y2 72 O AROKSIE. 71y Rary o
LK DR OFER, MBS 1D 2 T RIGENHIT 5 Z EA0R
MBIz, 72720, b MTBWTIIAR O AH T/ 72 8555 1E e
INTVRN,2D
18.22 7V aNY MEBIKT v MZBWT., bI X R—)VIHEE
(10mg/kg) &7 73/ 7 x> (86.Tmg/kg) OHFFARKEOZEE
T, FAEO Y BEMEE 51T, {5 B B OB 8 s
FmE, WO EEEE 7 O F ¢ =7 2 < HME L2

19. BMESICEAT 2EZHNMA
19.1 b5 < R—)VIGEEIE
[ St H3C\N/CH3

* HCI

T Uit Fpk Ak
CHs

ko< R—)ViEEsHE (Tramadol Hydrochloride)
(1RS, 2RS) -2- [ (Dimethylamino) methyl] -1- (3-
methoxyphenyl) cyclohexanol monohydrochloride
C16H2sNO2 - HCI
299. 84
SREROFETT

J =), L% /—) (95) XIIEEEE (100) &
KGR (1—20) \FhettEz RS0, #ERSEN7
%,

Al A 180~184C
192 7€ b+72/7>

S OH
LT
HsC )J\N

7t rY 3 /7 x> (Acetaminophen)

N - (4-Hydroxyphenyl) acetamide

CsH9oNO:2

151. 16

HE DR X RO KR TH D, Ay /=) XiI1TH
J =)V (95) BT T <. KIZORBEIFIZKL, PIF

VI —F)VITRD TIEVHIZ < W, KEE LT B U o LG

BT 5,

% :169~172°C

iz -
fLors -

T
TR
LEE TN MEDOHKRTSH D, KIC ﬁﬁ&bﬂgb‘%?« AY
JETPTN,
HEoL=g gl

— et
4
AT
ATE:
R

22.

AR

10082 [10$gX<10 : PTP]
5008 [108E X 50 : PTP]
5008 [/)N]
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