bR

ARHEIE - 367 H

RN
sk sk 20204E4 JTET (453H0)
#* 2019427 H ]
B K SRR

H A i i o0 A
871149

AR SESEVE7 A RE FESE P31
BIZE

TRAMCET" Combination Tablets
MEE -EMEOMFEICLIVFERT LI

P RK—JVIERSIE - 7R b7 3/ 7 1 U ECRER

FSLCYMECETE

AR A 7 | 22300AMX00552000
WL 52 B 201147 H

1,
= A

11 RRNCKVEELREEIREITI2EThIHBC
EICEEL. ZPEMN7 I/ 7 2 D1BHBEH1500mg
(KFl48E) BT EAETRBBE T 2HBAICIE. &
HRICH# S 2RS4 E, BEICKRETSZ &,
[8.63HE]

2 KEERSIRN—NWRETENTI/ 720580
MOES (—RAEEREESD) EOFHAICKY . BE
BEILERH TN HBELD. ChODERED
BERERIT A&, [13.1. 13.28 0]

—_

2. BR(ROBHEICIIBELEWNI &)

*| 2.1 12K O/NR19.7. 151E]

2.2 Tha—)v, MERRA. S#H. A A FEUEHIL
RS ER I X 2 S A [P AR AR R O
P %2 EAL S BEFNDDH 5]

* k| 2.3 /73 UUEESR (MAO) BLEH (2 L) 4 ERE.,

FHEY AV, 74 I AV 25

o, 3Gl :14H DI E 5 110.15]

k% 2.4 IV AT VIRERIE A G ho BE KRG R IRE
LAR YA O EBE10.1507]

2.5 HBICE VO RERPENTOEWTADARE
ERAEAL S A BE N H 5] [9.1. 1]

2.6 MLHEEE O 5 BE UERDEALT 2 BZNHH 5, ]

2.7 BELRIMBOREOS HEE[EELERZ LS5
FNH D] [9.1.8&0H]

2.8 BEELBEEOH LG [(EELREREELIBEN
b bHo] [9.3.1%H]

29 BEELZTREOHLEF[(EELRRIFLLLIBEN
NdbH.] [9.2.15]

2.10 BELOEREAEDOD 2 BHEIHRADINT ¥ AN
b, OAEIESTLZBZNHDDH5S.] [9.1.10
2]

2,11 7TAYY) VIR OGEA T O 4 FEFNC X B EISE
DFZ) IZFDOHAEDH A EH [T A Y HEO
BIENZTORAY 7T 2D VA ERERPES L Tw
LEEZHND.] [9.1.11%8]

212 RFA ORIz LBBIEDOBMEREDH 5 G
[9.1.5%0#]

3. fARK - MR
3.1 #rk
Wi5e 4 Fo Aty NELEEE
(1)

AR | HE ~ 9~ F— )VHEEEHE37 . 5mg
HE7+X M7 3/ 7x325mg

wmEkEVva—Z2, TLVT LTS TS
) A= VEEF ) YA, hyETRIT TS
I VVAFTY VBRI AV T A, BT O AT — A,
WAbF % >, ~ 270 d— 400, =L
KRV IR—= 180, HNF Ty

3.2 EHE DMK

- KB | REEO T A NAT—T 4 VT

e} FEihi (U]

e ) () %

Eff(mm) | %% (mm) | J£E (mm) | FEi#(mg)
15.5 6.3 5.5 441
kgl — 1| J-C T/P
4. FHEENIIZhE
FEFEF A FEERRI CRERELTRARBICH T 8EE

K&

OFED A IR RS
OtkiRDERE

5. MAERFHRICEHET 2FE
GED A IR IEETE)

[ & 7 B 2R B IR ZE . OB - AR, KA ) A
7 HEOUEN R B E TV, RF OG- O % E
EIZHBTAZ &,
6. BERUHEE

GED At IEMERE)

EEL BRI, TE1$E, 1H4ERR%S 3 5, &5 M
FEIZ4RER LI 22y b 2 b

B JERICIS U CEERT 545, 1m28. 1H8%E%
B THRG LI b, 72, ZEEORSILEIT S 2
EDEF Ly,

(Phak DERE)

W, A 1R85 E RS- 5,

B EIERS T AEAE. RS ERE 2 AR DL 28,
1288, 1A8GEZ WA TG Lawnwz &, Tz, ZJEH
OFEGIIRT B ENEF L,

7. BERUAZICEET 3=

GED At IEMERE)

7.1 BEDOM#E

KA G- BIE R AR 2 F0R L T 2 BT 201
SN VIEA I, MoBEY) R IEENOEE R 5 2
Lo T2, EHIMIREIR L OB E T L. 5 DMk
DOYUFYEIZONWTHRE T2 2 L,

7.2 {50k
KENOHGHLEE L o 2aE, BEEREO
HE oG 2 lcBaET sl e,

8. EEREXRREE

8.1 AANL. 18I M 7~ F— VIERRIE (37.56mg) R VT
th7 37722 (325me) * ELEAFITHY, PI<
F=Le 72 b 73 72 NEOEWEEPEHET B
FNDH D720, WY AR O EMETT 52 &,

8.2 BIICL WHEMIKIF AL LD ENHILDT, HES
T AT, EEICHES T4 28, [11.1.420]

8.3 ML MR A DRSS b D 2 L Hd 5 DT,
B A+ 5147w, Bl - SRS S e Uik
FOBEH %, RIS A5 E L TR TRIOMIN %%
B LhE, WURMEYIT) 2 &,

8.4 R, wF v, BEHEMIIRILIEDRHLOT, K
HIHg 51 0 BB\ T 1 B 00 SR S G [ A b ) B o0 4
EICHER SRR VWEIEETLII L, B, Bkl
L) HEEEICE S 728 L RE XN TV S,

8.5 WYIEE AL T 2B ENNHLDOT, BEE+5
12479 2 &,

8.6 BELINEENKIHTLBENDSHLDOTEETSHZ
Lo TEHNT I/ 72 rDIHEED1500mg (AHK45E) %
B EHE CENES 3 2551 ELMIZ BT iR
AT, BEORES ICBIRT L, BHETRL
LY EMHG T AW H o TILEN M TR &



T ZEMEE LV, T, BAETRGTLHER LR
FICEBOREL ST 52 L, (1.1, 11.1.921]
8.7 U i%(ﬁ{%bilﬁ{?&f\ci&(\ AHEREETSH
HILICEETAIL,

9. BIENERZEIHEEFICHET I IR

1 BHHE - BIEEZDH 2 8E

9.1.1 TAPAZEDEEMERBIIIC NS DEEEFEDH 5
B, 2 VIIEEREOBRETF CEHIME. KBRS,
FILIA—IVRIIEY OB IEIR, PIRMERLES) 2FT
BEEGREICLVTOLEEESFENTOEVWTAPAR
EE#<)

ARFENIFE GBI T 512479
L2 ENHDH, [2.58HK]

9.1.2 MIRIMFIIREE(C H 2 BHE
PG ] % HE5R 9 2 BEND D Do

9.1.3 HICREMEEDH 8L
WG R BEENTE O LR %2kt B2 NA D 5,

9.1.4 EYOE A IEYKFERDH 2 8E
i 7 R OIS, EIIRICER > TG4 5 2 &,
IRAENEZ HE R0,

9.1.5 #EF 1 NEBERICKH UABEDEREREDH 3 BE
(RO H UBBEDBREEN S 5 EBE#K<)
[2.125H]

9.1.6 >a v I REICHIEE
TEBRA LR IR P % B3R 3 2 BENA D 5o

9.1.7 HItMBBEDEEED & 3 B&

WAL S OEEZRET L2 BTN D 5,

9.1.8 MKENDEERIZZDEEENH 3 BE (EELMKED
BEOHHEEER)
MEEEZREITBZINDLH L, [2.781]

9.1.9 HIEED & 3 BE
M/INEARRE R E DA 5 2 & 03 5o

9.1.10 IL\#EEEE.%GD&%%%(E%tw%ﬁ%é@&éﬁﬁ
FHxE<)
rljwﬁmmzo%mb%éo [2.10&1]

9.1.11 KEXHBDH 5EBHE
SERDTEALT 2 BENA D S, [2.115H]

9.1.12 ZIO— LS EEHE
JFEEEDH b3 R b, [10.25H]

9.1.13 8 - KRBIREE - BEESZILLZTILEFA >
RZ. RAKERDH 5B
FFREEDH HbNR T b,

9.1.14 18@RMmDIEH. FAEMEERETRERIEIZE
ELlREsETHEE
TG LT b, BEZFIINH O
END D Do

9.2 BipEEERE

9.2.1 EELBEEDH2EBE
BH LW L EBERERZEDBEND D 5.[2.95 ]

9.2.2 BEZNHI2EEHIVIIZTOHREENDH 2EE (E
ELBEENDHZBEEKRL)

BHRRE DAL T A B END D Do 7o, BT A
foe L AER R ORIE A58 9 5 B2 N0 5.[16.6. 22 4]

9.3 FipEE=EZRE

9.3.1 EELFEEDH 285
BH LW L EERERZEDBEND D 5. [2.85 ]

9.3.2 FEZNH2EEHDIVIEZTOHREENH 5EE (E
ELHEEOH 2EEEE])
FFRERED AL T2 BEND D 5o T2, EWILHEEE D
B L ER R OEIWER AT A2 BE N0 H 5.[16.6. 1]

9.5 1Fi7

©

T ko HURR(EEHET

A7 HEINY 55

9.5.1 #EIm LR L T\ 21T lé@%éi(]é BRI
L oFEED R LS &S b @Ah
54562k,
b= N VAR A aE e L #A RIS, &

%%%ﬁ&wﬁﬁﬁﬁ\mwaﬁﬁ%t&o%?%ﬁﬁé
nCwb, 72, BPERT, FITF-VIIEREEE,. &
AL RO RO BB E 35 2 L8 ifiﬂzéﬂfwéo
9.5.2 HIRHFMOLE~D T T I 72 v OF51C
DIERICEREIGHE R T2 0D b,
9.5.3 7t 73/ 7z VIFHIRBEM O T v+ CTHRIBICEE
EOBIREDH GRS ¢ £ ME SN T 5,

9.6 RILF
BHEBTSELZ L, T F=)bid, FThARAT
TAHIEPESN TV D,

9.7 INB%E

*%9.7.1 12 KimDNE

B LanwZ e, MIBWT, 12 Rio/NNETiRT
EEOGRERFRIHO ) 27 BB EOHREND D,
[2.12]

9.7.2 12l LD/ R
12 D Eo/NBIR T 2 HER etk x i e L7z
PR BRI LT L TV e,

9.7.3 RBi. FAEMERERETREREIZEELHESR
/T HNE
B L ewnwa & BEERIFIHEH O
ENDH D,

9.8 S
BEOREZBR L2 HLEEICHKG T LI &, A
FEDME T LCW5b Z g <, AR - HEEASZIE L &I1E
H23H 5 b3\,

10. ¥HE{EH
Fo< F—id, FI2CYP2D6K FCYP3A4IZ & - T
#HEanzs,

101 SFAZRBALEWVWI &)

VA7 DI 5B

FEH 445 BRI - L | BRF - G T

* % MAOHZ# FRENZ BT, b | AR 1E A58

L FY VIR O N VERERGE mEsh, Fo00W

1 EL\ Wk, FEE, WMot o =

(7¥-) . EEER, | BRI A EE

THF) AT | FRELE. I | 26N5,

VERE FTorua—2 A, F
(7L b) HiAE) B a e R
T 74 F 3 X RS (BT
TOVIRYE By MG, R
(=7 74%) e, ). I
[2.32M] W 25 %o (W

& sk

fil) K 0% I
S (RIME . &
J£) OFEEREIME
AP E S Tw
%o MAOF%EH] %
B oBEE %
G d k%14 H LA
RIS EAMEE I
Lawz &, F72.
EN IS oAl o
MAOHER D5
RIS 5 %A I
IE. 2~3HME DM
bgAazely 52 Las
WL,

FIV AT YR
tyrru
[2.42]

HE M S IR & e 29
BN DH Db, *

7z SR AE AN 1S

T ABETNND
5o

FV AT I
xSk o is
XAxH G- #2108
I IOY A
BELzwZ L,

urEr A4 FgE
[ESaN2) il k==
5,

10.2 BHAER (BAICEBT 32 8)

SRS BORER R | R - T
U A FEURAL | O O 8 R | A S0
ARAEESIIA] | VRS0 R B  | DAY 12 3 S

T2 FT VY| R BEAD DD | NBEEL DN,

HEEH
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11.

A

FRRAEAR - 187

B - ST

ZBRPL) OH
b= R
ERWELO b=
YEEY AAM
%] (SSRI)

UESDRS

o b= ERER
(hHL. Wb, %
B, B, BNk
LN CE Y i
It -3 2R,
THIE) Kb

f bt % Bk 5
BN DS,

R4 1 22K
RS, T,
Bz o 0 b =
L HERT B L
Abib,

RS
R, WHEMAO
B P LS & D
HIDIT 12 2 5
BWEAL, F7.
WagEo Lo b =
CHEMT S L E
ZHN5,

WY
J /) N)VE S —
2

TJr= MV
T)IFY

V77 ¥y
AV=TIK

M7 F—=OIl
R R ST LA
FAAY I 53 % W] HE
W b,

E N (N NOF 3
#l o KW E & T
PR EE R 05
EHIN, TR b7
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S DEHDIF
R I 5 55 R
X, IR
— VDA A E
SNb, £72. 7
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o o
N -TtFN-p -
NYVF ) UA3
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11.1.2 £#(0.2%)

11.1.3 E#HE% (0.2%)

1.1.4 &M HEEA)

B RS W, RSN R AR M OSSR R R AR A3
HZEDD Do AFOHIEIIFEIFIZB T, Bk,
AN, fERE. NIRAE. SEBREL . R, HIBEIR.
Ny 7 50E, KR, KR, BBSEoEERENIE L
LI ENH b, [8.22H]

1115 hEMHREIEERMABEE (Toxic Epidermal
Necrolysis : TEN) . REFGIERAEEEE (Stevens-Johnson
IEMRE) . S ARMRSMRAEE CHERH)

11.1.6 EEMERR GHEA)

RO, DR RS, S, S O RESESEO LN E
W2iE, R MEXA, MEECT. MiE~ — 7 — %ok
TrFEfT 5 L, BEIRROLNIGAE IR G 2 Ik
L AR E RV E RO GSOBY R LEZ 1T 2 &

11.1.7 BEMEX. SHBES FHEAD)

11.1.8 IEERMEDFHER GHEAN)

11.1.9 BUERF . FFHégeRE=. #E CHERH)

BEIERF S, AST. ALT. y-GTPo FH5% 4L fFtkee
EE, HENHODONDL I ENH D, [8.68H]

11.1.10 FERIERR A AE (B EANH)

11.1.11 FEORINGH] (5 ARER)

1.2 ZOMmOEIER

L3 hben|ENb,
WEDNDH Lo
T —)v (i) |25 A U A | A0 A s b
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o 19% AL o s -
BUME | oo | 1% | WA
Bl (414 WG . F | M | TR
%) WEME|# . 1P| E %, 1| WP
(26.2%). |%. OA|E%. H
RS (21,2 82 40 . 9 | W B 55
e | %), B MER B | B,
RS B4 RS R
Bl A
L.k
H AL
i
RS | I 4% fE fh
ME | ERE
o | ZOEEEE BB %
{
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A B
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meCPK |8, B
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A RE YN
Btk RN
L7
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A,
FREERENI
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SrERHN
g, TR
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i
13. BERS
13.1 FER

b= F— L O#ERG & 5 EEZIERIE, FPIRINH,
FER, B, FEESIE, (MEILTH D,

TEbTI 72 rOREHRGIZE), FHEEoBEN
DBdrbe T/20 TEHNT I 7 10 OBERS T -
B - OB S o 70 L OWERH L, BERS
W2 AERERIE, BEEEE. SRR, B, i,
BRI, BEH. BT%TH 5, [1.22H]
13.2 WiE

BAME Y LT, KRBT L. IERIZS U7 e
EIRBROEMELIT) 2 L,

o< F— L O#am# 512 X IS o fEIR A5 b
NBYEIIX, FOxY U ERREEDH B D5, fiE
B FERTHIBENDNDH L, 72, PTIT F—NidE
HICEDITEAEBREINZ Y,

T M7/ 72 OBEERGICEDERPEDNL Y
Bl TETF VY ATA VOS5 4% E BT, [1.2
ZH]

14. BRALDEE

14.1 FEZZFEOEE

14.1.1 PTPAEDOHHIIPTPY — b2 S0 L TR
L EA18ET AL, PTPY — FOBMIZL Y, BV
A BRI A L, BICIEZEfLE B 2 L CHfthi
REDEEREIHEZIET A2 LDDH S,

14.1.2 NEOTORREDP L OITIHEET A L HiRET L2 &,

15. ZOMOEE

15.1 ERERFERICE D 153

1511 7L 73 72 OFEPILEW (72 FEF 2D
BHIEGICL ), MaFREFEZRITI DD D,

15.1.2 BELOBENEEOBZZRE L2 2A, EHUMLE
W (7 = F 1 F ) BHI AR - K BIRAELS
~27kg IRAEAMIA~304E) L TV 2 ADSS W E D735 5o

15.1.3 JEA T 0 A FUHEEERA ~ B 5 s Cnb
PEZBWT, —H R A0 Sz & O8SEH 5,
15.1.4 BEMIZCYP2D6DIEEANHEE Tdy % & & AVHIBH L
TWw 5 H¥# (Ultra-rapid Metabolizer) Tid, b < F—
VOWEEAH Y oM EEDS R L, IS ORI E
HPEH LRI bBEINDH 5,

15.2 FEEREREAERICE D < 153

15.2.1 FPLEW (7 2+t F ) OEM - KEHE 78
WHERBRT, BERENRO LN OWEDH B,

16. ZEHEIRE

16.1 MeiEE

16.1.1 BEE%KE
TERER A T I AR ~388™ (b 7~ F— VIRERKE & L C37.5.
75 U112 .5mg. 7+ b7 3/ 7 x v (APAP) & L T325. 650
J0N975mg) FHLERE G- Lz &, HGEIChHhDLT. b
< F=)V[(+)-TRAM] L FAPAPIZHER 2 IZIL E 1, ()
“TRAM ONAPAP O [UAE FR R EE 1E 2 2N G- 1589 1~ 285 T
OFITIRFINC Conasl 23 L 7202 2 21895 ~5 . SRR [H] I ONF9 3IREH]
Dt TIRT L7z MEEYOFEYBIRRIIHELOIMELZ R L7z, 72,
(£)-TRAMIZH L 2 I IGHEAHIO-TE A TV + < F— V[ (%)
SMINCREH S, (%) -M1ODHMAE i BE 13 4% 5 5240 2885 BT 12 Conax
2 L 721 #96 5K Ot T L7ze Mm4Ed (£)-TRAMK U
(£)-M1DZFAR R (+) R B O (=) ~1K] o 1f5E v i 37
T OSSR BRE S 5 A — & 1 ZFEBLL TV 72V,
) AFI 0K S 21 13288 CTd Do

600 ¢ —e— #H1 5 (RS- LigRIREL T37.5me)
o KEF2 R (Y R—)UIEER S L T75me)
—=— AFI3% (RS YR— VBB L T 12.5me)

500

¥ (£)-TRAMERE (ng/mL)

6 12 18 - R a2 a8
B
FEN~35P 2 BEEAKRE L2 EZ0D
M3 (£) -TRAMIRE #15 (N=8, F#E+S.D.)

120 —e— 551162 (RS YR—JUIRBRRE L T37.5ms)
100 & AFI28E (KSR —UigEEE L T75ms)
—=— %388 (NS YR—UERsEE LT 112.5me)
80

60 ||

40 7

MmEEP (+)-M 138 (ng/mL)

20

0 6 12 18 24 30 36 42 48
&8 (h)

AEN~3FP # BEEOHRE L /- & 2 OMmiEH (£)-MUBEHS
(N=8, F#H{E+S.D.)

20 —e— AE182 (APAPELT325M8)
& AFR8E (APAPELTE50mS)
—a— A538 (APAPELT975me) ®

MERPAPAPERE (ug/mL)

24 30 36 42 48
[SiIG))
AEN~3FP 2 BEROKRE L /- & EOMIEDAPAPEE #TE
(N=8, FifE+S.D.)




AEN~P H BAROKRELEED
MmiEeh (£)-TRAM. (x)-M1RUAPAPDEMENFE/NT X — &

S S ) o mmn) | G
158 119.8 (34.3) | 1.8 (0.5~3.0) | 938.2 (360.7) | 5.1 (0.8)
’;};A)II/I 288 1 263.8 (45.6) | 1.0 (0.5~1.5) | 2004.3 (580.5) | 5.6 (1.0)
3%E™ | 424.5 (146.1) | 1.3 (1.0~3.0) | 3274.3 (1070.4) | 5.6 (1.1)
158 34.2 (10.6) 1.8 (0.5~3.0) | 359.4 (63.7) |6.4 (0.9)
7 [ 2 | 656 0 |18 (1L0-4.0) | 680.9 (142.2) |63 (0.9
3% | 95.7 (26.3) | 1.8 (1.0~3.0) | 1083.8 (224.3) | 6.3 (0.9)
15¢ 5.0 (2.0)* {0.8 (0.5~1.5) 17.1 (4.8)° 2.8 (0.6)
APAP 28 9.2 (2.3)* | 1.0 (0.5~1.5) | 38.9 (12.4)®> |3.3 (0.9
3% | 15.1 (4.3)* 0.8 (0.5~1.5) | 62.3 (18.1)"> |3.3 (1.0)
2 ng/ml (N=8, FH9MA(S.D.), toes ¢ 1Yl (FEIH))
b:ug - h/mL

16.1.2 K{E®RE
R AT ARFIE 33288 (b 9~ F—ViEERE & LC37.5
W1375mg. APAP& L T325313650mg) % 1 H4lal (68 = & ) K
B PES RA e - SH . ARF28E : SHR) L7z & & e
(£)-TRAMM U8 (=) -M1JEEE 3 A FR 3% G- Bl fa 12481 £ ©
W2y F 7z IfE R AP APHEFE I3 SR I G- BRAG 12 2485 1 & CL25E
FWIREEIE L TB Y, BRMEERO S NLh o7,
FENE1R (3268 % 1 B 40 (685 C &) REZOKRE
(FF1$z - 5ER. AF28 : 3HM) L& X ORKIBEED

migrh (£)-TRAM. (£)-M1RUAPAPDEMENRE/NS X — &

LR R T Iy & e | B |
(+)- | 185 ] 200.6 (72.9) | 1.0 (0.5-1.5) | 1141.2 (265.8) | 1.3 (0.5) | 6.6 (1.0)
TRAM | 25 | 542.6 (114.4) | 1.3 (1.0~2.0) | 2355.8 (533.3) [ 1.3 (0.3) | 6.5 (0.6)
(+)- | 18] 78.5 (18.7) | 1.3 (0.5-6.0) | 325.2 (88.0) [0.9 (0.1) | 7.4 (1.4)
ML | o8t | 142.0 (29.3) | 1.3 (0.5~2.0) | 666.6 (103.8) | 0.9 (0.2) [ 6.7 (0.9)
b 15| 6.7 (1.6 |05 (05~1.0) | 17.4 2.8)" | 1.0 (0.1) [4.3 2.7)
2%k | 110 (2.9 [0.8 (05~1.5) | 30.4 (4.9 |0.9 (0.1) |33 (L)
a:ug/mL (N=8, FIfH (S.D.), twas ; HHUAH (HEPH))
b:ug-h/mL

Ra @ B (I 5% 0 AUC /WA 580 AUC-)
16.1.3 EAIC LB &
TR AT ARHKI28E (b 7~ F— VIEREYE & L C75mg. APAP
& LT650mg). kT~ F—)VIEEEE27 7 k)L (75mg) XIZAPAP
271 7 )V (650mg) & Z N ENHEREOR G Lz L & KAl 2 &5
L7z& &0 (£)-TRAM. (*)-M1K U APAPOIEWYENEE/ ST A
—#1E, b I~ F—VIERRIE K CAPAP % Z BN H TG L
& LABOMEER L, (£)-TRAM,. (+)-M1KUAPAP®
HWBREIZ b T~ F— VIRERIE L "APAPORL A L A2 8372
DHNLHo 720,
16.2 ORYR
16.2.1 BEICLZHE
BEHER AR H3SE™ (b o~ F— Vi & L C112.5mg.
APAP & L C975mg) % i JRBH £ 15 M OV 2R8I 12 2 L2 UL RIE 1]
#h L7z & (£)-TRAM. (*)-M1KUAPAPOIEYBHHEIC
AHICL ZMHELEBIRO SN o722 BHEATFT—%),
16.3 9%
b MMIEEEREAE 0 (£)-TRAM(0.2~10pg/mL) % IFAPAP
(280pg/mL) #320% (n vitro)®~ ¥
16.4 X3
(£)-TRAMIZ EIZFE TCYP2D6IZ & ) iGF A (£)-M112
R# SNt T/ 2OMOFELARHREIRIL, i TOCYP3A4
WL BN- X F AL, Z vz a sy BIEAe TR ORBIEATH 5,
APAPD E R IL. T 7V 7 u v gRies. miBiEse
I OIZCYP1A2, CYP2E1 K ONCYP3A4IZ X AN-T £ F )L—p-~N¥
VE ) UAIIANOBILR O FD TN FF G TH BV,
16.5 HEitt
TERE R N SB PRV ARH L ~ 35 & MR L% 5 T OVARHI LRI 1 128
Z1HAR (6HFE &8 ) BUER OG- L& &, (£)-TRAM, (%)
~M1K " APAP D BRE IR Pl (R - 452 5- 5485 A © i
WAL G248 ) X, 22 NG mD18.2~20.3%. 9.4~14.8
% M T2.5~3.3%Tdh V. #xhm MO IEE 512 & % ZEILFD
SNTedrozls
16.6 HENEEEFT2EH
16.6.1 FFikgepE=E
1) S F—JL
FFEZE B E 126012 b T~ F—)UIERRYE 7 7" V50mg % #2 #%5- L 72
EE, BERANL L TIMES 7~ F— O Cnac L WAUC-1E
PHE LS 620 3R2 6651 IER L7 (DME A7 — % ). [9.3.22H]
@7t NT7I/ Tz
IR Al s R (R ~ SRR - 9B, Wi i 5B T b T3
7 = 1000mg%k OG- L7z b & RS & b L C g 7
73772 OAUCHIETHIL. 7TRHEML . trA3 2K ML R L
7219 (BHEIANTF— %) [9.3.2204]

6.6.2 BIMEEREE

NrZTRK—=J
ERREEERE (LT F 7)) 75 2 A 1 80mL/minkl F) 21
B b T~ K= VIEERIE100mg % B RS- L7z & &, g b
T K= Dtk WAUC 3R A O Z N2 KTL.5M K&
D215 TH -7 BHEANT— %) [9.2.251]

@7 T7I/ Tz

BB ERE (7L TF 22 79 2 A 0 30mL/minklF) 13

72 b7 2/ 72 1000mgk #EC#5- L7z & &, #&58~24

BMgomiEh 7 b7 2 7 2 v Otuald BRSO (4. 98 /) &

H# LT 7B RS EER Ly AUCs2a D F1. 9588 N L 7210 (9

ANF—=%). [9.2.251]

17. ERRREIE

17.1 RO RLMICET 258

GED AMEIRIEERE)

17.1.1 EINEE DR
Vi A ZE TR BB AE & 2 S, FEA 7 1 4 NP 8 A
DOREOAPEGNZ L0 57 2 SRR AR S N RO B 187
B (RFNTEIAB ., 7 7 L RTEO3B) &5 G2, JEEM T CTAKFILAL
~2%¢ % | HAR2 MG Lok, —HERH~OBITHEY 7
L72BE, RKRUET T 2R % T v ¥ 22E ) A1 TR B S-
Lizk &, ZEERTFTOHEBHEATDTE AR PELIZAN
YIEETTOHMIE T b RE LR LARBETHEICEDP>
7-(a 277 v 7#5E. p=0.0001)",
BIVE N SE 1L, 81.9% (227/277B1) T - 720 FHEIEIHIX, &
012861 (46.2%) . EIR7SHI (28.2%) . MEH-7711 (27.8%) . {53
B1(19.1%) « FZEIED 4761 (17.0%) T > 770

17.1.2 BNREIR5HER
FAE A (e . I VERAENAE . BIET Y v~ T SHIS R R
ORI IE B AR . B TR VE AR R S M 7 &) 1R 9 18 Mk
FxA L. AT PN RERAOROES L) 5%
SEAEDE S N VB 19061 2 R RIS, ARANLIAI1~288 % 1 H4],
B L CIFER T CRES2EMPES L7 L EOVASHOFY
flilZ. AIEIZEM 065 .80mmiZ it LC. {H# 2818 (121%29.93mmiZ
KT L. 20, H#E52EE TIRIF—FEDME TR LY,
BIVERIZEBIZRIZ, 96.3%(183/19061]) THh - 72 EAREIEHIZ, B
0010261 (53.7%) « AEAL7451(38.9%)  MEH-7111 (37.4%) . F8hE
& F 511 (26.8%) . EHR38H (20.0%) TH - 72,

Gtk DEB)

17.1.3 BN DHERER
IR B VB R 53 e O b D T IR B A A AT L
PRI % 7R 72 B 32801 (ARFITEL3260. 7~ ¥ — VIRER
He6Bl, 7H T I 72 VEEL306)) 2R RIS, EERTTA
HI28E, NI~ F— VIEEEIE75meg Xz 7+ F 7 2/ 7 = »650mg
EHEAEG Lz & H5 A8 F T O A DUEE DR (3%
H5HOBAOYUFEEZUEL L~ FE IO T, 0.5
~ QIR £ THREMRRYIZEEMI L 72 & & 0 BEAEE) O FIMIE. AKIEE
17.7. b9~ F—VEpiE#E12.4, 7R b7 3 7= v #13.3T
Y ARHEE L FLHAEOMICAH EZEDFRD 517z (FisherdLSD
B W EFNbp<0.0001) . Fo. AHERGHRICERT S TOR
M (Fg A DORREEA 72 U ISUETERIE NICE T 5 F TORERH) ok
flEIZHI305TH Y . ZOBRIEIFDFIE L 72 BH 2B 5 FH;
LR R (ZERD 12 1 A D RREE DS SR DT Ll B b3 % &
TOERI) D IHEIZKI2705 Td - 7219,
BITEIZSEIL, 57.6%(76/13281) TH > 720 EEIEMIE. 1§
R3961 (29.5%) . HL18B1(13.6%) . FBIPED T 1261(9.1%) .
NEH-9%1 (6.8%) Td - 724

R DOEREICH T HHEEHR

1
(

- 1R8IRF I F T DY H DT EE D AEAN

s PR PR ] mrE | Fishero
HRERE | (R B LSD#:
A 28 2| e | 0.00m0
b kR Tomeg| 66 | [ | P o | b <0.0001
Teh7is 72y eomel 130 B3| MG <o 00

18. FEhEIE
18.1 1ER#F
18.1.1 ST F—JL
T ME 72 vitroiBROFER S b T~ K= Ui i
BATHER L, P~ F= DV RCEEREWMIO u-+ €4 1 F
ZERAENOES, WP I R—=MICE B/ VT FLFY U )&
Ot w b= OFY AKAEEHA, SRS 32 &%
X‘_;)ﬂ%lik 16>O
18.1.2 PR 73/ 71>
7 v MNeHwin vivoildBEOFE R, S, TR N T I 72 vk E
AR R CIE Ly N-AF IV -D-7 A8 T X V275K L OY
FTAY VAPREME RN L — AL EE RO HEEH ., B
Dra b= v ZEEE N LR R R &A% SFEE I
5‘—9‘—6 t%x‘_%hélw 18)o



18.2 $ERE{ERA

18.2.1 YT ADTEF NI ViFEETA T Y TIIBVWT, FIYF
— VR L TR N T I 7 =y OB EROES . T4 VKo
75 DX BRI OFER, HENICT A Y Z U6 E T 5 2
EDIRIBE N 72720, B MZBWTIEARHF oM TN 2 g
TEHNIRERR S LT e,

18.2.2 7V a Ny MHEEIS%T v MIBWT, I~ F— VIEERIE
(10mg/kg) £ 7 b7 3/ 7 =~ (86.7mg/kg) PO ST
. R O £S5 AR -1 2 BT IR B OB OR t: fe
FE, ORI 7 07 =7 R ER L 2220,

19. B AICEET 2EMLFRIFR

19.1 MI < N—JUIERRIE

— k%M 0~ F~ F—)UHEEEE (Tramadol Hydrochloride)

b4+ (1RS,2RS)-2-[ (Dimethylamino) methyl]-1-
(3-methoxyphenyl) cyclohexanol monohydrochloride

5373 - CisHesNO2 - HCL

o fe 0 299.84

IR BEORKEEOR K TH 5,

(= s,

Aoy ¢ SN
N,

CH,

RO 180~184T

BIRE  KISBD THEITR T, AY 7 — b, ¥ 7 — ) (95) i
FEE (100) 123 T R4 v,

19.2 7 b73I/71>

— B4R 72 M7 2/ 7 = ¥ (Acetaminophen)

124 © N-(4-Hydroxyphenyl) acetamide

¥ - CsHaNO2

53fi 0 151.16

PR Ao U RTEOB K TH B,

b

OH
LY
H3C)I\N

H

B A 169~172T

IR 0 X% 7 — VAT F 7 — )V (95) IZEIT R L KIZRRE
FIZ L VT IVI— T IVITHRD THEITIZ v KER{L
F N LRIBICET B,

22. A%
100%E [10%E (PTP) x 10]
500§E[10§€ (PTP) x50]
5005 A hv, NT]
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20) FEPVEEL 7Y 2Ny NEEET Y MCBITA RS R—b
WRIE R O7T 2 b7 27 7 = BERRSC & B 8RR (2011
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