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BARERmIEES
871149

FSY R=IVIGEEIS - 7R NS/ 7 VESEE
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TOARASET® Combination Tablets [SAWAI]

[ERE =l X R OL IV E BN il

1. B
- =R

1.1 FRIC KD EEGFEENRIRTIHETNHHDHI&IC
FARBU. 7RI/ T VO1HEED500me (FF4EE)
ZHEISHETCRIIRSIIETICIE. ERNICHTREE
ZHEERT AL, BEECRSI DI E[8.688]

1.2 XFNERSYR—ILXBE7E M/ TV ZZTHID
ZH(—RAEZERZS0) LOHAICKD. BERSICE
IBENDBHIEND. INSOEFNEDHAZEEITD
T &L[13.1. 13.288]

2. ZBR(ROEFEICIFRSLIFEVNT L)

(Ghgeth@E)

2.1 12 Amio/NE[9.7. 151

2.2 7Tova—)b, HERA. SEA. 44 A FEEF UL
FEARSEIC & 2 2k i3 B [P AR ) 2 O e l] % 2
LE3EDLBENDD 5]

2.3 £/ 7 3 UMLEEE (MAO) HEH (L L ¥ v iHHIE,
FTHFY Y AVIVE, T 43 FADOVERR) 25
DG, 3G ER1AH DN EET10.150E]

2.4 VA7 = VIRERE &G o B ISR L
PIN@ B#[10. 128

2.8 BB VPR EESEN TR WT AP ABE ER
DEALT D BEND D 5H.1[9.1. 151 ]

2.6 EELIFNEDH 2 BE([EELWIGL L D2BINMDH
%,109.3.121]

2.7 AR OB LB HoE D BEAIE D & 5 BE[9.1.55 ]

(IR DER)

2.8 TAYY UEnE (GEA T O A PN REUFHNIC X 085S
TEDFHZE) L3 ZF OEERE O H 5 BELT ALY VigE D5
EWZTHRY 75 0T VARMEERPES L T\wb &F
A5 5.109.1.11%H]

3. #8m - IR
3.1 #m

RS HE k9~ F—)Vilifgih 37 .5mg
[1§EH] HE7+2 73772 325mg

TIWT 7—AbFTry T v FooNay, BbFyr, =2
BAgk, 277 YBMg, Erua—2, Fr7Sy ) a—
VEENa, hwEO LTSy, e uAu—2A, ¥/ 0
T — L6000

I

3.2 SFIDMIR

, Ptk K75t
oo mo s ) | megyoq @

# B TANNT—T 4 T
(RS P

4% (mm) 15.2%x7.0

J£ & (mm) 5.5

#HxE (mg) #1441

AEFIR N7 TRy N EAHE U4

4. FHRESLIFFNR
T EX A FEEAITaRRHE FECRRBICH 1T Hi8E
OEDi AR
Ofriate DERE

& 58 & 5| 23000AMX00697000
AR 55 F #A 2018412

5. MEENIFHRICEHET DiFR

GEnA B IR
JER & 70 8 2L, (LB - AERMERL IR A2 2 &
PR B AT, A OBG- O E HEIHITY 5 2 L.

6. AERUHE
GED A EIBIEETE)
WEL AT, 1EIEE, VR4 IS5 5 &5 HE 34
FEEDLEZEF A 2 L,
B FERITS U CTEERIES 2%, 1B25E, 1H8FEZ @R T
BTG L b, $£72, BEROBRGIIET LT EPEE L,
(IRiERDOERE)
WL B, 1R2EE 2 RS- %,
B BIFGT A%EITIL, SRR E AR L2200, 18]
288, TH8SEZ B A THE L &, $72, ZHERORSIE
WETHZENET L,

7. REMUREICREET %R

GEDA B IEER

7.1 SO
ARFNE - BG4 2 s L C b 2 BIIRE S 23R R 5 1
WG, MOBY RIGENOLEE 2R 52 Lo 72,
SERBAEIR L OF R 2 fERE L 5Ok D LEEIZ D »T
WEd 22 Lo

7.2 #50OHIE
RENOBGEVLFEL L { koloaid, BEEHEDOIEH LT
CTOIZAZHET 52 &

7.3 7AEY YWBXZZOBAED S 5 BE I L TR &K
G5 28613, 1L 52 L.[9.1.162H]

8. EREUEXNIE

8.1 AFNL. 158912 b7~ F— Vi (37 .5me) RO 7+ b 7
3/ 71 0(32me) x GURARITHY, FIYF—LET L
NI 72 YRR T 2 BENDH L7200, #E
YNeARFOFER = HE$T 52 &,

8.2 MK VHEMIKFEZEL LI ENHDLDOT, BEL T2
o, EICHRS3 52 E.[11.1.480]

8.3 H.Lv, M, S OIERDEDHSHLNEZEDHLDT,
Bh LA T G - RS AR & LTl R o B
T, BT AR E L CRTHIOWTA2EET 5778, @
Y E %479 2 &,

8.4 RA., BT\, BE#HEIEZ LI LD LDT, KHHS
o B I3 HEN B O EIRSEEME ) o BR(EIc R s &
ZWEIEETLIE, 2B, BEREAICL ) AR EHEEIC
FEolBlbHEshTnb,

8.5 BYEL NHMALT 2 BENDDH DD T, BEE 54T
Zk,

8.6 HELIEENEHTLIBENDNHLOTEET LI . T
t F7 3272y OlHBRED1500mg (ARHI48E) %83 & =
TRENEG-3 258 1B IR 2 17 BE IR
a5ty 52 L, BHAETREDRIRG T 25E6
12 > T EMIIITFEREMREZIT) S EEE L, F72,
EHETEG T2 E 7% S EBEOREY 5B 5
ZEL[1.1, 11.1.951]

8.7 SEFEHIC X B IEHFILEIEETIE R L, AHEHEETH L L
ICHETAZ L,



9. BEDERZAIDEEICHI IR

9.1 GHHE - BIEEEZDH D BE

GheELLE)

9.1.1 T AFEDOEREMRENIEINSDEHEED G D EE.
&V IEEREOEKRET CREIIME. KBERE. 7/)L0—
IV ISEMDRERRAEIR, PHRERYES) 2B 9 2 BE CA&IC
SO TAEEENETNTULEVTADAEBEEERL)
AFNI G IS T 04T H ko WERBELFEIET A L
W %o [2.55H]

9.1.2 MRMFEIRREIC S 2 BE
IR 2 B R 5 BT A H 5o

9.1.3 BICHRENEEDS S EBE
PRI R BHFE RO LA 2 RS B2 hhd %o

9.1.4 EYDE AR EEMKFEC DS S EE
FEEZEMOEIE T, FHHICR > TRE$ 5 2 Lo K77
ZHELRT

9.1.5 FEF 1 RiEREHICx UBSEDBIEED & 2 EE (AF
DR 3 LBHAEDBIEEDSH 2 BEZRL)

[2.751]

9.1.6 YavIRECHDEE
TEBRAS AR 2 B3R § 5 BT WA D 5o

9.1.7 HEWEBNIEZ DEIEED S 5 EE
FERAEALNIHEZ RS BN D L,

9.1.8 MRDEENIEZDEHEEDS 2 EE
FERAEALNIHEZ RS BN D L,

9.1.9 HIMERIDSH 2 EE
MR RESR SRS 5 2 L3 5o

9.1.10 DHEEERBEDH D BE
FEIRDSEALSUL A EDIE T 2 BT D %o

9.1.11 [EXIREDHDEE
FEIRDSEALS 2 BTN D %5, [2.85H]

9.1.12 ZILO—ILZEEERE
FEEED D b b R S {7 5.[10.22 1]

9.1.13 R - ERBENE - BREZEEFCLDIINIFF IR
Z. BKIERDSB 2 EE
FEEEDH LN TR b,

*%9.1.14 ERUEBEE - FEE(ERLTHESZIR<) - BIE -

REREZEEICKLDIEOT IV ZVHEBBEORRDS S EE
Yu sz ng 3 VBOBEEEEIZ 7V Y FF Y RZDE T T
Lz, AEFGIZE YO vy I VEEOBESEE S
MR, T2 v Xy TRAMEAREET Y N = A% BT S
BENWDD 5,

9.1.15 18mEAMDIEH. FAEEERHREIEIRERBNEEET
REZETHEE
LT &y BRI ) A2 DT 5 BEND1H 5,

GED A EIBER)

9.1.16 7 RAEVU VIREGERFOA FEERIERFIICKDHER
TEDFEFR) XFZDEFEEDH 5 EHE
AEZ AT, lRloOT7E N7 7 = EEE - HER
HixZETAHI L, TAYY VBT ZOBERO S % H
FZTE, TENT I 72 yDlEBH 72 O HE1Z300mg
UTET22EEE3NTUREA, RENIEEFICTENT I/
T E32B/mgEA LTV, TAYY VEEAOIIEIZ T T A
57T 0T YERMEEHARES L Twa L&z i, ERDS
BALLI R R R T BENDD 5, [7.35H]

9.2 BikEEESEE

9.2.1 BEEDHDIEEHDIVIZOEIEEDGDESE
B moE, #5HROERTZET 5 2 & EIRIELL
WBHEEZRTBINDSD D, T2, B EEI R L. 18
AR OEIWERAHERT 5 BZNH D 5.[16.6.25]

9.3 FHEeEEEEHE

9.3.1 EESHEZEDHSEE
B LanwZ &, EELRERTY EDBTNDD 5H.[2.620]

9.3.2 FEEDH D EEHDVIEZDEEEDH 2 EE(BEEF
FFEZEDH2EEZRL)
JFHEREDEBAL T B BEND D Do T2, BHILHEE A E
L. TER R OEIWER AR T 2 BE A D 5,[16.6. 1]

9.5 1FiF

9.5.1 MHFIIIITIR L TV AW RO & 5 etk EELOF
WEAERREE LN 2 LW SN DEIC0RFEGTH 2 8,
b~ F= VIR 2 s U, FrE BB S, SRR
AT R OB SEREME . S O R BAE T M OVFBE S s S LT
Lo T, BERT, I~ F— VBB, SR O
EROEFICHEZ RIFTIEPRESIN TV D,

9.5.2 HIEHHOLE~O T T I 72y 0OFKGIZE VR
WCIIREIGE 2R T2 & 05h 5,

9.5.3 7 M7 3/ 7 2 VIFHIREH O T v N CTRIBICEEOH)
PRS2 EAE s Tn5,

9.6 1=3im
BAERIFIEELI L, NIV F— VL, IR BITTA S
LR SN T 5,

9.7 INRE

9.7.1 12mEKmDINR
FHLRwZ s I BWT, I2BARmo/NE T2 &t
B RIFRIIEI O ) 27 g E OGN H 5. [2.151H]

9.7.2 12mAEDINR
125 LA /NSRS 3 2 R OV P 2 FE & L 72 BRI AR
BRIZESERE L TV,

9.7.3 IEE. FAZEMEERERIFINEREX SEELMEEZET
YU
G LanZ b, BEERMNINEIO) 22 DN 2 BENhH 5,

9.8 S
BEORELAHR L 2P OEEICHKG T 5 28, EHEEIME
TLTWS ZEDE L, RH - PRANEIE LEWER 253 & b
R,

10. H8E{EA

b= K=&, EIZCYP2D6K U'CYP3AAZ & » TRIFE N %o
10.1 HAFRWHALLEVLI L)

FH 5 FRAAEIR - $5 18758k W - et
MAOREHA] SRENZ BTk w b = B EH A3
L ¥ CIRRRE VO (EEAL. OB, FER S . F oL

(=7¥-) BoOgsir. EEVEIH. OO e b =

FAFY X VIVERE |[BEILE, I s 0 - X U ERETLLEE
(7YL27h) A, THS) &P HEM 2515,
7453 F AT OVERE | (BB AT B, [ A
(7 74%) FEAE ERIE, JHE). IR
[2.35:0] F R (IR T %Ol
S URILE, SILE) OEE
ZEMER S S S Tw
%o MAORH & #| % #% 5-
O BH TG IER14H
DN BEIZIEG L w
Zro F7o. BHEFEG IR
HICMAOML EH 0 ¥ 5 %
B A¥A 121k, 2~3H
MO EZETLZ ENE
F L,
BEBUEIR Z R T BEND uF ¥4 A FZHE
B Do Fiz BURIEAAR A~ OB A M E 12
W aBEnsH b, X5,
FV R T o IR RS
o BE TS Pk L
SN AR E A MBS A
NIk,

10.2 HEER(HAICERTHI L)

FU AT xR
() o)
[2.42H1]

FH 5 EEARAER - $5 18 T Wy - et

FE A A FHEH S A8 8] 18 0D AT R0 IR P | v o e 400 )4
HH AR 5] DR E KT BLTND D Do | WA I IR &
PEVE NSRS S Sl NHEEZLND,

fheHR S A5
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A0 BRI - ShE S | W - falai T
SBAIL DA N N A N TCTRE (TR

o b= AAERE

ERPYLo b=
TR Y 5A A B 5 Al

(SSRI) %

IEVUE

Wb, s SETT. EBH
. SRR TIE, 347
U— XA, FTHIE) DD 5
bNbLBENEDH D, F
7o SR fE B % B
KEXEDLBENDD D,

S, F oo
WAoo b =
UHERT L LEE
ZHN5b,

DIV OE|:
Ry, WEAMAO
PHEER IS X D,
FUIN A\ AR 25 1
i, EF o,
MAEoa b =
CHEET A LE

ZHNb,
AFNVFEF== it b= VEBEBHGEEE. (A FVFE ==
ALWARRI (X F L > 7 | o, F825. F8IF. BB 2 AL AR o

V=)

. R REIIE. 34
OU— XA, THIE) 25

€7 IV BALEE
FHEEHIZLD

PNDLBENDD S, o b= CEHA
WS b,

ANWNTEY b~ F—VOIHIEED| NS DA OJF
T/ NVEY =) KT LYERASIRES 5 2 T RE | B R A
A== N V7 WAd 5. ZEh, PI T
TR F72. INHOFEHOEM| K — v o RH# 1R
V7r ¥ HHETIIHRBBEEIF SN D, F 7,
LAV=T IR BEN, TENTI )72/ 7R MY I T2

KWL BIFREZ AL
RIL LD EOWEDD L,

MY AR
DN -7t F - p
Ny VF A3

VDR AR

b,
7OV — )b (ki) W B A3 2E U B 35 2 L0 AEANAL VR Fl 7St
[9.1.12%H)] H5bo Ehpl¥zohb,
F72. TNI=NVEEFR|T IV T = VEKIC
LT NT I 72| X ACYP2EIDFE
R Lz ZAFAEZRIICED, T M7

LI DOHEDDH B

27 HF
W E FON -7
tFN-p -2
FIUAIAND

11.1.2 £=8(0.2%)

11.1.3 EHE%K(0.2%)

11.1.4 (K1 GHEADD)
FHI M, T, BRI B O BRI A E L B 2 &
W 5bo ARENIOHIEITHEFFIZ BT, Bk, AR, i
M. ANEIRAE, EFEL, Rk, HEER. = v 2 BIE L
SRR, HIBS0BEFREMEIE LS 2 D D [8.251]

11.1.5 hEREIEFERLERAE (Toxic Epidermal Necrolysis :
TEN). RE#GIRERE(REY (Stevens-JohnsonfElREE). =it
NFEMERZERBEE HE AR T)

11.1.6 RAEMRNR GHEARE)
WUk, IRR R, SEEG T ORESNE0 SN A IR,
FER M ERXAR . MECT, My~ — 7 — oM 2 Fht 3
5Tl BEDNRDLNLEEIEKG 2RI L, BB
WE HIOEGEOBY) R EEITH T &,

11.1.7 RIEEMEER. SMEEEE HEA)

11.1.8 IRERIEDFER GHERH)

11.1.9 BURERTR. FTEEEEIEE. &E (HEAY)
BIREF 75, AST. ALT. y-GTP® 5% % £ AR E,
D HSDNL D 5H.[8.630H]

11.1.10 FERIEBRREIAME I H)

11717 FRERRAISL (B2 AH)

11.1.12 EXIMBEEEIREF GHEAN])
MUEIR E LCEE., DA LN, FITHFHEREERE, V) o
FIEAR. PIImMERESIN, AFEREREE L. BANY LoSERMBE A
FEFEVE D B 2 BEEIRDH S bbb b, B, b b
NIVRZT A ) A6(HHV-6)FED 7 A )V 2D FEHEIL 2D 2
EME L, B IE, B IR E S O eI
R D VIEBIELT 22 EDHLDTEHEET LI &,

11.2 Z0fthDEIER

1%Lk

RPN L,
E = MHEAAER A8 T 5 B Z [P A
n2dH 5,
7<) YARPURILA  (BIE e Fu e v s | EAT
TINT 7Y BHOEESZD 7 <) V&
PLEE A OVER % #ig 3 5
ZEDDHD,
e S TVIF T NI L | HE A
LOWEDD D,
F vy b SRR AH O S & EE S | AR K ORI BT
KA LHBENDED Do Hto b= UfEH

PEH S B & F
AbN%,

TTVINVT 4~
Ry U

AFHN O E N % 88 S
LBEND DD, Tz, BHE
RERZHE T BEND D %o

RANIHDHVER 3 % 1
T ¥t A NZEE
DT T A b
ThHb7z0,

IF = VT AT

F— VA

TYNT 3T DI
EPMME T T 5BFNDH 5,

IFZJWVITANTIF—
DOMPEER AT 5B%
N2 %,

IFZNVITADMT
A= NVIEFIZE
FAHET7TENT I
Ty INVvru
LG AR T
bEEZOND,
TN/ T
Vi FZ LA
oY F— D
Rina 2 HET S
LEZLND,

1. ElfEA

KOBWERNHHDND I LD DDT, BEET57I2470,
FUE RO LN 2k L, B R LE 1T T L

1.1 EXEIER

N1 vavd, 7FI745FI—BEEARY)
PRI, Wiy, M MERIE, BERBEDHLONDL ZEHH b,
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5% Lk 5% it 1% A BHEEANHH
Y F O HERE %
F A HUE
ME & 8 =i
VONREEE
(A ROFS BERAIR B IRE ARl
AEE HEHIE
A AIRAE g, YJH $EEL. ZSEIE.
R B .
S BE N E
9 O, WL
. AR5
A, EE RE
BE, AR
e T | 1 R | PR S SRR, KR By R, B
(25.9 %)« A B SR o]
FE /I RO ) | SEEREE
»oF ow E=OIRE, A
(18.9 %) bt = By, 4
BHJ ik R
SR
IR e 5 R A, B
5K OV A& H
R M. s
vy
AN BhiE AEENR. IR
M R EIE, 13T (SIS SRVA
U] B
IR/ E N ] I PRI WL
a6
4
BhkEdE | B, T, | A, (MET R, R
(41.4 %) |[IHN%, OW|HE%. H 5|
173 IR N (W NEN R 2T
(26.2 %) |E. H% RV N LN
[td il AL F, L
(21.2 %) AL i
B




1%Lt

5% LI_E 5% it 1% Ay HHEEAN
JHFJIE 7 | % e A
= bt
LAY A0 ARG R TN S N 2t
TR JE. BT
B R OTR B PR R TIVT I VIR, |ZR
i SR
4 By IR T | SH I e, B 2 WEAPE, E5 . MFE. &
O 5 R T & FEE R JIE. TEIE e R A A
(5323 Jidi
A AT TR A, [ ERERE N,
I H CPK 5 | I ERE
m. fHREIANE 7O Y~
B, e A, R EE
) 7))k B, mfs L
Bahn, i e |7 = B,
Vv B T R R
s PREF IR | ISR
ey SR R, s vy
7 W 14 F= A, i
FRREREE N, &
HHERE SR
G, oL - BRTE
K OHLiE &
BEsE
13. BERS
13.1 fER

b R— OB EGC & 5 EE LRI, PG, g
MR, ERHE, EEAEFAE, (MEIETH Do
TEX b7/ 72 OREHGIZLY, FHEEOBELLD
Bo Fi2w THNT IV 7 2y OBESEGH TR - B - O
I OBIEHTHE Z o 72 & OGN D 5o WEPEGIZ & 5 ERGEIR
k. BIEEEE. AR, O, EH, BRI, BE. 38T
ETHDH[1.25H]
132L§
BRALIE 2 LT, RUBE AR L. EIRIZIE U 72 A & AR B
@gfi%ﬁi:
b77b~»@L£&5 £ 2 WIS D SEIR DS B b L 2 5
Wk FUR Y URERIRGEN D LN, BRI EEHRET
LBENDHDH, T720 PIF—=NVIEENITICLDIZE AR
FEINH WV,
TENT I/ T 2y OBERGA L BIERD DN L YA
X, TEFIVVATA OS5 5EET D L [1.280]

14. BALEDEE

14.1 BRIRMAFOEE

14.1.1 PTPA2ED#HHKIIPTPY — b 250 L TR T 5 &
IBES LI b PTPY — MOBRERIZ LY . WA HE
BT L. B3z L% B 2 L CHERR T R0 FE 2 46k
HERBERETHZ ED B b,

14.1.2 NEOFORRDP L VITIRET A L) FET 52 &,

15. ZOMthDEE

15.1 ERFRERICE D E#R

15.1.0 72 73/ 7 2 > OBEMLEW (7 =+ F ) ORH
BEIZEY, MEFRRELREITIEVH L,

15.1.2 BRI OENEG OLFE 2L L2 L 2 A, HULEY
(7 xFtF ) BH 2 EY - K&l fEH ) #RIkH=L.5~
27kg. HRAMIRI4~304E) L TV 72 ADE W & O H 5 6

15.1.3 JEA 70 4 N RERFAZ BHHS S Twa I
BT, —RNRAED D SN & OREDD S,

15.1.4 #HEAIZCYP2D6D G A BEI TH 5 Z LAV L T
% % (Ultra—rapid Metabolizer) TlZ, I~ F— VoA
A OMAPEEDS B L. MRS ORIERSHEB LT <
BAHBEND D5,

15.2 FEERAREBRICE D < 1B
16.2.1 HEMLEW (7 =+ F ) 0B - Kk L -8
BRC, AR D SN2 L OMENDH L.

16. EYENRE

16.1 MEE

16.1.1 BOiksS
EERABEIC N I~ F— VIR 72 s 7 3 ) 7 = VA HEL~3
FEW (b7~ F— VIR & L C37.5, 75 U112.5mg, 7 F7 3/
7 = ¥ (APAP) & L T325. 650&0“975mg> T HEREOES L &,
BERICAPDET. P T~ F—[(£)-TRAM] % NAPAPIZ# R 2
WU & A, (=) -TRAM M ("APAP® M i E 13 2 2 gk 5- 1400
1~ 25 [ K O LI 12 Conaxl 28 L 722, 2215~ 5 . 5[ K O
SIFH Dt T L 720 WY O SEWBIRE (3 H &= e Bk % /R L 72, i
720 (£)-TRAMIZH R 2 (R B WO-H A F v b I~ F— )V [(=
M1 AEH S AL, (£)-M1oD MIHE i 4% 5 54 288 BT 12 Conax iL
7o1%. #96. 5H¢F'EJ®t1 P CIRE L 720 I4EH () -TRAMKR ON(£)-M1oD
B GEAR [ (H) - O (=) K] OB BHRE/ X5 2 — & 1 ZFBLL T
72V,
) AF OGRS N1 AR EE25CH 5,

b T~ F— VB / APAPRL A8l ~388™ 2 HIAE 1% G- L 72 & X ol

(£)-TRAM., (+)-M1% O"APAPDIEWEIHE S5 A — &

i b= N = VIR Coax tmax AUC» tiz
APAPRLGH (ng/mL) ) (ng-h/mL) )
15 119.8(34.3) | 1.8(0.5-3.0) | 938.2(360.7) | 5.100.8)
T@M 2% 23.8(45.6) | 1.00.5-1.5) | 2004.3( 580.5) | 5.6(1.0)
35" 424.5(146.1) 3(1.0~3.0) | 3274.3(1070.4) 5.6(1.1)
. 15% 34.2(10.6) .8(0.5~3.0) 359.4( 63.7) 6.4(0.9)
mi’ 2 65.6( 26.4) | 1.80.04.0) | 630.0( 142.9) | 6.30.9)
35" 6. 7( %.3) 1 8(1.0-3.0) | 1083.8( 224 3 | 6309
13 00 2.00° | 080515 | 17.1( 4.8 | 2.8(0.6)
APAP 2%t 20 2.3 | 100515 | 38.9( 12.4° | 3.30.9)
3" 1:) 10 4.3 | 0.80.5-1.5 | 6230 18.0° | 3.3(.0)
a: ug/mL (N=8, FIfiti(S.D.), tmax; HJfH (FEFH))
b ug-h/mL
16.1.2 RiE#S5
BEHEB AR b T~ F— VIRERE/ APAPE A $E1IR 1 0288 (k9 <

F— Uik & L C37.531375mg. APAP& L C325313650mg) # 1 H
4ln] (65 = & ) RAERE L 5-(~ 9~ F— ViEEE/ APAPRL & $E15E
S5HM. ~ I~ F— VIEEE/APAPEL A §e28t - SHIM) L7z & &, I
(=) -TRAMB O (= ) -M1JE BE & SAE R 1% G- BlIR 12481 [ £ ¢l
F 7z I%E P APAPIR B RUE AR 145 5-BAAG 7424 ] & Cl2 R IRREIC
ELTBY, BREBEREO SN Lo,

N7 R — VMR APAPRE & §E1I01 13012268 % 1 411 (6 1 = & ) UL 1%
5.(b 9~ F— VIEEE/APAPR A815E - 5SHIEL b o~ F— VIEERIE/APAP
Bl & ge2se  3HR) L7z & & of#d 5 Aol (+)-TRAM, (+)-M1K O
APAPDIEWFIHE /X T A — %

g P77 F AR Ca toe AUC. o |
APAPRLASE (ng/mL) (h) (ng*h/mL) ( )
(£)- 15t 290.6( 72.9) | 1.0(0.5~1.5) | 1141.2(265.8) .3(0.5) | 6.6(1.0)
TRAM 24 542.6(114.4) | 1.3(1.0~2.0) | 2355.8(533.3) 1 3(0.3) | 6.5(0.6)
(£)- 15t 78.5(18.7) | 1.3(0.5~6.0) | 325.2( 83.0) 9(0.1) | 7.401.4)
M1 28 142 0(29.3) |1.3(0.5~2.0) | 666.6(103.8) .90.2) 1 6.7(0.9)
APAP 15t 7(1.6)*1 0.5(0.5~1.0) 17.4( 2 8)° 1 1.000.1) | 4.3(2.7)
285¢ 11 0 2.9%]0.8(0.5~1.5) | 30.4( 4.9 0 9(0.1) 1 3.301.1)
a:ug/mL (N=8, Mt (S. D.), tmax ; 'I'U\Tﬁ<§al_l))
b ug-h/mL

Ra @ #H0E (% G- 2 D AUC « /)l 51D AUC)

16.1.3 EERIC K DEE
R ABIEIC b I~ F— VIERRIE/APAPR G628 (P 9~ F—
HEmeYE & L C75mg. APAPY L T650mg). h 7~ N— ViEmRiE2s 7
+ )V (75mg) LIFAPAP 271 7 & )V (650mg) % Z L2 N H AR 113% 5
Lz &, P~ F— VEBRE/APAPR Gt 2 &5 Lz E0(=)-
TRAM. (£ )-M1} FAPAPO # M BHE/N T A —F X, P TI< F—)L
Y ERYE L NAPAP% Z N ENH M T G- L 72 k % LA R L

(£)-TRAM, ( > MI&UAPAPO)%%EB b~ F— v K
UAPAPORLAIZ X B BI3Z0 b ﬁvm“o

16.1.4 E%#Bﬂlﬁ%ﬁﬁ%ﬁ
T IRy FEEEITTA L N T Aty MECEEE RN AT T2
nEN1sE (b I~ F— VIEERIES7 bmg. 7Y M7 3/ 7 = »325mg) 22
BREL A O S (7 0 A F—N—=FE) L, FIYR=VROETE RT3/
Tz OMSEFREZRIE L 72, 5N 3 EiEE Y5 21— (AUC,
Cmax) (22 T90% 15 HEIX 7212 CTRERHENT % 17T - 7245 58, 1og(0.80) ~
log(1.25) DHEEPHNTH O . WH] O WS R DSHERR S iz



BRHNGE G RO FRE ST X — 5

Cmax Tmax Tz AUCo-24nr
(ug/mL) (hr) (hr) (ug-hr/mL)
M N7 IRy NEAHE
7 |rwo1] 0.149=0.042 | 1.1£0.5 | 5.6=1.4 | 0.876+0.294
;
L [b sy bRASE| 0.15340.046 | 1.2+0.6 | 5.5+ 1.4 | 0.879%0.207
77 Sy MG
LLINT 7y MRES | 5 ori 91 | 09505 | 2.950.7 | 15.15%3.99
b M4
7
S |b7aty MEASE| 5.81£2.60 | 1.00.6 | 2.950.8 | 15.073.92
(Mean=S.D.)
200 —e— N7 Tty NEARTTA
i cco-- RSty MG
e Mean+S. D. (n=52)
o150
b
=
X
|]< 100 -
L
b
50
(ng/mL) T
L1111 1 1 1 1 45 1 4§ 1 52 §
Ujmmﬁg 3 4 6 8 12 24
VA 5 B ORI (hr)
0307
m ST e R Tty AT A
%_g --o-- FI Aty MG
7 Mean+S. D. (n=52)
6L T
®
K
7
7 ar T
7 i
I
> L
' 2
i
(ug/nl) I 1 1 1 ;:\2?\5,2\{7*"“&6%
Ujmmﬁﬁ 3 4 6 s 12 24
B A0S L5 19 B OWE (hr)

MAEFEEE 7 & ONZAUC, CmaxZE0 /87 2 — 81, HERE OEIR, 1k
WOFRIAIEL - R OSBRSS & > TRR LWL D 5 o

16.2 MRIY

16.2.1 BEICKDHE
BEHERAZ b T~ F— VIEERYE/APAPEL & 5358 (b 9~ F— VIR
& L T112.5mg. APAPE L C975mg) % m IR &4 i OS2I 12 %
NENHAEFE PG L2 & &, (£)-TRAM, (£)-M1K NAPAPOIEY)
PR ICAHIC X DML BB IR SN2 - 72Y WEANF— %),

16.3 9
v ONMSEEAR G (= )-TRAM(0.2~ 10ug/mL) K (FAPAP

(280pg/mL) #120% (n vitro)®-

16.4 1%z
(=)-TRAMIZ T HFIE TCYP2D6IC & U i A (=) -MILIC A3
ENB, F/z2. 20O E LRI, FHTOCYP3A4IZ L AN~
B xF Ak, 7 v o u rBias O REREG Th b, APAPO F 72
MRBEIE, o 7V 2y a v ERFa, B4l ICCYPLA2,
CYP2E1 ] U'CYP3A4IZ L BAN-T L F V—p-R2 V% ) 4 IV ~DE
{LRZDTNY FF G5 TH 59,

16.5 kit
TR ANBEIC N 5~ F— VIEERIE/APAPEL & $E1~38¢™ % HL[AEE
WG RO N T~ F— ViR APAPR & $E11H 13 1325¢ % 1 HAR (6F
W2 &) AR5 L7z & & (£)-TRAM, (+)-M1JL IFAPAP®D %
FUR R (LI - P 5124805 ). SOAE © Icdedi G- 124805 ) 12, =
NZENFEGHD18.2~20.3%. 9.4~14.8% )2 U2.5~3.3%TH ., %
B8R OREHGC X 2B IR0 o N o7V,

16.6 HEDERZEIDEE

16.6.1 FTEEREE

M ST R=L
P2 EEIIGNS b T~ F— VIRERE 7 7 & Vo0mg % &% 5 L 72 &
&, MR EIE L TR b I~ =)V OAUCIZFAZ 128 L
t203 2. 6f5 ICHERE L7210 (WHEI AN 7 — %) . [9.3. 2517

@7er7P=/7zY
WFHRE R (B ~ PSR O, S 5B ICTE RT3/ 72
»1000mg % G- Lz & & R & i L Ciidgh 742~ 7 3
J 7 1Y DAUCITAIL. 7TREBAN L. toold F20F BAE £ L 7210 (AR E A
7—%).[9.3.28H]

16.6.2 ESHEREIEE

M ST R=IV
EREREREE (2 L7222 ) 7T Y A D 80mL/minkA ) 214112 b
I < F— VIEEEIE100mg % BRI G- L 72 & &, MiEh b 9~ F—)b
Dti2 S WAUC IZ B A D ZF N Z N K TLOE R U2 TH - 7219
FHEAT—%).[9.2.1%H]

@7teh7P=/7zY
ERREERE (L7 F 7)) 7T 2 A 0 30mL/minkl F) 136112 7
7372 1000megk ARG L7z L &, 58~ 24F R o I
72 N7 37 2 Otald RS (4.9 1) & Ml L C11. 7
WZHEFE L, AUCs2m b1 OfFHEIN L 722 (WHEIAN 7 — %) . [9.2.15 1]

17. BRPRAEE

17.1 BERULRLEICET 5558

GEbA B R RE)

17.1.1 EREMEEER
M X BT E BB AE & Bl S e, JEA T o A R A O
13512 & 0+ 8RR R 25 5 N WIB MR R FE18THI (b 5~
F— VIR / APAPIRL & $E 8R40, 7 5 L REO36I) #/fR12, EE
T TN~ F— VIR APAPEL & $E1 1011 ~28% % 1 H 4101238 f 4% 5-
L7zt ZEERI~OBITHEL M- L2BEIS. b~ F—)UiE
M5/ APAPRL A $EXIZ 7T L K% 5 0 ¥ AE ) AT T4 %S L
ol E ZHEM T CTOSERREAT T2 ANy FE LS XY M
HEFTOMMIZT I REEE L b T~ F— VIERIE/APAPELA §E
HOHEICEP-> (1 s T v 75, p=0.0001),
JEE M OB SEBIERIZ, 79.1%(219/27761) Td > 720 T2 EIEH
. BEL12501(45.1%) . ERRT761(27.8%) . W& 7661 (27.4%) . fi Fis
5161 (18.4%) . #FEIED F 4461 (15.9%) T > 7219,

17.1.2 BRI SHER
SRR (R E . AT MERIENE. RIS ) v~ T, SHIE BAE e, AnIk
JIB AR . IR R BE M R 7 &) IS D 1B A A L.
AT O A NN SRR OIS IS L) T R s R m o
VB FEL0BI 2w SRIZ, b T~ F— LV IEEREE/APAPHEL A $El A1~ 28
Z1HAR, #ERE L CIEEM N CRIES2AM LT L7z L & OVASHE
DT, FIEEY 065.80mmiIZk LT, EH#EDI28H 1213229.93mm
WIET L. 20k, sl TlRIZ—EDMTHER L 72,
EIVEI S B, 96.3% (183/19061) TH » 720 EARBIMEM I, 0102
B1(53.7%) « fEFLTABI(38.9%) « WEM-7161(37.4%) . FB)PED F 514
(26.8%) + 1381 (20.0%) T - 721,

(Rt DERE)

17.1.3 EREMEHER
B K OV R 0 A L b g B T SR s sk A A i AT L. 3K
AN & RO - BE328FI (~ T < B — VIEERE/APAPRL A $E 7132
B, b I~ F— VHERERG6H. 72 N7 3 7 = L EEL306) & xR
12, ZEEMTCMI < F— VIEBRIE/APAPRL A §i25E. I~ F—
VIR 7Smg X d 72 b7 3/ 7 = y650mgE WG Lok &,
P 5815 & T A DL HEE DA (PG RO A DL FEE Z e
e L ~T5e et OB R T, 0.5~8HFH ¥ TREFFAYIZEEL L 72 &
OB OFISfEIZ. b T~ F— ViR APAPR & §EREL7.7.
P~ F— VRG24, TR NT I 72 Y BEI3.3THY, BT
< F— VIR /APAPRC G e B & RHATEOMICHEENT D O N
7z (Fisher®LSD#:, WML p<0.0001)s 7z, b I~ F— LIAERE/
APAPRLASER G HICEMNT 5 £ TORMURADREDT 4 L | iZ
[EREE [ICU 4 5 & COREM) O RAEIEH305TH Y . ZOHRISESR
PIFEE L 72 B\ B B A R (R A DO AR LA &5
A& NCEAL S 5 F TORRE) O IEIZ82705TH - 726
BIMEFZEBLE L. 57.6%(76/13261) Td - 7. EAIMERMIX. BIR39
B1(29.5%) . T 1861(13.6%) FE D F WV 1261(9.1%) . & 961
(6.8%) TH - 729,

PR OPER |2 51 2 BRAIR
P58 F TR A DUERE DAF

SR e TR | Fishero
=R E | G w®KR) LSD#:
o~ F— ViR ; 18.5
APAPRL &8t 268 182 | 172791 | (g 0:39.0)

b K LERETSMg | 66 | 1242836 | 01? '259 5 | p<0.0001

TERT )72 650mg | 130 | 1332807 | 01‘_1'3% 5 | p<0.0001
18. ERHEEIR
18.1 {ER#RF

18.1.1 RS¥ R—=IL

7 v ME Rz vitroidBROFERE» S b T~ F— VIR SR
TIE L. b I% F—= VR IEEAHIMIOu-4 €4 4 FZEE~O
WAL BRI F—=VICEA VT FLFY) Y ROk a b= 2D
Y AR AEERAS, SRIERICHES 32 2 E 2 6510 17,



18.1.2 PENP=/TxY
F v NERizn vivoikBRORKEN S, TR T I 7 2 VI EICHIK
Wﬁ%f@ﬁb<Nx%wl)TXﬂﬁﬁ/MQE%&U%7X7/X
ZHEEE N LR EFREOMEEN, oo b= 2781k
Ltﬁ%%&ﬁmﬂt#\ﬁrﬁmLﬁﬁiét%K%nyﬁW
1aaﬂr¢m
18.2.1 <7207t FNa) VFEEITA T 7IZBVWT, P I K=V
WL 72 b7 I 7 2 YOOGS, TA VR ITL08D
TRNT ORGSR, MIMIZT A Y ¥ 7 RUSEIHIT 5 2 EATRBE S NY,
22720, B MZBWTIE NI~ F— ) VIEERE /AP APHL & $E DA e 7 44
FETEFNIRERR ST,
18.2.2 7V a Ny MM %2T v MZBWT, b7~ F— )VIEEIE
(10mg/kg) & 7+ M7 3 7 7 = »(86.7Tmg/kg) DU R 5 Tl
[ FH 0 0D 25 S50 B 5| m«f\(ﬁﬁﬁoﬁmﬁﬂﬁrﬁhﬁ
A ORI 7 T e = 7 A R L 222,

19. B ICEAT SIE(EFENHE

19.1 F5< R—)UIGERIE

—fi%%2 : ~ J~ F— VIEEEEE (Tramadol Hydrochloride)

{242 : (1RS, 2RS)-2-[(Dimethylamino)methyl]-1-(3-methoxyphenyl)
cyclohexanol monohydrochloride

SF : CisHsNO: - HCI

SFE 1 299.84

Al R 180~184T

BE

+HCl1

B OBEGSEMR

(ON
CHs

M R AaOR&EOHKRTH L, Ki fﬂﬂmf«eb’r%? (o A%
J o=, I8 7 — v (95) AL FERE (100) |27V F v KIER
(1—=20) I FELME 2 7R & 22\

192 77/ 27xY

—#%% : 7t 7 3/ 7 x>~ (Acetaminophen)

{34 : N-(4-Hydroxyphenyl)acetamide

SF : CHoNO2

SFE 151.16

B A 169~172T

[ =

OH
LY
HaCJkN

H

L E@@ﬁm BRSO K TH D, AF )=V RIFTY I —
L (95) 12 7‘%’3%\ KIZRREFIZL, YIF VI =T

ﬁ&bf(ﬁ 12w KERET MU ARECHET B
22. 3%
PTP : 10052 (1082 x 10) . 5008 (10$% x 50)
INT 12008
23. FENmk

D ENSE THERRBE(N T 41y MEASE - 201144 22 H KRR, B
AHEEIESE2.7.6.3)
2) PEIALAL - TSR & AR, 2018 5 67(10) © 1231-1245
3) AN T AHERR FUER ( Fonty b Fl &g © 20114E4 22 H KRR, H
AHERIETE2.7.6.2)
4) I F—VOEAKEEROBE (FT a4ty MEAESE 1 20114F4 7
22HAKRR, WREBWHAIEE2.7.2.2.1)
5) Gazzard, B. G. et al. : J. Pharm. Pharmacol, 1973 : 25 : 964-967
6) I F=VORBEHEOBET (T oty MRASE - 20114F4H 22
HART, HREErinz2.7.2.2.1, 2.7.2.3.1)
7) Thummel, K. E. et al. : Biochem. Pharmacol., 1993 : 45 : 1563-1569
8) Raucy, J. L. et al. : Arch. Biochem. Biophys., 1989 ; 271 : 270-283
9) EIMETMER - 7y R~ v - F)b~ SEEde 11 BEEE,
2007 ; 864-865
10) N F= F— Vo3 YEIRE CRERI 22 BE 4R (M7 Aty MERLAHE
2011474 22 H KRR WIREEORHN®E2.7.2.3)
11) Zapater, P. et al. : Aliment. Pharmacol. Ther., 2004 ; 20 : 29-36
12) Prescott, L. F. et al. : Eur. J. Clin. Pharmacol., 1989 ; 36 : 291-297
13) ENHE AR (N T 4% v MRASE : 2011464 H22H KGR, 3
BHRZE2.7.6.6)

14) ENE AR (M7 21y MERLASE @ 20114E4 H 22H &G, HIGEE
FHEE2.7.6.17)
15) ENHET/MHRE( T 21y MRAHE © 2011454 H 22 H AR, H
FHEREE2.5.4.6, 2.7.6.19)
) Raffa, R. B. et al. : J. Pharmacol. Exp. Ther., 1992 ; 260 : 275-285
) Raffa, R. B. : Am. J. Med., 1996 : 101 (suppl.1A) : 40S-46S
18) Bjorkman, R. et al. : Pain, 1994 : 57 : 259-264
) Pelissier, T. et al. : J. Pharmacol. Exp. Ther., 1996 : 278 : 8-14
) Tallarida, R. J. et al. : Life Sciences, 1996 ; 58 : PL-23-PL-28
) TV anNy MEEET Y MBS NI~ = VIERBRE R 057 & b
7372 PG X B8R (M 7 A€y PRCGSE 1 2011
FAH22 A&, Wi EF%%2.6.2.2.3.2)

24. WERERERUEVLEDEE
PO A A BRI Y 5 —
T532-0003 ABHiEN X EES T H2-30
TEL : 0120-381-999 FAX : 06-7708-8966

26. BGSERGTRES
26.1 BHSARZEITT

RARERISHT
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