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TOARASET® Combination Tablets [SAWAI]

(ERE =l R OL IS E B UR e Rl

1. B
- =R

1.1 FRIC KD EEFFEENRIRTIHETNHHDHI&IC
FARBU. 7RIS/ T VO1HEED500me (FH4EE)
ZHEISHECRIIRSIIESICIE. ERINICHTREE
ZHEERT AL, BEECIRSI DI EL[8.688]

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

2. ZBR(ROEEICIFRS LIV L)

(Ghgeth@E)

2.1 12/ n/NR19.7 12 E]

2.2 7Tova—)b, HERA. SEA. 44 A NEEH SOXm
FEARSEIC & 2 2k i3 8 [P AR 0 B O e l] % S
LE3EDLBENDD 5]

2.3 £/ 7 3 UMLEEE (MAO) HEH (L L ¥ v iEHIE,
FTHFY U AVIVEE, T 43 FAVIVERR) 25
DG, 3G ER14H DN o EET10.151E]

2.4 VA7 = VIREE &5 T o B ISR L
PIND #7110, 128

2.8 BB VPR EESEN TR WT AP ARG ER
DEALT D BEND D 5.1[9.1. 151 ]

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

2.7 KA DESR LBERE OB EIE D & 5 513%19.1.55 8]

(IR DER)

%[ 2.8 7AY ) Uk GEA T O A NN EERANC £ 5 WESE
YEDFHSE) LEZFDEREDO D 5 BE[7 ALY VIE D%
EWCTORY 75 0D v ERBEERPES L Twb 2%
A 65,1091 11%H]

3. fHRE - MR
3.1 8/
BRI HE ko~ F— VIR 37.5mg
[1§Er] HRE7Y 73772 325mg
TIWT 7—AbFT T v FooNay, BLFy . =2
g |PRESR AT T S EMg, VB — A, YT L) 3
& VEENa, FYETIVF LSy, BTOAT—A, v 0
= — L6000
3.2 WFIDMIR
# B TANNT—T 4 T
[ERN Y
4% (mm) 15.2%x7.0
J£ & (mm) 5.5
i (mg) 441
AAEFIR N7y b BAE FTA

4. FHRESLIFFNR
T EX A FEEAITIaRRHE FECRRBICH1T Hi8E
OEDi AR
Ofriate DERE

& 58 & 5| 23000AMX00697000
AR 5T #A 2018412

5. MEENIFHRICEHET DiFR

GEnA B IR
JER & 72 e 2L, (LB - MERMERL IR A2 2 &
PR B AT, AHOBT- O E HEIHITY 5 2 L.

6. AERUHE
GED A EIBIEESRE)
WHEL AR, 1EIEE, VR4 IS5 5 &5 HE 134
FEEDLEZEF A 2 L,
B FERITS U TEERIES 2%, 1R25E, 1H8FEZ @R T
BTG Len b $72, BEROBRGIIET LT EPEE L,
(IRiERDERE)
WL IR, TR2EE 2 RS- %,
B BIFGT A%EITIE, SR E AR L2218
288, TH8SEZ B A TG L &, $72. EEROKSE
BETHZENET L,

7. BEMUREICRHET %R

GEDA B IEER)

7.1 SO
AFNE - BG4 2 s L C b 2 BIIRE S 23R 5
WG EIE, MOBY RIGHENOLEE 2R 52 Lo 72,
TERBIAEIR L OF) R 2 fERE L G- Ok D LEEIZ D nT
By 22 L,

7.2 #50OHIE
REN OB G A2V Lk { oot BEEHEDOFEH L
CT2OIIRA RS 5 2 Lo

7.3 7 A YW EZE OBAED S 5 BH K L TR &4

G386, 1H1$EE 52 L.[9.1.15% 1]

8. EREUEXNIER

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

8.2 MK VHEMIKFEXELLZ N HDLDOT, BEE T2
o, HEIHRS3 52 E[11.1.480]

8.3 H.Lv, M, S OIERDEDHSHLNEZEDVHLDT,
Bh LA T G - RS AR & L ClR o B
. BRI AR E L TR TAIONTA2EET 5778, @
Y E %479 2 &,

8.4 RA., I\, BEMHEIEZ L LD LDT, KHHS
o B I3 HEN B O ERRS EM 2 ) o BRMEIc R s &
ZWEIEETLIE, 2B, BEREAICL ) A EHEKIC
FolBlbEEshTnb,

8.5 BYEL ANHMALT 2 BENDDH DD T, BEE 54T
Z ks

8.6 HELIEENEHTLIBENDLHLOTEET L s T
t h7 3272y OlHBRES1500mg (ARHI48E) %883 & M=
TRENES-3 25810 BRI 2 17 BE IR
a5ty 52 L, BHETREDRERG T 2546
2 > T EMMIITFEREMREZIT) S EDPTLE L, E72,
EHE TG T2 E % SR BEBEOREY 55T 5
ZEL[1.1, 11.1.951]

8.7 SEJFEHIC X B IEHFILE I TIE R L, AHERETH L L
ICHETAZ L,



9. BHEDERZEIHEEICHTIER

9.1 GHIE - IEFEEDH D EE

(RhgEE)

9.1.1 TAHAZEDEREWHRENIEINSDEIEEDSD 5 EH.
H BV REREDORERETF (CEEIMS. KBHHER. 7ILI3—
VRS DBAEIR. PIRMRRES) ZET HEECEEIC
KO THHEENRENTULELWTADAEEZRL)

FRHP GBS 2 5012479 T & BMERELFHF T L L
Wb [2.55HK]

9.1.2 FIRIMNEIRREICSH D EE
WP ] 2 R 3 5 BZ N2 D 5,

9.1.3 RICEENIEEDH 5 EH
I NG BEENE D LR 2 KT BEND D 5,

9.1.4 EYOE AN IEEMRFEODS S EH
W ERTOFH TS, IR - T&5-3 56 2 & TP
HEURT V.

9.1.5 FEF « REEREIICH UBSUEDEIEREDH % BE (FF
DRI I3t UiBBIEDEIERED S % BEZRL)

[2.7514]

9.1.6 YavIREICHIEHE

BRI INH] 2 ¥R T 2 B2 D 5o
*9.1.7 JHIEHEEXIEZDEIEREDSH D EH

SERDEALIH 2R T B LD 5,
%9.1.8 MBEDEENIFZDEHEFEDG D EE

SERDEALIH 2R T BENDD 5,

9.1.9 HIMEED&H % EH
M/IMRESFERE ISR 5 2 DB 5,

%9.1.10 EEEERDH D EE
SERDSEAL D OAREDES 2 B2 10D 5,

9.1.11 [REXREDHDEE
JERDPEALT 2 BZNWNDH 5. [2.85 ]

9.1.12 Z)VOA—-ILZEEE
FFBESEDSD 5 bR T { 7 5.[10. 28]

9.1.13 R - BREBNRE - BREZZICLDIINIFAUR
Z. BRKEIRDBDEE
FBEED D B b b,

9.1.14 18FAmDIEH. FAEEERHREMIIRERBEXEEET
REZETHEE
WG LT &y EERMINHIO) A7 DT 5 BENDH 5,

GED A EIBER)

%9.1.156 7ZAEVU VREGEX T O REERERFIC KD MER
TEDFEF) T Z DEFEEDH D EHE
AHEZ T, o7 N7 2 7 BE E TG ER
HixZETAHI L, TAYY VImEIZZOBERO S 5 HE
FZTE, TENT I 72 yDlEBH 72 Ok HE12300mg
UTegazelsnNTndys, KFENZIEEFICTRE T I
Ty E32B/mgEA LTV, TAYY VEEAOIIEIZ T T A
57T 0T PERMEEHARS L Twa L&z i, ERDS
BALLI R E R T BENDD 5, [7.35H]

9.2 BikEEESEE

%9.2.1 BEZEDHDEEGDIVIEZDEFEDHDEE
B moE, #5HROERTZRT 5 2 & EIRIELL
WBHEEZRTBEINDSD D, T2, B EEI R L. 18
HR OBEIWEH AT 5 BZNA D 5, [16.6.250K]

9.3 FTEeEEEEHE

9.3.1 EESHEZEDHHEE
PG LawnwZl b, BELRRIFE LD2BZNHDND L.[2.62H]

9.3.2 FEZEDHI2EEH DV ZDEIEEDH DEE (BEES
FFEEEDH 3 EEZERL)

e EAL T A2 BENDEDH Do F 72, I EE A EEG
L. fE R ORIWEHI D585 2 BE N0 5.[16.6. 151 ]

9.5 iHim

9.5.1 AR L TV A REMED B 5 ikIZid, iFE Eof
wEDSEkEtEE BRI S NG EIC0REG T 5T L,

b~ F= VIR 2 s U, JrE B IR S, SRR
AT R OB SEREME . S OB AR T M OVFBE S s S LT
%o T, BERT. I~ F— VBB, SR O
EWROEFICHEZ RIFTIEPHRESIN TV D,

9.5.2 HIRFHO LM~ T T I 72y OFKGIZE VR
WCIIREIGE 2R T2 05 5,

9.5.3 7 M7 I/ 7= VIFHREH O T v CRIBICEEOH)
RIS TZ EAME SN Tn5,

9.6 1Z3iw
BAERIFIEELI L, NIV F— VL, IR TA S
LR SN T A,

9.7 INR

9.7.1 12@EKmDINR
FH LT o NI BW T, 2BARmo/NE T2 &t
FEIERIFRIIEI O ) 227 gL OGN H 5. [2.151H]

9.7.2 12mUAEDINR
125 LN /NSRS 3 2 BRI OV 2 FE & L 72 BRI AR
BRIZESENE L TV,

9.7.3 B, FAZEMEERERIFINERBX SEELMEEZET
YU
WH LT &y EERIINHIO) A2 D305 5 BENDH 5,

9.8 SinE
BHEOIRREAZ S L O EEIHKG T2 2 &, AHEREE
TLTW2ZEDE L, RH - PRASEIE LEWER 253 & bt
R,

10. H8E{EA

b= K=&, EIZCYP2D6 U'CYP3A4IZ & » TRIF SN %o
10.1 HAFRWHALLEVLI L)

FA 5 FRAAEIR - $5 1878k W - el T
MAOREHA] SRENZ BT ke w b = I8 EH A3
L ¥ CIRRRE VR (EEAL. OB, FER S . F oL

(=7€-) BoOgGir. EEVEIH. OO e b =

FAFY X VVERE |[BEILE, IS0 - X U ERETLLEE

(7YL27 ) A, FTHE) &R ZoNn5,
7453 F AT OVERE | (B AT B, [ A

(=7 74%) FEAE ERIE, JHE). PR
[2.35:0] F R (MPIRHIH]) T %O il
S URILE, &ILE) O EE
ZEMER S s S Tw
%o MAOKL & #| % ¢ 5 v
O BH TG IER14H
DN BE IG5 L w
Zro F7o. BHEFEG IR
BICMAOML EH O ¥ 5 %
B A¥AI12id, 2~3H
HOMEE2TLZ ENHE
F L\,

FIV AT x Y
(Y >rzu)
[2.4%1]

HEBER R Z 3 B E N ut A FER
B Do Fiz BIRIEAR A~ OB A I E 12
HTABENDD 5, X5,

FV AT xR &
o B TS Ak
A DN O BE I3RS L
VI,

10.2 HEGER(HAICERTHI L)

A5 EEARAEIR - $5 18 T W - el T

F e A FHEH S A58 8] 18 0D AT K2 IR P | v o e 400 )4
HH AR ) DIIRE KT BLTND D Do | DN I I R S
PEVE NS S Sl NHEEZLND,
el A5




EAGE

FRARAEIR - $5 18778

W - falaA T

ZESRI) DA
o b= AR
IR LT b=
FEIN Y 5A A B A

b= (R L
OB, ZEBL FEF. EE)K
A TR ICE, I A4
0= X A, THEE) D S

AHIN A (AR A5 1Y
mEN, Foow
KMo+ b =
CHEET L LEE

AW L BIFRFEEZAEL
RIL%b EDWEDD L,

(SSRI) %5 bNbdBENDD L, F|ZbNb,
DEYSS 7o. BESEEOfEBIEER B ) A ) P o JEE
RKEEDLBENDEH S, P, W RMAO
FHEERIZ LD,
AR AR A58
g, EF o,
MAEoa b=
UHERT L LEE

ZHNb,
HNVNTEE FI < F—= VOl EED| 2 S DFEHI O
T /NVES =) KT LYERASI8E5 3 5 W1 hE | A R R
A= N G2 D38 % o Eh, b
TR F7o. INHOEHOEM| N — v o R AR
V77 ¥y HHECTIIHFRBBELF LS N D, 7,
AV =T7IF BEN, TRINTI/ 722|773/ 72

ALY e
ON -7t FI-p
VL VL

F/o, T a— VSRR
BTN TI /) T o%
MR L7-& Z A R4 %D
LI DIEDND B,

¥R A
Ehbo
TV 3 — v (FRiE) WA 23 2R U % 35 2 AU AN AR F A3 B0
[9.1.122] H5o ENDHEEZ LN,

7OV a— )V E RIS
X ACYP2E1D i
kY, 7T
37 vhbF
#FlxFHON -7
tFN-p N2
X)L 3IAD

M, AIRGE, EBAL, Rk, FBER, S= v 2 581k £
H SRR, HIBS0BEFREMEIE LD 2 D D [8.251]

11.1.5 hE4REIEFERIERAE (Toxic Epidermal Necrolysis :
TEN). RE#GIREREIREY (Stevens-JohnsonfElREE). =it
NFEMEFREERBEE HE AR T)

11.1.6 RAEMRNR GHEARE)
Wk, DRI, SEEG T O RESN0 SN AR,
FER M EEXAR ., MECT, My~ — 7 — oM 2 F i3
5Tl BEDNRD L NEIEEG 2RI L, BB
VE EIOP G EO@ Y R MLE 21T 2 &,

11.1.7 EEMHBR. SHEES HEAH)

11.1.8 IRERIEDFER GHERH)

11.1.9 BURERTR. FTHEEEIEE. &E (HEAY)
BIREF 75, AST. ALT. y-GTP® 5% £F ) AR AERE,
HHRDHSDNL D 5H.[8.650H]

11.1.10 FERIEBRRIAME )

.11 FRERRAINSL (B2 H)

11.1.12 EXIMBEEEIREF GHEAD)
MUEIR E LCEE., BEDA LN, FITHFHEREERE, V) o
HIERE . HIMBRBSIN. WFEEEkie L. B o oSERIMBIE 2 5
VRISV D B 2 BMEERDH S bbb b, B, b b
ANIVRZ T A A6(HHV-6)FED 7 A )V 2D FGEHEAL 2D 2
EME L, B IE, BB IR E S O REIR )
R D VIEBIELT B2 EDRHLDTEHEET LI &,

11.2 Z0fthDEIER

AR SN D,
FoUv AEAAEH A8 5 B 7 BRIP4
nNhd b,
VA QI 377115 B0 1 = o B u B N w IV SV 5 7 N
INT 7Y HMoOEESD 7<) v %
PrgE A OVEH % W83 5
b D,
Taxv TVaF Y RENEE L BN
EDOHEDND D
F v 5 vk bu VR AR O SR & G S AR A O B IC B
HAF) LBENDD D, LHtno b= EH

AR R e
AHNb,

TTVLINVT 4
Ry FTY s

RHFN O EH 2 B S E
BBEND DD, Tz, BE
FEEZRE T BEND D 5o

KRNDMER T % u-
E = B N 2R 0N
DE T T = A b
ThHb1IzH,

ILF VAT Y
T — VG A

TENT 37Ol
EPMET T 2BENH D5,

IFZIWIANTTVF =)
DOIMFRENR L5325 B%
b s,

IFZ)WVITA+T
V= VIEFICB
AT NT I
AN/ /|
VR A AR T
LLEROLNS,
TR T/ T
I F =V A
T T = VO
i sxHET S
LEZBND,

1. BfEA

KORERANRDHDOND LN HLHDT, Bz 512470,
FURHTRO b a 3G ek L, SR LEE1T) 2 L.

1.1 EXFEIER

M1 Yawvd, PFIT45FI—HEARH)
IR RS, Wi, METIE, SERESERH bbb 2 LD B D,

11.1.2 Z=8#(0.2%)

11.1.3 EFHEK(0.2%)

11.1.4 {&KZ i A
MM, TR, FAa R SRR E L 2 &
D Bo AFNOHILIUTHERHZ BT, Bk, A, ks

_3_

o
5% E éii% 19 it R
TS % Y BIE %
Pk U
WL O 2l
¥ FRBEE
R R O BRAE SR, i
ks i
il ARIRAE g, LI $EEL. L EIE.
R SR
BB A R,
) Of. EWEL
M. 4 v RF v
A, HEE ORY
B, HAR
e Tl | 1 R[RERE | RETE. &L B kA, &
(25.9 %) . BB RR. G |3k, AEEREE,
7o M FOHE O B E
» o ow E R, A
(18.9 %) bE 35 By, 44
i PR,
G
s AR . B
H RO KH AR o
Fr W, [l %
\/X
LlbEE i RENR. Bk
M B, 12C TR, vt
y JE S
P22, M CEAG N
B O
s
HpEE |E OEs. TR, Ut EEg, W TR, 5
(41.4%). |OW%. OW|OE%. k| IE
4 LAE: NN 5 2N
(26.2 %) |E. H% Bk, .
i b AL F. LR
(21.2%). 1L H i
R
TIPS 7 I 1 e e
& R
B R OB |25 #5855, % i
T ALk JE. BT
B DR PORINEE |77 R | 2R
s FREA




1%V E

5% Ll L 5% it 19 i BEEA]
S EREE N PR Mg, 16 B EAPe, |57, ME. &
U5 RpT B FEEAL R |E, B BB f i
[ R AT TR A | ERER L

I H CPK Y | F Bk A3 i
oy MHRFE|INE 70 e v
B, e s A, R EE
V7)) R, ks L
b1 || R R e A=t ) |
DRDIZR N 1| el R 31
e BR AR | Hf N R
. R TR 1111 quﬂﬁ 1/7’

7 BB = A
qﬂﬁﬁfiiﬂﬁbﬂ fﬂ
TERE 2 ERA N
BE. Hrf - Rk
T O BLiE &
e
13. BERS
13.1 R

NS~ F—=)LO@EH%5 12X 5 EELERE. RG], g
HIE, FEEE, MEIRTH D,
T bMTI/ 72 yOREHRTGIZE),. HHEEOBZENLTH
Lo T2 THMT I 72y OWmERGEHTR - B - O
FOEWIEDHE S - 72 & OMED D 5o WEIXG12 & 5 EREIR
. BBEECE. EFRE. O, E SR, AR BT
ETHb[1.28H]
13.2 A&
BALE Y LT, KGEERR L. ERIE U7 SR e B
DEMHEIT) 2 &,
b?vb—»@kiﬁﬁ & 2 M EE OIEIR DB D I 5 By
2L FUR Y UBERREED D LD, BRI T
Zo;fo%ﬂfw*aéo Fo0 FIPFR=IVIEEMICEIDIZE AL
FENHR W,
TEFT I 72y OBERGICELERPEDNS G
d. TEF VI ATA v ORGEEET L L [1.280]

14. BRALDEFR

14.1 BRIRMAFOER

1411mw@ DOFEHNIPTPY — 2 HH) L CTIRA§ 5 &
BEy 5k, FW/~%®M% L0 CE A EE

*ﬁﬂ%’\ﬂiﬂ)\ L. B2l e B 2 LTt 5 0 B8 2 4 0F
FEZ TS A 2 kﬁ*%%o
14.1.2 MEOFORAP R CINRES 2 L) fFET 2 2 Lo

15. ZDMhDEFE

15.1 BEARERICE D 1B

15.1.1 72 73 72 VOFPALEW (7 = F 1 F ) O R
FHICED . MaRREAREITIEND D,

15.1.2 BHE L VEREGOEZEZRHE L2 25, HEMLAEY
(7 =F 1T ) 8H %R0 - ke cf#a W BIRP=1.5~
27kg. ARTIARI4~304E) L CW 72 ADE W OREDD 5,

15.1.3 JEA 7 1 A NUHEH &8 H 2 RIS S v b i
BWT, N RO STz L OMEDRDH L,

15.1.4 H=WIZCYP2D6D G A ME TH 5 2 L 2SHBH L Tw
% % (Ultra-rapid Metabolizer) TiZ. + T~ F—= VO
B OMApEEDS FA L, RS ORWER I L 27 <
LbHBENDD 5D,

15.2 FERRAREAERICE D < 1B%R

15.2.1 #HUMLAW (7 = F & F V) OEM - KE#RS L-Hw3E
BT, EREBENED NI OWMEDND 5.

16. EYENRE

16.1 MEE

16.1.1 BEEi%S
EFEABEIC N T~ F—VIERE/ 72 b7 3 7 7 = VELAHEL~3
e (b I~ F— VBRI & L C37.5. 75K °112.5mg. 7 F7 3/
7 = ¥ (APAP) & L T325. 650} 0M975mg) % Hi[al 13k 5 L /2 & X
WESRIZhDPDHL LT, F I~ F—)L[(£)-TRAM] % IFAPAPIZ# % 2
L: WL & A, (=)-TRAM K OFAPAP O I 4 i B 13 2 M2 A% 5% 49

~ 2RI B ORI LG B Conax\ 232 L 72 f2 2 LS5 ~5  SIF ] 1 UMY

SE—rr"i@tl pCIRT L7z, MEEY oW EIEIZH RIS Z R L 72, i
72 (£)-TRAMIZH R 2 IR BO-E A F v+ I~ F— )L [(=
M1 AR S A, () -M1OD ILHE i 1 4% 5 240 205 ] 12 Conax L %L
7otk #96. 5E¢f"10)t1 2T L 7zo Mg (£)-TRAMK U8 (+)-M1o
BHARBMAR [ (F) R O (=) K] DI BIRE S5 A — & 1 THM L T
72V,
) ARH DAKGR S 7= Ll T 288 C° b B o

b J < F— Ui/ APAPR A1 ~35E™ 2 MR 1% 5 L 72 & X o4

(£)-TRAM. (=)-M1K. "APAPDO I TRE/ S5 % — ¥

- b7 K= VIEEE/ Crax o AUC= ti2
APAPEL &8¢ (ng/mL) (h) (ng-h/mL) (h)
(#)- 15 119.8( 34.3) 1.8(0.5~3.0) 938.2(360.7) 5.100.8)
TlgAM foE 263.8( 45.6) 1.0(0.5~1.5) | 2004.3( 580.5) 5.6(1.0)
35 424.5(146.1) 1.3(1.0~3.0) | 3274.3(1070.4) 5.6(1.1)
. 15¢ 34.2(10.6) 1.8(0.5~3.0) 359.4( 63.7) 6.4(0.9)
(.\_ﬁi 25»? 65.6( 24.4) 1.8(1.0~4.0) 680.9( 142.2) 6.3(0.9)
REH 95 7(26.3) 1.8(1.0~3.0) | 1083.8( 224.3) 6.30.9)
15t 0 2.00* | 0.8(0.5~1.5) 17.10 4.8 | 2.8(0.6)
APAP 25% 2( 23)‘ 1.0(0.5~1.5) 38.9( 12 4)° | 3.3(0.9)
35 15 10 4.3)* | 0.8(0.5~1.5) 62.3( 18.1)° | 3.3(1.0)
a: ug/mL (N=8, Pl (S.D.), tmax ; H9efiE (EPH))
b ug-h/mL
16.1.2 RiE®S

TR A BVEC ~ 7~ F— ViR /APAPRL A el 1 313288 (b 5 <
F— VIEERKE & L T37.5X1375mg. APAP& L T325X13650mg) #1H
Aln] (G 2 &) ICERE % G- (b 9~ F— VI ERIE/APAPEL & $E1 5%
SHM. b+ 5~ F— VilREiE/ APAPELG4E28E - SHI) L7z & &, 14
() -TRAMM O () -M1i B SRR 1% - BIAG 12 48BF I £ T2,
F 7o M4 T AP APIE B2 1 SR AR T4 5 B AR B2 245 ] F CLS B HIRTB IS
ELTBY., EWTRED N, o720,
b T~ F— VR /APAPKS & $E1IR11 1325 & 1 H AR (68 = & ) BOAE R 4%
H.(kF F— VIERRIE/APAPRL A $218E - SHRE. » 5~ F— UGG/ APAP
Be & FE2fE - SHIH) L7z & & 0 dk G- o (£)-TRAM, (+)-M1J& O
APAPDREWERE/ ST A — 5

5 b T F— ViR Crues tmax AUC. Ru e
APAPRL &6 (ng/mL) (h) (ng-h/mL) (h)
(£)- 15t 290.6( 72.9) | 1.0(0.5~1.5) | 1141.2(265.8) | 1.3(0.5) | 6.6(1.0)
TRAM 28 542.6(114.4) | 1.3(1.0~2.0) | 2355.8(533.3) | 1.3(0.3) | 6.5(0.6)
+)- 15 78.5(18.7) | 1.3(0.5~6.0) | 325.2( 88.0) | 0.9(0.1) | 7.4(1.4)
M1 28t 142 0( 29 3) | 1.3(0.5~2.0) | 666. 6(103 8) 10.9(0.2) | 6.7(0.9)
APAP 15 70 1.6)*10.5(0.5~1.0) 17.4( 2.8) 1 000.1) | 4.3(2.7)
28 11 0( 2.9)%10.80.5~1.5) | 30.4( 4.9)°]0.9(0.1) | 3.3(1.1)
a:ug/mL (N=8, “FIfii(S.D.), tmas : HYLfHE (HiFH))
bt ug-h/mL
Ra @ HHER (A4 G- O AUC /WA G- D AUC)

16.1.3 BESIC KD HE
fEHE A B b T < F— ViR IE/APAPR A 5288 (b 9 < F— v
iR & L C75mg. APAPE L T650mg). b o~ F— ViEfEtE2s 7
£V (75mg) L IZAPAP 2% 7+ )L (650mg) % & 412 4L Hi [0l £ 14%
L7z& &, I~ F— VIERRIE/APAPEL &8t 2 45 Lz L &0 (£)-
TRAM. (£)-M1J NAPAPO SEWBRE/N T X — 51X, P T F—
YAREIE ) UAPAPR Z N ZNHM TG L7z & LAk R L.
(£)-TRAM. (= )-M1Jz NAPAPDOSEWBYREIC N 5~ F— VIEERIE %
UAPAPORAIC & 2 EIIFR0 S e o 727,

16.1.4 E£YFHIEE MR
FT oy MEAEITTIAE P T Aty MEAEERBERAB T2
nENLEE( b I~ F— )VIEREIES7 Smg. 7 M7 3/ 7 = 325mg) 22/
R R 5 (Z7 B AF = N=) L, PIYF=VROT7E b7 I/
7 OUSEREE & M Lz, 35 N3 EhiE <7 2 — % (AUC,
Cmax) |22V CT90% 13 X S TRERT AT 2 1T - 7245 5. 1og(0.80) ~
log(1.25) D#FAKITH Y . WiHI D40 RIS AR S 722,



FHF G SR O FRE/ T X — ¥

Cmax Tmax T2 AUCo-2nr
(ug/mL) (hr) (hr) (ug-hr/mL)
P FT IRy MEASE
7 |4 0.149+0.042 | 1.1+0.5 | 5.6=1.4 | 0.876=0.294
v
1o [b sty M4 0.153+0.016 | 1.2+0.6 | 5.5%1.4 | 0.879+0.207
77 Sy b
LLINT T MRESE| 5 ori9 91 | 0,905 | 2.940.7 | 15.15%3.99
ISRl
7
S [b7aty MEASE| 5.842.60 | 1.00.6 | 2.90.8 | 15.073.92
(Mean=S.D.)
200 - —e— T Ty NERTT T
i cco-- hI Lty NRAR
E Mean+S. D. (n=52)
fi150 -
b
=
~
T 100 -
)
V]
B 50+ r\l\
(ng/mL) ’\‘g\(
L1111 1 1 1 1 §f 1 45 1 %: §
0 % ml 12 3 4 6 8 12 24
017 05\ 15 15 s
NG B 5% 0K (hr)
w8 e [T Tty MEAHTH T
gg --o-- NI Aty MG
i Mean=+S. D. (n=52)
6k T
+
N
7
oA -
7 |
I
> L
B
(ug/nl) Ll | | | ;:\ﬁm
0))¢QI¢Q\2 3 4 6 ) 12 24
s\ L6 18 F 5 OB (r)

MAEHEEE 7 & NZAUC, Cmax& 087 A — 413, HEBRE0#IR, %
TEOTRIA L - BRSO RERL RIS L > TR 2 WREMED D 5

16.2 MRUY

16.2.1 BEICLDHE
ERERAZ b 9~ F— VIEERYE/APAPE & 48358 (b 5~ F— LGN
ik L T112.5mg. APAPX L T975mg) % m I &tk M V22 12 %
NENH MR G- L7z & & (£)-TRAM. (=)-M1K% O"APAPO )
BYREICAHIC X DL BB SN Lo 72 (BHEATF— %),

16.3 9%
b MMAEERAMEEGE (£ )-TRAM(0.2~10ug/mL) K °APAP

(280ug/mL) #920% (n vitro)®-

16.4 {3
(=)-TRAMIZ E 2 JHIE TCYP2D6IZ & 0 il A (=) -M1IZ A3
ENb, Tl ZOMOERAHREE L. FETOCYP3A4IC L AN-
A F Ak, 77 u yBia s R OIS Th b, APAPO £72
L. T To 7V 7 u v BRfas, ki s I IcCYPLA2,
CYP2EL 2 U'CYP3A4IZ L AN-T £ FV—p-RY ¥ ) A4 I v~ D
LR ZFD T FF HETH B9,

16.5 HEftt
TR A B b 7~ F— VIEERIE/APAPEL A §E1~ 358 % HLIARE
GO N 7~ F— VIR /APAPES & 411811 X 1328 % 1 H 410] (61
M &) RIS L7z & &, (£)-TRAM, (+)-M1J IFAPAP® %
HOR R (0] - P 5-12480F . SO © i 5124808 ) 1k, 2
NN 55D18.2~20.3%. 9.4~14.8% L V2.5~3.3%TdH V), #%
S8R ORERS L 2B IR0 N a2,

16.6 {SEDERZEITDESE

16.6.1 FTHEgERE=E

M ST R=IL
P2 BEZIBNC b T~ K= VIEERE 7 72 Vo0mgx & %5 L7z &
& OfEEE L B L CIiET b I = VO AUCIZBEZ 128N L.
t2l 32 6 HER L7210 (SMEA T — %) . [9.3. 25 ]

@7ter7=z/7zY
BEHRE R 5 B (B~ P55 O, B 5B ICT 2 RT3/ 72
»1000mg% G- L7z & & ERBA LR L Tt 72 7 3
7 7 1 Y OAUCHIT L. 7RBE I Ly tr2ld #9285 L 721 (O E A
F—%),.[9.3.25H]

16.6.2 ESHEREIEE

M ST R=IL
ERREREEEE (Z LT F =02 ) 79 v A L 80mL/minL ) 21411 b
I < F— VIEEEIE100mg % BRI G- L 72 & &, M v o< F—)L
D12 WAUC IZ A D ZF N Z N K TLOE R U2 TH - 7219
FHEAT—%).[9.2.1%HH]

@7teh7P=/7zY
EREREERE (L7 F =02 ) 7T A D 30mL/minkl F) 136112 7
Y b7 3772 1000mgx &S Lz b &, $%£5:8~24E M £ o il
R 7Y N7 I 7 v Ot R (4. 985 1]) & MRl L 11 TR
WZHEFE L, AUCs2m b1 OfFHEIN L 7212 (WHEIAN 7 — %) . [9.2.15 1]

17. BRPRAEE

17.1 BERURLMEICEHT H5H5R

GEDAMEEMNER)

17.1.1 ERE MEHER
M E VR B AE & R S e, JEA T u A R A O R
CH% 512 X ) 50 R BB AME S L Wi PR e B E 1876 (h 5~
F— VIR / APAPRL & $E 8R40, 7 5 £ RERO36I) Rz, E
T TN~ F— VIR APAPES A& $E1 1011 ~28% % 1 H 4101238 f 4% 5-
L7zt ZEERI~NOBITHEL M- L2BEIS. b~ F—)UiE
M/ APAPRL G $EXIZ 7T K% T ¥ ¥ ACE ) AT T4 RS L
ol E& ZHEM T CTOSERAT T2 ANy P LS XY M
HEFTOMMIZT I REEL LB L b T~ F— VIERE/ APAPELA §E
HOHEICEP->2(m s T v 25, p=0.0001),
B M O BIE I FSBIERIZ, 79.1%(219/27761) T > 720 T EIEH
X, BEG12500(45.1%) . EART70(27.8%) « T H:-76451 (27.4%) . {7 ik
5161 (18.4%) . {FEITED F 4401 (15.9%) Th > 7219,

17.1.2 BRI SHER
SR (ERE . TR MERIENIE. RIS ) v~ 7. SHIE BAE e, APk
JIS ARG . IR I R BE M 7 &) IS D B A A L.
AT O A NN EEERA ORITHEG IS L) T2 Emsh R m o
W EBHEL0B 2 S SIZ, b T~ K — VIEERE/ APAPEL A $El a1~ 28
Z1HAR, #ERE L CIEFEM T CRIES2AMALT L7z L E OVASHE
OFIEIL, IS 065.80mmlZxt LT, {HE 12858 121229.93mm
WET L. 20k, 528 £ TlEIZ—EDMTHER L 72
EIVESEBEI . 96.3% (183/19061) TH » 720 EARBIMEM I, 0102
B1(53.7%) « FEFLTABI(38.9%) « WEM-7161(37.4%) . {FB)MED F 514
(26.8%) + 1N (20.0%) T - 721,

(Rt DERE)

17.1.3 ERE MEHER
B K OV S A L b g A T R s s A A i AT L. 3K
AN & RO 7o BE328FI (5 < F— VIR /APAPREL & $E 7132
B, b7~ F— VHERERG6H. 7 N7 I 7 = L EEL306) & At R
12, ZEEMRT TN~ F— VIERIE/APAPR & #2588, b T~ F—
VIR BRIE7Smg X d 72 b7 3/ 7 = 650mgE WG Lk &,
e 5815 F T A DL EE DA (PG H DI A DL FERE Z e
e L ~T5e et OB R T, 0.5~8HFH ¥ THREFFAYIZERL L 72 &
OB OFEfEIZ. b T~ F— ViR /APAPR A §EREL7.7.
FI v = VIEMRIEREI2 4, TR T I 72 Y EEI3.3THY. b T
< F— VIR /APAPRC & e B & BRHATEOMICHEETTD O N
7z (Fisher®LSD#:, WL p<0.0001)s 7z, b I~ F— LIkAERE/
APAPERL A SIS HICEMNT 5 T TORMURADREDT 4 L | iZ
[REENCUGET %5 T TORM) OFIMEIZF305TH D) . ZDHIIEN
PSS L 72 BB B DAY E R (2052 1208 A D RREE A rp A |
A& E N EAL S 5 F TORERE) O IEIZ12705TH - 726
BITEFZEBLE L. 57.6%(76/13261) Td - 7-o EGIMEMIX. BIR39
B1(29.5%) . T 1861(13.6%) FE D F W 1261(9.1%) . g 961
(6.8%) TH - 729,

Pk 15 DOFENE 12 BV 2 SR

% - 148 £ T3 HEOK
W 5 #4815 E T i A DYEFEDARA]

SEHI T 1%L SEHE L fiE Fisher®
+ U (/3 k) LSD#:
NS~ F— VIR ) 18.5
APAPHL &8t 28% 182 1 172791 1 (g 0:3.0)
b K- VAERRETMg | 66 | 1242836 | oo 5 | p<0.0001
FE b7/ 7 650mg | 130 | 13.3+8.07 m&ﬂ%m p<0.0001

18. EFNEE

18.1 {EFE&=

18.1.1 RS< R—=IL
F v MiE R\ 7n vitroBROFE R, S b T~ B = id PR iR
TIE L. b9 F—= W EIEERHIMIOu-% €4 4 FZEEAO
WAL BRI F—=VIZEA VT FLFY) Y ROk a b= 2D
Y A HEERAS, SRIEMICHES 3 22 E 2 61510 17,



18.1.2 PENP=/TzxY
F v NERizn vivoikBRORKEN S, TR T I 7 2 VI EICHIK
Wﬂ%f@ﬁb<Nx%w1)TXﬂﬁﬁ/MQEM&UH7X7/X
ZHEEE N LRI EFERBEOMEEHN, Boto b= v 251k
Ltﬁ%%&ﬁmﬂt#\ﬁrﬁmLﬁﬁiét%K%nyﬁW
1aaﬂr¢m
18.2.1 <7207t FNVa) VFEEITA TV 7IZBVWT, P I K=V
WL 7 b7 I 7 2 v OPRROHRS S, TA VKRBT AL D
TRNT ORGSR, MIIIZT A ¥ ¥ 7 RUSEIHEIT 5 2 EATRBE S ND,
22720, B MZBWTIE NI~ F— ) VIEERE /AP APHL & $E DA e 1 7 44
FETEFNIRERR ST,
18.2.2 7V a Ny M%7 v MZBWT, b7~ F— )VIEEIE
(10mg/kg) & 7+ M7 3 7 7 = »(86.7Tmg/kg) DU R 1% 5 Tl
[ FH 0 oD 25 S5 B 5| m“T\{ﬁE&U%WWﬂﬁrﬁLﬁ
OV RO 7 v e = 7 A R L 222,

19. B ICEAT SIE(EEMNHE

19.1 F5< R—)UIGERIE

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

{24 : (18RS, 2RS)-2-[(Dimethylamino)methyl]-1-(3-methoxyphenyl)
cyclohexanol monohydrochloride

SF : CisHsNO: - HCI

SFE 1 299.84

Al R 180~184T

BE

+HCl1

B OBEGEMR

(ON
CHs

M R ACOREEOHKRTH L, Ki fﬂﬂmf«eb’r%? o A%
J =, IF 7 — v (95) AL FERE (100) 12T 3 v KIER
(1—=20) (T FELME 2 7R & 22\

192 7Eh7P=/27xY

—f%% : 7t b7 3/ 7 x> (Acetaminophen)

{34 : N-(4-Hydroxyphenyl)acetamide

SF : CHoNO:2

SFE 151.16

A = 169~172C

EsE

OH
LY
HaCJkN

H

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

ﬁ&bf(ﬁ 12w KERIET MU ARIECHET B
22. 3%
PTP : 10082 (1082 x 10) . 5008 (10$% x 50)
INT 12008
23. FENmL

D ENSE THERRBE (N 41y MEASE - 201144 22 H KGR, B
AHERIESE2.7.6.3)
2) PEIALAL - TSR & AR, 2018 5 67(10) © 1231-1245
3) AN T AHERIR FUER ( Fonty b Fl &g © 20114E4 22 H KRR, H
AHEEIETE2.7.6.2)
4) bPIT F—VOEAMKEEROBE (FT a4ty MEAESE 1 20114F4
22HAKRR, WREBWHIEE2.7.2.2.1)
5) Gazzard, B. G. et al. : J. Pharm. Pharmacol, 1973 : 25 : 964-967
6) I F=VORBEHEOBE (T 4ty MASE - 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) EIMEMEER - 7y R~ - F)b~ s 11 B3,
2007 ; 864-865
10) N F= F— V3 YEIRE CRERI 22 BE 4R (~ 7 Aty MERLASE :
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) ENEIAHREN (b T A4y MEAHE @ 20114F4 1 22 H KRR, HIRHE
BHRZE2.7.6.6)

14) ENE AR (M7 21y MELASE @ 20114E4 H 22H G, HIGEE
FHEE2.7.6.17)
15) EIMNEIT/MARRER (~ 5 A4y NECASE - 20114E4 H 22 A KGR, |
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
) 7Y ANy MEEET Y MBS NI~ = VEERBRE R 07 & b
737 x PG X B8R (M 7 4ty FRVGSE 1 2011
422 AR, WG EFE%2.6.2.2.3.2)

24. WERERERUEVLEDEE
TUHEERA A R Y 5 —
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TEL : 0120-381-999 FAX : 06-7708-8966
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26.1 BHSARZEIT
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