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BAEERR Y EES
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NS R—IVIEEE/ 7 & NP S ) T T VEAR
Arsy r
F75tyk&2:"DSEP,
TOARASET ‘coMBINATION TABLETS ' DSEP;
) EE—EMSOMAEIC LV HRAT S E
1. s 3.2 BH| DR
11 FAICK Y BEBHBENRRT 28ZNNH3T . ) IHE
CICEBEL. PERNPES/JIVOIHKEN et AlfE & kEFz | EE S
1500mg (£F45) #B I SRE CRBBR5T 315 (mm) | (mm) | (mg)
- Zl&E. "“'g A1 b E?S 5 “\ :\E - 7Sty 7?t-y
SICHE, ERKIC Hn‘tﬁﬂf,%ﬁﬁ IBBE. EEI R CEED] m—
B598cc. 18620 ReFIDSEP] | 3—7 1 v 7| PHE 15 6 ()
12 AXKIE RSTYR—IVEPERNFPS /T VESD w 7T 64(@% 5.1 441

DEH (—HAEERZZT) EOHAICKY. B
ERSCEZIBEINNHZTENS. TNSDEH
EDHAZERITZ T E, [13.1. 13.2 SH]

2. B2 (RDEBHBICIFIBS ULV &)

2.1 128 RiED/NR[9.7.1 B8]

22 7va—)u, HERHF. EEAl. 441 NEERIY
RS IC & 52tk E R [P S % O
M 2 BL S B ENDH 5, ]

23 ) 73 UBbERE(MAO)HER (L L XY ViEkE
B, SYFUYUAVIVEE, Y74 F I FXAVILVEE
H)2%E5hoBE, LIRS FIEBI4HMNOR
#[10.1 ]

2.4 FL X7z VISR R SR OBE I EHIEE]L
ERLINOEE[10.1 ]

25 B6BICKXD+FREENSINTVWEVWTAPARSE
FERDE(NT 2 BZNFH 5.109.1.1 ]

26 HILHBBOH 2 BEERIBILT 2E8Z 10D
%,]

27 BEELRMKBOREOH2BE (EELEREEDBZ
NHdH5.109.1.8 28]

28 HELNEEDH 2BE (HELERZ EABZEAD
»5.109.3.1 BE]

20 HELABREDHLIBE (EELERZEA2BEAYD
»5.109.2.1 BE]

210 EELDEREALZOH 2 BEE ERRADNT » ANE

b, DAEPEETLEZNNH5.1[9.1.10

]

TAEY VIR (GEATOA FEFNC L B MERED

FRIIFOBMERODHBE (7 ALY VHED

HIEICTORY TS VY VERBEERPESE LT

W3bEEZZ25N1%5,][9.1.11 28]

2.12 RHI DB R UBBOE DB ERED » 5 8#[9.1.5

2.11

18]
3. AR - IR
3.1 #8R
HR7e 4 BRRS I
TIVT 7 —btF T B
XKera—z, Fr7Foy7
18EH Ya— LS )T A, b
hPSdy b bIY R VEBEVERI ST YT AT
méﬁm%H(EEBZMg TIVYBY TR L, k&
T 737z Furug—R, vrud—
(HJ@)325mg JL400, RV ILR— k80,
it >, ="t
. HILFNTy

REFRHIRE

4. SHREX [F3h5R
T EF A FEERRI TIEBRRH TERRERICH1T 2 ER
O A IEIBIRTE
O IR DERE

5. EEXFRICEHET =2
GED AR RE)
R & 72 % B E R A
EO AR R 21TV,
TH5I &,

6. iERUHE
GED A IEIE IR
BEL RN, 1EISE. 1H4ERO%E5T %, %5
34 BT B &
7B, ERICS CCHEEERT 245, 1E28E. 1H3%E2HE
ZATERE LW E, £/, EBERKROKRSITEIT S EHNE
F LW,
Rk DR
BE. BRI, 1ER2EE2RO#%S5T %,
7B, BNRET AT, RS Z 4R 22T,
128, 1H8SE#BATHRE LEWVWT &, 72, ZERKOD
BEILETFEZEAEE L,

7. ERUREICEET 32
GER' A IR SRR
7.1 50Ok
A S HABIERZ B L T2 BHGT 2285
S5NEVIGEEIX. thOBEYRIBBANDOEEEZKEFTT 5 2
Lo Tz EHMIERE VR 2B L. HE5OHMS
DOREHIZOVWTHFT S &,
7.2 504k
AEOBEGE2DEE L ko BE13
BHESDIRAICEET A &,

8. EERERIER

8.1 AANZ. 18Ehic b5 < F—)LIEEEIE (37.5mg) ROV 7 &
b7 3722 (325mE) R ETEARITHD. FIT
R=LETHNTI) 72 WAORERDPSHIRT 2B
TN H A0, BUICARIOFEHZHET 52 &,

82 BAICKDVEYIREFEZELBHIENHHDT, BHEZ T
STV, BEICERST 5L, [11.1.4 2E]

8.3 ED. B, FREDERLIDEDONEZENHEHDT,
BEZ oI TV, BD - BHICHT 2K E LTl
oAz, FBIcTa2EE LTETNAOMHEEE
BT AHmE, WRAEBEZITS &,

B8AMTK. ®F L\, BEFHRMEZI AL EDHEHDT, KAl
BEHROBEICIIEHBEDOEEREERZ LS B0 BRE

5 DI - HARRER, KFE) 27 %
KEI DG DT % HEE 12 H

v IBEEREREDFE




ICMESELRWVWEIERET A&, B, BilkHEKICX
DEBEERICE Sl ME SN TV S,

8.5 BMYUEZ AL T 2B ENFDHHD T, BEEZTDIC
752 &,

8.6 EELINBMEN KT H2BEINIHSHDTHERT LI &,
TE b7 372 O1HBEN1500mg (KRAI45E) % 8
ITEHETRA®RSET 258 ICIXEHNICHEEMRE %
T, BEOREZTDICBEIT L, BHETRL
L EHBET 3 EEI1CH > TIREBNICHFEEERE %
THOTENLEZT LV, T/, BHEBTRST2EERE
RFICEBREOREZ oI BRI 52 &, [1.1. 11.1.9
S|

8.7 ERANC X HWHB IR REBETIE R L, WEBETH S
ZEICBETAZE,

0. HEDHRZRIZFEHICHT IR
9.1 G - BIIEEEDH2FE
9.1.1 TADAFDEERRENIFIINSOREREDS S E

&, H3VFEEREOBRRETF EREMNME. RBHERE.

ZIWI— LR (FEYORERAEIR. PIEMRRES) 28
9 3EBE (BERICKVTPBEENETNTLRLTAD
AEBEZRRL)

KA SHRBEZT2ITS 2 & BERELZFHRE
THIENDHB. (2.5 5]

9.1.2 WIRHIHEPRREICH 2 BE
MRS 2 RS 2 BENA H .

9.1.3 RilCSBEENEEDNH 5FE
MEIRANHI P BN ED LR R T BN H 5,

9.1.4 EYDE AR SZEMRFEOD S 5 EFE
BMELZEMOEHETIC, BHMICR--THRETH I &,
BERZELCR TV,

9.1.5 # E4 « REERHIICH ULBBEDEIEEDH 2 FE (K
BlDR S (T3 UESHEDEIHERED & 2 BEZFR<)
[2.12 ]

9.1.6 YavIREICHDIEZE
BERAE ORI 2 ER T 2 BTN H 5.

9.1.7 HLEERDBHEREDH 5 EE
HILHEROBHZRET BN DH S,

9.1.8 MRDEENIEZDEIEEDSH 2 FBE (EFIMEDE
BDHDEREZRRL)
MEREEZECTBLZNFH 5. (2.7 B3]

9.1.9 HIMEB D 2 BE
M/MREREREIRE D2 ENH 5,

9.1.10 DHERERE DN H 3B E (BRI IHERZDH2BEZ
BR<)

FERDPELT 2 BENNH D, [2.10 ZH]

9.1.11 [EXIHEDH % EH
FERDPELT 2 BENNH S, [2.11 ZH]

9.1.12 7 I—-ILELEEERE
FFEEPH bR I < %%, [10.2 BHE]

0.1.13 18 « EREBIRE - BREEZFCLDIINVIFFTIUR
2. BAKERDS 2 EE
FFEEPH b T < Kb,

9.1.14 18mAmDILH. FAEMEIEFETIERBEXIFES
BRRBZERT 2EE
BELzWI L, ERERFRNFIOY 27 BHEINT %
BENDD B,

9.2 BEEIEEZRE

9.2.1 ERLBEEDHSEFE
BELoWwWC L, BEERERZEABEINDNH 5.
[2.9 2]

9.2.2 BEENHZEEHDVIIZDOEREREDSH 2 EE (BEE
RBEEDH B EBEEZEIRL)
BREPBILT 2B TN H 2, £/, BLIIHRE
HR Uy (ERROBEIERDPERT 28NN H 5,
[16.6.2 2]

9.3 FteElEERE

9.3.1 ERLHEZEDHSEE
BELZWI L, BERERZEDBEINDVH 5.
(2.8 2]

932 HEEDHDEEHDVEZDEEREDH DEE (BE
BRIBEEDH SEEZRRL)
JFHEEPBIL T 2 BEF N D 5, £/, mLIMTEE
PHEH L. EARVCERERA BRI 2B8ZNDH 5,
[16.6.1 ZH&]

9.5 117

9.5.1 IR X IXIER L T WA R[REM D & 5 ethicix, BE L
OBFMEA G Z LR S EHE SN BB IO A E
545z &,
b2 R—ILIZMRERR 2 8B U, i RIS SR,
BRBIRTE R OB EREE . M ONICRRIRIE TS R OVBERE A
WESNTWD, /2. BWEET. PSS F—LIE
BEER. BILEUCHEROAFEICHEZRIZT &
PRESIN TV,

952 HIRBHOLZEADTE T I ) 72 OBREICKD
RIRICHIREINEZECT &N D S,

9537t 7P IV 7 VIIHIEBMOS v N THRIBICEE
DOEIREINEEZEC T EPMESNT VS,
9.6 ®AMR
BIEBETSESLZE, bIT R—LIE, HiTFRARBIT
THIEPHRESN TS,
9.7 INR
9.7.1 12IFmDIR
BELEZWIE, BHICBWT, 12BRED/NR T
T2EUCEELZITFRINEOY A7 EVEDREN H
%, [2.1 ]

9.7.2 12 EDINE
12 Eo/NRICH T 28R ORE2E 2 HIEE L
7o R RARER TS L T Wy,

9.7.3 i, FAEMIBRIFBRITIERBEN FEELMEEE
892\
BE LW &, BERMMRME O 2758 Md 5
BENHNDH 5,

9.8 S
BEOREZHEZE LAV SEBICKRSET A L, AT
BEAETRLTWAZ ENEL, RE - JElt AT EBEE UEIE
RADHobhed L,
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SHFYrAvu—X A, M%) 2& AL6N5,
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b k421 MAOREEFH
OHRE#FBT BHEIC
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BT ENEFE LU,
FNURAT = G BHERERECTBZN | u A A1 FRE
b2} Bdhb. £, SRR EANOBENEE
tyrrua BB ITA2BENTH K5,
[2.4 B8] 5o
FILRA T = IERIE &
o BE i35 ditE
BERMHOBEICIX
BELEWTZ &,




10.2 HEER (HAICERT ST L)

R 7% BEARGE - B AL | B - BRKET
FEH A NERA | R E O K X0 R0 | A w0 iR
FRAREEIEIR | B OBERE KT B2 NS | DI Bk S

Tz )FT7IU D% nNs&EZzx6h
SREEA] %,
HEARSEER A5

ZBRO DA [tu b= EREE (BEEL. ARSI R A
o b= ERZE R BB T BB RS, /o,
B O b= K. REEEE. I|BEEoto =
CHEEDARH A 7O — X A, FHIE) | VHAERET S EE

ERI(SSRD)ZE (Do bNEZBENTH|ZObN5,
UESVDRY bo Fioy BEREDRE Y V) ROIEE
A EASELBENIR B . 7] ¥ 1
Bd 5. MAOMZEEHIC
K. HImeI/E
ArEmsh, ¥
7oy kiR &
O r=UNERET
BHEEZOND,
HINTEY Y | F—)LOMHPERE 2N 50K OFF
Tz )NV EY — 2MER UIERDEEE T 5 | REEERFEER
)2 THEED D B o &k, b ¥
2 el N G 2. INSOEFDOE| F—ILOREIPE
TYIRY HEAE CIIFREBER ES NS, T2,
V7YY |(PHEESH, TENTIITENTI)O T
AV=F7I K )7z REMC KB Vo a2
WEZEULPLTL LB E|DN-TEF)IL-p-
DOMENH %o R AE AN
I ANORE DL

SNb,
7L —)L (BRIE) | REIR NG A5 4 © % B 2 0 IR IC/ER A3 1
[9.1.12 BH&] BdH 5. BMENBHEEZDS

11. BIfEA

_

ROBWERD S 5 b5 ENHBHDT. BEETHITITV,
REPRDOENIHEICEHREG 2R L, BYRLEZTS
P

11.1 EXIBEIER

11110 Y3avd, PFT7453FI—$HEARH)

WRIR RS, TGS, MERE, EREErbobnsdC
EBH 5B

11.1.2 =8 (0.2%)

11.1.3 EFER(0.2%)

11.1.4 K77 (SHEEARNER)
BHIMRARIC, T, BRNRER OB ERIRENE
CAHZENHB. AROHFIEXIIFERICBWT, ¥
. AR, BB, RIRAE. EIEZ. RE. §5
FERR. N2y ZRME, AR, SBRERE. HRFORERE
BABELBZENDH D, (8.2 3]

MASHhEMRKEIRIFERMELE (Toxic Epidermal
Necrolysis : TEN). RESRIREIRE (Stevens-
JohnsonfEiREs) . SENFMFEEIRBEAE GHEAH)

11.1.6 FEIEMAHR (SHEEREA)

BZHR, PEIREEE, HE MEOREENIAD 5NE
HITIE R ICHEXER. BERCT, mF~—hn—%
DHEZE/IT S L. BEPRDONIGEITITHK
GadikL., BIBREARILE CAORSEDBY) M0
BExT5 2 &

11.1.7 EEMER. SMBES (FHEARH)

11.1.8 IS FIEDFEF BHEAH)

11.1.9 BIFERTR. FTHERERRE. =B (S RH)

BIERFSS. AST. ALT. v-GTPD LF%Z%% > FTHkeE
[BE, HENSHODNLZZENH S, [8.6 ]

1.1.10 FERIRRIAME (BHEEAEH)

1.1.11 TR0 (SR A )

11.2 ZDtDEIER
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1%k

5%k 591 1963 SAEEANEA

BhEEE B M. & SR | M EE. &
(41.4%). fF1, O |% OF  |FE

Mg %, ORE| %, BiEE
(26.2%) . |B&. LA &, BEEREE

FF B, B% . BE
(21.2%) . 5. 55,
B XLF, k
EHLE
I
JFFRELE S o | A EAS
& BERE
B8R OR | % HFERE ([R5, 2T
R E fE. &
B I OVPR % PR (7T 3| 2R
R PR FREA
EERENBEEK |18, BE| SRR EHS. R,
(X B FEEN IR, BB (. BERUE
FERE VRAE iE. E¥E (R
i PR AR S ARERD. [IFEREREE
Mm#CPK [f1. HIMmEk
BN, muA BOEm. N
PREEJEM, £/ ub
fid vy 27, R
Ut ) RBE|EEGTE.
fo. ek L7
YL | F o
b, BRebin o, fid
Wik, PRH| Ko7 fEsE
7 R RERG A0 IR
13 B, 1
by L7 F
= A,
I F R 1
o, peREk
ERE S
BE, haE HLfE - BRV%
R OB A
BERE
13. B2K5
13.1 ER

FST R—LOBEHRESIC K BHEELRERIZ, RIRImNE,
TEHR., BHE. RERE, MELTHS,
T 77z OREBRESICKD., FEEoBZM
WhHb. 2. TR T I ) 720 OBBRERICH
fig - Bl - DFOBIEASR - EDRENH B, BE
BEICKAELRERIE. BBEEE. BFRE. BEid.
EH. BRI BH. BT%TH5. (1.2 2]

13.2 ILE
BB E LT, SEEHER L. ERICE U7 IR EE
LEBROBMAEITOZ &,
F I F—ILOBEREIC X B RIRIMNEZORER A EED
NBBEIE, Faxy UIENRIGEND DN, B
RIEZHFRII2BEND DS, /2. PITF—ILIEE
P& DIFEAEBRESNREZ N,
T 7 I 72 0OBEBRSICIIERIEDN S
BIZE TEFLIVATA VOS5 2EET A &,
[1.2 &)

14. BRAELDZER
14.1 FRIRZMFOER
14.1.1 PTPAZEOZEANIPTPY — b S5O L TIRAT 2
KOBETLHZ L, PTPY— FOEKICKD ., B
AP EEREARA L, B3 2B LU THER
MREOEELREIEZHRT 2 ENH 5.
1412 NROFOERP L VFTICRET 2 L OEET 5T &,

15. ZDfDER

15.1 ERARERICE D <I1ER

1511 78 b7 I 72 v OBPULEM (7 22 F V) DR
HR5ICED, MBREEZEITIENDH S,

1512 BERUOBEREEOBEZRE L&A, HEULE
W7 -7 ) 8EZRE - KEICHER (F : BIRA
#1.5~27kg. IRAMMA~304F) LTV AN Z0nE
DH|ENH %

15,13 X7 a4 NMEHAEEAH Z BIARE S TL 5Lt
WCBWT, NG REPRO SN EDRENH S,

15.1.4 BIZMICCYP2D6DEE A ERITH 2 Z EAHHL T
W5 B3 (Ultra-rapid Metabolizer) Tid, bIv F—
LV OEEREHE OMABED LF U, ERINHEIE O
TERDPHR LR T B 5BENDH 5,

15.2 FEERFREABRICE D < 15

15.2.1 EOULEM (7 = F 2 F ) OEH - KBRS L8
FEERT. BERESRD NI EOHEDH S,

16. EYENRE

16.1 MmiEE

16.1.1 BERS
EERABEIC NI~ F—)UERIE/ 72 b7 3 ) 7 = VEAHEL ~ 35 (L5
< R—)UiEEstE & L C37.5, 75KU112.5mg. 7 b7 3/ 7 x> &LT325,
650/ 0975mg) % BIAREIIH#E Lz L &, BERBIIPPDST. hITF—)L
[(£)-TRAMIRU 7 b7 I 7z VIZERAP IS N, (£)-TRAMKR L
TENT I Tz OMBEREEILENZNRES%I] ~ 205 % OF 1 BRI
CmaxIZ# L7k, 2N2Nn5~ 5.5 K ORI 3R Ot 2 TR L7z. ik
MO BRI ZR Uz, £72. (£)-TRAMIZES 2 1 iEEAR B
O-FEAF I T2 F=L[(x)-MlliIcR# s, (£)-MloMEFEEZTRS
A2 EIC Cmax I L7, 96,58 Dt . TE R Uiz. 14 (+)-TRAM
FKO(£)-M1 OB FREER(+) - (KR (<) -] D MEE B EEHERS X 054 8
fBIST A —FIFFAML TV,
) AR OERS N | MREARE25ETH 5,

P R—UERIE/ 72 b7 I 7 2 VEEHEL ~ 38 2 BEREOK’E L & S oM
H1(+£)-TRAM, (£)-MIRUT7E 73/ 7 x> DENEESS X—%

o NI F—)UIERE/ T Cmax tmax AUC» ti2
v bh7 37z A (ng/mL) (h) (ng - h/mL) | (h)
15 119.8 1.8 938.2 5.1
| (34.3) | (0.5~3.0) (360.7) (0.8)
(£)- 25 263.8 1.0 2004.3 5.6
TRAM ’ (45.6) | (0.5~1.5) (580.5) (1.0)
i 4245 1.3 3274.3 5.6
3%&)
(146.1) | (1.0~3.0) (1070.4) (1.1)
- 34.2 1.8 359.4 6.4
’ (10.6) | (0.5~3.0) (63.7) (0.9)
(£)- 25 65.6 1.8 680.9 6.3
Ml | (24.4) | (1.0~4.0) (142.2) (0.9)
. 95.7 1.8 1083.8 6.3
35
(26.3) | (1.0~3.0) (224.3) (0.9)
13 5.0 0.8 17.1 2.8
| (2.0)* | (0.5~1.5) (4.8)° (0.6)
7ELT
< ox o5 9.2 1.0 38.9 33
5 (2.3)* | (0.5~1.5) (12.4)® (0.9)
350 15.1 0.8 62.3 33
(4.3)* | (0.5~1.5) (18.1)® (1.0)
a: pug/mL (N=8, F591# (S.D.), tmax ; HoLfE (#iFH))
b: ug-h/mL

16.1.2 REH/RS

REBEABHEIC NI F—UERE/ 7Y b7 3 7 2 VAR I3 282
(hT= F—)UiEREE LT37.5%1375mg. 72 73/ 72> & LT325%
12650mg) % 1 H4[ul (6 & & ) RIERZE G (b T~ F—)UEBIE/ 7+ b7 3
J 7 x ECESELSE  SHRE. bI Y F—VEBE/ T T I 7 2 VEAHE2
§E D 3EHM) Lz & &, Mfirp (£)-TRAMKR U (£)-M1#E I RAER % 55 H
%ASHE E TIT. FlzMiEh 7 b7 I 7 2 VIBEIIRERORSMG%24
R E CICERRBIGELTH Y, EEEERD o nkr o720,



M2 R

BOBG (v R—UEBE/ 7 s 7 3 7 = VE&SELSE - SHEL
BE/ 72 b7 3 7 2 VELEEESE  3HM) L7 & & ORI 5 % O M4 (+)-TRAM,

—IVIERRIE/ 7R b7 3 7 x VEASELRIE25E % | HAR (6 & &) KB
FI -

(£)-MIROT7E VT I/ 7 2 OFENFHREINT A —%

o b F—)UIERIE/7 | Cmax tmax AUC: Ra tiz
737z UEE | (ng/mL) (h) (ng - h/mL) (h)
138 290.6 1.0 1141.2 13 | 6.6
(£)- (72.9) |(0.5~1.5)| (265.8) (0.5) | (1.0)
TRAM 25 542.6 1.3 2355.8 1.3 | 65
(114.4) | (1.0~2.0)| (533.3) | (0.3) | (0.6)
15 78.5 1.3 325.2 09 | 7.4
(£)- (18.7) |(0.5~6.0) (88.0) (0.1) | (1.4)
M1 25 142.0 1.3 666.6 09 | 6.7
(29.3) |(0.5~2.0)| (103.8) | (0.2) | (0.9)
6.7 0.5 17.4 1.0 | 43
Zi“‘; 15 167 |(05~1.0| @8> |©.D | @7
_ 25 11.0 0.8 30.4 09 | 33
(2.9)* |(0.5~1.5) (4.9)0 (0.1) | (1.1)

a: pug/mL (N=8, FfE (S.D.), tmax ; HJfi (FiF))

b: pg-h/mL

Rt EHEE (RARE5HOAUC /HEHSEDAUC)

16.1.3

16.1.4

M

RalCL28E
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16.2.1 BEICLZHE

TERERIAIC b I~ R—VIERRE/ 72 b7 3 ) 7 = VEAS3EY (S v K=l
WEEE S LC112.5mg. 7 b7 3 722 &LT975mg) 2 FEHEZKRD
G I Z PN BERER S Lz & &, (1) KU (-)-TRAM, (+) KU (-)-M1
ROTE 73 720 OENEFHRICARICLIFEELHEIRD SN AD -
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b MEEAREER TRAM(0.2~10pug/mL) K7 v 73 72>
(280 1 g/mL) #20% (in vitro)®
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ZVrnrEgiad. HBaatoIcCYPIA2, CYP2EIZUCYP3A4ICL HN-7
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2]
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(h57 R—UIRERIR)

—i%% : b5~ F—)LIEEsE (Tramadol Hydrochloride)

{£%4% : (1RS,2RS)-2-[(Dimethylamino)methyl]-1-(3-methoxyphenyl)

cyclohexanol monohydrochloride
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—#%% : 7 b7 3 7 x> (Acetaminophen)

{b%% : N-(4-Hydroxyphenyl)acetamide
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