20234E12 HELET (310
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BHEE/IRERERQES
BIZE, MAEERRERD
FSYR—=IVEEIE/ P NP X/ 7 1 VELETE
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TOARASET®Combination Tablets “SN”

) EE—EMEOWTEIZ I VT2,

HARERROFES
871149

ERBES
23000AMX00625000

ARoCRAYE
2018412

1. B
=0

1.1 FHICK D EEGHEENIRIRIT Z2HZNNHDT &
ISFRL. 7ERNPZ /70 1 BFEEH 1500mg (&
Bl 4 iF) ZBIESHECRIIRS T 2HGICE. EHNIC
FTHRES 2R T B E, BEIC/RSIB L, [8.6 B
G|

2 FEERSYR=IVNEBETEN7Z/ TV ZZSTHY
DEE (—RAEERZZT) LOHAICLY. BERS
[CEBZBENDHBZIENS. TNSDEH| EDHAZER
[FBHT &o [13.1, 13.2 B

_

). B2

B2 (ROBEICIFEEULREVNTE)

(GheEE)

2.1 12 ki n/NR[9.7.1 1]

2.2 7ova— )b, BERA]. ERH]. 4 A1 FEEFEHIL
RS & 2 2 (AR & ORI i %
EALSELBENDD D]

2.3 B 7 3 UBALEESE (MAO) FHEH (LX) iR
W, ¥ ADIVERE, 743 FAVIVERE) %
B o B, 3Gkt 14 Do BE10.1 2
L

2.4 FV AT o YR A G RO BRI G R IERE 1
SHRTLIN O BE[10.1 2]

25 WERICL DO RERER I N TR WTAPARE UE
RDEALT D BZFNDDH B [9.1.1 ]

2.6 ERITMEDD L BH [(BELERE L 2BENDD
%.119.3.1 2]

2.7 KA OB UBEE OB E O 5 BF([9.1.5 &
8]

@R DER)

2.8 7AY ) UEE GEAT O A PR EEREANC X 2
FAEDFHETE) L3ZOMFEREODH 2 EE [7 ALY VHgE

BIEIZTOAY 75 Y VAR EREBPBES L Tw
HEEZHN5.]1[9.1.11 ]

11

3. #8R% - IR
3.1 #ER%
Wi5E44 F7 Xy A TSN
R 53 b= F— VEEE 375mg
[1 ] 7 7372 325mg
MO TFTUT U, R LVO—Z, TILVT7 7 —1b
A FUFY ZUAHNAT—=AF NI L, ATFTY Y
o B~ /R A, LSO AT—A, <7 O T— L 400, ¥
VoL BRbF Y v EEETE]LE. AvFosay
3.2 EEIDMIR
Wi5e 4 F7 Xy MidddE TSN
fr, - FIE WEEOWMIIED 7 4 VAa—F 1 75

s
FE 15.2mm
et 6.6
e —— —
JE& 5.2mm
ES 438mg
FkE T — N SK17

4. FREN (TR
A EF A R BRI TEBRRE S N ERRICH IS HiER

O A IR RS

OfRea& DER
5. REENIIZNRICEHET HFR
GED' A ISR

R & 70 B G E 2, DB - AERIER, KF) A7 2 G

D7 AR B 2 AT AR OF T 0@ 2 EEIHIT S
Zk,

6. FERURE

GED At IB IS

HEL AR T8, 1 H 4 BEEOREGS 50 H&5-MHIE
4L EZIT B 2 &

B IERIZIS U CHEERR T 555, 11E]2§i£ 1H8GExEBx
THEG LAanwZ b, F/2, ZEBORGITHTAEZEET L
Vi

(IR DERE)

SE L TR 11 2 $E 2 R ORG-T 5.
B, BIHRGS AHE I, ST 4 B L2201 ]
248E, 1 H8HZBA TG Ll b, 72, ZEROHG I

BET B 2 DT Ly,

7. FERURECEET 3R

GED A IR

7.1 BE5 DM
Zﬁﬁl#“’%tﬁﬁﬁufﬁzlkf'ﬂ%ﬁﬂbf%&ioﬁﬂ FT AR
RWEIR, MoOEY R EENOEE RS TAHAZ . 72,
TET JL«HQ&U‘)JJ%%TJEE{]L 15 OO LBPEIZ DN T
352 &,

7.2 #5DOHIE
RRN OG- 2 BEE Lk kol a1d,
CTzDIFAIHET 5 2 L,

7.3 7T AY) UG E OB OB D BB K L CARK &
59284, 1H1§L352 L, [9.1.15 BH]

8. BEERGEFHER

8.1 AHNE, 1§EHIC b7~ F— VMR (37.56mg) KUT & b
73/ 7=y (3%mg) #ELREHTHY ., bIvF—LL
TENT I 72y R ORMERMB RIS 2 BEhbd 5 7:
O HWYIZAF OB EMRE T2 Lo

SRR O FEH % B



8.2 HHIZX WV EYWIKERELLZ EDNHLDT, BEL I
T, EEICHESGTH2 L, [11.1.4 BH]

8.3 M., NEH:, FEREEOREIRYEH SbNDLZ EDNHLDOT,
BhEFSIAT VL L - MRS B0 & L CfilE o BT
T, RIS AR E LTRTHIOBH A EE T 570 L, @
YRMEZIT) 2 &,

8.4 IRE., TV, BRI EIEZ 22 0B 5DT, AFxS
o BE T HEHE O ER SR G R & 1 ) B OB E ISR S &
HTWEIEET LI L. B, EMigsic L) ABERERICE
S Bl IHEEIN TN 5,

8.5 WYE & ANHEAL T B BEFNDDH L DT, BEE 1512479
&,

8.6 MELITEENKHTLBINDSDHLDOTHEETLI L. T
b7 3/ 72001 HERED 1500mg (R#] 4 §8) % B3
BCR%G§ 250 12 ERW IR E 21TV, BED
REZTHIBETLZ L, BHETRLELRPEG T2
BZH o> T EMMWIIFEREREEZIT) S0P EFE LV, F
7oy EHECHESTAEA L SR B OREE T Ic Bl
$T5Z k.11, 11.1.9 ]

8.7 SENAANC X 2 B IT R EEETIE 2 (L MERETH L I L
WCHBETHZ L,

9. BEDEHRZEIIEECATIER

9.1 &GHIE - MEEEZEDHDEE

(GhgEILE)

9.1.1 TAHAZDEEMKRENIFINSDERFEDH 2 ESE.
HBVIIEREREOGERT (FEEIME. KBEER. 7)LI—
WX [GEY DRI, PIRGRRES) 28 I58E (8F
[CKUTPREBATNTLRBVTADAEBEZRL)

AR GHIIBIRE A T I1247) T Lo WBEREEFRT LI L
Wb [2.5 BH]

9.1.2 HIRNFEPRREICH B EE
W] % B5R 3 A BENA D 5,

9.1.3 BNICEEEHIEEDNH D EE
AR REHEFENE O L7 T BENDD 5,

9.1.4 EYOE AN FEMKEFIEQDS 3 EE
B R EM OB T IS, MR- TS5 2 & KENR
ZHELRT W,

9.1.5 AEZ A REEREI I UBBEDEIFEDSH 3 EE (KA
DRSS UIBEAEDEHERED H % EEZFRL)

[2.7 ]

9.1.6 Y3 v IIRREICHDEE
PEERA G R PR 2 3583 5 B2 sdh 5o

9.1.7 BIEMEEENFZDEIEEDH B EE
FERDEAL IR 2 RT BZNDDH 5,

9.1.8 MBENEENFZDEEREDH DEE
FERAEAL IS 2 RS BINDD 5,

9.1.9 HIMEANSH B EE
M/ REREASEZ A 2 LD 5,

9.1.10 DHEREEEDH D EE
FERAEAL N A ST WEST 2 BE N0 5,

9.1.11 TEXHEDNHBEE
JERDEALT 2 BE N D 5, [2.8 BH]

9.1.12 Z)LO—ILZEEHE
FEEED S H b < b, [10.2 BHE]

9.1.13 2R - (EREBIRRE - BREZSE(ICLDIIWNIFAIYRE.
BB D B B2E
FEEERD H b T % b,

9.1.14 18 AWML, FAEMIRIRIFEIFIMEREX FEERR
MEEZE T EE
G LawZ &y EERIFRINHIO ) 27 38§ 5 B2 hh
H5bo

GER A IR IR R

9.1.15 7R U VIHE GERATOA RIESHXREREC L DHER
EDFEF) XIFZDEHEEDH2EE
AENZ T, O T7 X2 7 3 7 = 3 E O R
HizZETLHI L, TAYY U I ZORAROS 5 B
TE, 7N I/ 72001 0dH720) O KR 300mg LA
TETHIELLEENTVED, FENF1EGEPICTL T I/ T
V% 32DmgEHLTWwh, 7AEY VIEOFIEIZ 7T A
575 0T U AEERRSESG L Tnwb EEZ 5., FERD
EALIIEREER T BENDNH 5, [7.3 BH]

9.2 BiEEREEERE

9.2.1 BEEDHZD2BEHDIVIIZDEIEREDH D EE
BHEo@E. GMBOLEE*EET 52 Lo ERPENLL
IR EIRTBENED L. /2. BWIMPEE G L. 17F
AR ORIER RS 2 BZ N0 5, [16.6.2 BIH]

9.3 FHikEEEEERE

9.3.1 EERFEEZEDHDEE
LW L, BELEREZ EL2BETNMDH 5, [2.6 ]

9.3.2 FIEEDH2EBEH D VIIZDEMEREDH 2 EE (BEER
FEZEDH2EEZRL)

FFHEREDTEAL T 2 BENDH Do T2, B IEEE ARG L.
TER R ORBIERD G 5 BZNDH 5, [16.6.1 SE]

9.5 {EiF

9.5.1 MG XAIITIR L TV A MR O H 4 LPEIid, EELEOR
WEAEHEE L2 L HE SN DGEICORIEG T LT L,
b T~ F— VIZJRERIMT 2 5mas U, Bk R o g Bk
MAF T ONESEERE . I O IRVEIE T R OFEEE DS S SN T b,
F720 BWERT, NI F-VIEBREIRE. B OHER
DEMFITHE L RIFTT I EPHE SN TV S,

9.5.2 HRBIOHLME~ADT L 7 I/ 72 O¥512X 0 jad
WCEIREIGE 2R T e 0H 5,

9.5.3 7 b7 72 VIFHIRFEM O T v FCRRIBICEEOH)
RS2 R T2 MG ENT WD,

9.6 1EFLIR
BAEMITISELZ L, I F—LiE, AT ~BITT LS
EARE SN T 5,

9.7 INR

9.7.1 12 RBDINR
B L bk, WilicBunT, 12 KoM Tt E2 &
EERIFRIIHIO ) A 7 @& OREDN D L, [2.1 B

9.7.2 12U EDINZ
12 U E /NI RS B B R a2 181 & L -
BRIZER L T\,

9.7.3 ILiE. BAZEMIRIRISFEIFIVEREN SEERMESRZET
BN
PO LewnwZ &, EERITERIHIOY 27 38N+ 2 B2
H5bo

9.8 EE
HBEORELZES L 2O HEEICHRSES T2 2 L, EHERE)K
TLTWwEZ %L, R - PElE2SBIE LEWER 25 5 b
IV,

10. HHE(EA
b F— Vg, £ CYP2D6 KU CYP3A4 12 X o TR S 1L
Z)O

10.1 HARZS HALBWLIL)
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B - S
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Y L FY) R
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FHFY) ROV
(7¥Loh)

T4 FIRFRATN

e

(=27 749%)
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UHEMERE (SEEL. Hokk.
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R R, 3420
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AR AR R (BT
By, EfE, L, SR,
U ) . PR SRR (PR
) K OVLmE R (K
M, SIE) OEER
BIMEH 25 s 2 Tw
%o MAO HEH * #%
o BH 385
1E# 14 HUN O BE 2
BHRG LW e, %
7o AREIHEG RIS
MAO BHEH o ¥ 5 %
BtG 9 2 a1k, 2~
3HMEOMEL 225
ZENEFE LV,

AN VA A3 B 5 &
. F 7. PO
O b=V ERT D E
EZbNb,

FIVRA Tz VIR
) rrnu
[2.4 K]

HEREIRZ R 3 B2
nWhb s, 7. HIEE
HAEE T 5 B2 A
H5b
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10.2 HAER (HAICERTZI L)

ES P BRPRAEAR - FEE T B - ek
T EF A FEEEA A8 B 00 AT R0 NI | rR AR AR D 4 S A
R RRRE ) WO EEZ 3B MYICHEmINnG & F
T ) FT VRN D D, ZbNb,
JEH
R AR 1) 5

ZHAR) OFH

o b= RIS
RO b=
Wy A A H E H
(SSRI) %

DESVURN

o b= CERE (8
Bl WORL. FEEL. B,
JEEN R SO R T
M, IFrsO0—X A, T
W) bbb bBZ
b b, 7o, B
TED fEBilk % ok s &
BBENDD 5o

FHANAY L2 T 35 5 &
L F 7o, RO £
obh= Y HERT L L
EZHN5,

U A KOIEERY,
i MAO B2k
12 &0 MBI A
BAER S AL, F o, AR
Foxno h= v ER
THEEZOLND,

ANINT XY~
T/ N)VEY — )
A R N
TYIRNY
DAV

b~ K=ol
FEAMETT LAEH 2SS
T AHREEN D 5o

T, INL0EFOE
0938 0 T U A

Z S D FHEFH O A H
BERTFEEAC LY, b
7% F—= Vo R#» 7
HESNb, /2. 7€ b
7372y h5E

11.1.5 hEMRZIVFERIFFE (Toxic Epidermal Necrolysis :
TEN) . FZEMGIREREIREE (Stevens-Johnson EIREY) . 2R
HURPERAE (FHERH)

11.1.6 FEIEEMERDN (HEAH)

WM. DRI R R, FEEL ME O BRSO LA,
R HEE X A BER CT. i~ — 7 — oMt » F5 5
HTEo BEINROLNILGAE IS 2 L. BRI E R
WE VEIOPGEOBY LG E1TH) T L,

11.1.7 BEEMEER. SEBEBEE (HERH)

11.1.8 IGERIEDFEFE HEAMH)

11.1.9 BIERFR. FHEkEE=S. &8 (HEAH)

BIEIFJ¢. AST. ALT. y-GTP @ _FF5% 0k FFHREm %,
WD H HbND T EDH 5, [8.6 BHH]

11.1.10 FBRIERRIAME (BHEANHH)

11.1.11 FREORING (CBEEEANH)

11.1.12 EEIMEEBHAEEREE (HEAH)

WMPREIR & LT85, BB A LN, FICHFREEREE, 1) >o8
AR, BRI, AFEEBkI L. HAD) LOERIBBISE AL
VIS DO FEE R WBUEIRDEH 5 DNDL DL, B, &b
ANVARATA)VA 6 (HHV-6) D7 4 VA OFIGHALZ
T ENLL . B HIEBRL RS, B TR ES oKDY
FH D VIEEBIELT D EDHILOTEET LI L,

INET L EHBEEN, T b7 (HRIED N7 £ F - 11.2 Z Dt DEER
I 7 RBWMIC K| p-RUVXF I 43I . 1%L 1 s
BIFREE % 4 L33 < [~ RBANE S b, s T e s
5 EDWREDD L, YR ] O ETES
Ta—u (BKE) RIS L 5 B2 IR E R A s s
[9.1.12 7] n2H 5. NLEEZLND, M e o8y > E=xil
L TNI-NEEE | TV - VERIZLS )T
ENFTENT I/ 7|CYP2EL OFHIZ LD NT——— p— —
2y ERRALZLCA|TENT I/ T2 d RH R oo RESR | EIRLE, &
FAREAES Lk o|o st N -7 e AR
L EE Y CF N p-RTTE W RIAE R, 15 |$EL. B,
YA 3y AORB DR .
EEND, B M.
¥=vu WA FE H 08 5 5 B R 0 O
BENGD S, AL A 2R
T AL HEE
7<) v RPEt A Wity 7o ba v B
TNT 7 E YR OERSD 7 A
< ¥ FHE A O — — —
H & MRT 52 L hid i RmE | AT N PN
i (25.9%). i LSO, §| K, BARREE,
— > — D F v R, TR | SEBREE
vIRYY vHE Y L RS (18.9 % ). NN
L7z DG H 50 T W A WG
F 8 e b O R A O S I & RS A A ORI B 1 B B % 4 B
sk A SHBBENDD S, |0 k= AEADE R
NBrEZ LML, 5
TILINT A AR O I 1 % MBS R A A E IS B u-F MR i 52 W i,
ROy V& SELBENDTD D |EF A FZHEDOERSG H % Ok % AN, B
E7 HIERERE ST |7 T2A L Th S0, B W, [l
BEHD D, Fuo
IFEZNVIALTI VA NTENT I/ T2 YD TFZNVIALTTF T 1% ST 3
— VEH MiEEFETSLB| - VIEFICBT A7 & Lg%i — iz T“%‘ﬁT
T VR ES Y S e FLE i EmE. g
yu s BE R ET <y P E
BEEZ BN, WP 9% R
TFINIALTIVA|TENT I T2 B ORI il
Y LT T T A XS VR SN HgnE  |E O TR | Y TR &
TEBENNHE, |- VORBIEEHE (41.4%). WM %, D[ %, TUE % . |70
THEELLND, W (26.2%). |HEME. ALK B BREE.
- I B, BE |[HBE. 9
1. 8IYER (21.2%). H By EE. A
ROBWER DS Hb b 2 E3d DT, BlEL 1247w, APk L. L
RO SN I G 2k L, #Y) R0 E 2475 Z LA i
L. PR RS [T B B e 2
11.1 EXRBEIEA ¥
M1 Yavd, PFI45F9— (HEER]) WM OH T 20 5. SIFE.
I RIS, Wl UEVRIE . EREENH S bNDL I LB 5, L BT
11.1.2 &8 (0.2%) B O R B HRERE |70 7 3 |2
11.1.3 BEHHEE (0.2%) T R BB
1114 1&#'& (*/FEK/T\E)%) pas ;ﬁ% US ‘EH"_L"L N . "é‘@k‘\ wg V\E‘Xw ) ,‘—‘4‘ !ﬂ'“\
FADMFIRSIC . R (A B O S R A L % = & Fiistinctoid okl ol A AN
W %o RFOHIEITIHERFIZB VT, B, AN, ks R

B AIRE. EEHS, R, BER. Y= 7 5EE. ZR
SR, HIBSFOREIEGESE LD 2 LD 5, [8.2 ]
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13. BEKRS

13.1 FEIR
kS~ =V o@Ed512 X 2 BEERIE, FRIIH ., FEIR,
BRI, FEEESSE, OMEIETH B,
TEYENT I 72y OREHRGIZEY, FEEOBENY D S,
T2, TR NT I 7 2 v OWEGE I - B - O o
WK 572 L OFEDN D Do MEHRG 12X 5 ERERIZ.
B EUE. SRR, B, T, BRIk, BH. 3ETEET
H5bo[1.2 ]

13.2 W&
BOEE LT, Rz L. BRI U7 HE & fh 3R

DEMEITH L,

b I~ K= VOB EHG 12 X 2 RIS QR AEE b IS 5
AlZiE. FuXY B RGEN D D05, WEBELHET
LBENDDH D, 720 PIXF—=NVITENIZELNITEAERR
FEshiv,

T T/ 72 ry0lEEGICEBERPEDND LA
E. TEFNVIATA YOG 2EETH L. [1.2 2]

14. @R EDFER

14.1 ZEEIZMEFOFR

14.1.1 PTP @¥0#HHNL PTP ¥ — FASE Y L TIRH$ 5 &
IRES LT &, PTP ¥ — bOREKIC L D | BB EATRAEE
HEATIA L, B3zl E B 2 L CHERRI 225 0 B 2 & 0F
WEEIRT LI LD D,

14.1.2 NEDOTFOIEH» R GHNIRET A L) iBET 5 &,

15. ZDMDER

15.1 BRIRERICE D B3R

1511 72 b7 37 7 2 v OFEMLEY (7215 ) oM
BHAZE D, MEaRREERITIENH 5,

15.1.2 BL L OBEREROBEXTE L 2 A, HULAY
(7xFtFv) BREEY - RelEH B SRk 1.5~
27kg. HRAIR 4~304F) LTV 72 AN L& OHEDND 5,

15.1.3 FERX 70 4 FHHEEERER = BES ShTw s ZHic
BWT, —FRARIEN D SN2 8 OMEDD 5,

15.1.4 EEHIC CYP2D6 DA BEI T 5 2 LAV L T
% B (Ultra-rapid Metabolizer) Tid, b F < F— )L OIHHEAL
H oM ED LA L. RIS ORWER 235 L7 <
BRLBTNDD 5,

15.2 FEBRPREERICE D < BHR

15.2.1 FOMLEYw (7 2+t F ) OEM - KEkS5 LciiwE
BT, EBSSEDTRD b2 DHEDRD S o

16. EYHIRE

16.1 MOiEE

16.1.1 BE@Ei%S
EFEB AR N T~ F—VERgIE/ 72 73 7 7 = VEAEE1~3
FEH (b~ F— VR & LT 37.5, 75 K UF112.56mg, 7 hT7 3/
7z ¥ (APAP) & LT 325, 650 K U8 975mg) % H[EIFEIHG L2k &,
R b5, P I F—)b [(£) “-TRAM] & 0¥ APAP 1335
PUCIIR S, (£) “TRAM K O APAP O IRz IZZ 2k 54
#9 1~2 BRI T O 1 HERI LS Cnax 1232 L 722, 224 5~5.5 e
UK 3R D Tre TIRF L7z WYy 0 3B 1L R M2 R L
7oo F7o. (£) “TRAM GRS 2 G HERE O-Bir F L F I~ F—
[(£) -M1] I2fCH &, (£) -M1 OISE PR IS 5 2 BRI
Crnax \ZFEL 721, # 6.5 B Tie TIKT L7zo MA4EH (£) -TRAM

— 4 -

KO (£) -M1 O&FGEREEAE [(+) R (=) K] o

HER T OSEIBIRE /S T X — & 1 ZFEBL L T/l

) AROKR SN 1 EREIREI 25TH 5,
F NI P VERIE/ TR b T 3 7 o VA SE 1~3 $EE) & HLEIRE 1R
Hl7zk &olmsEd (£) -TRAM, () -M1 KU APAP O3EYBIE ST
A—%

P EF—V
g |ERETE] Cu Thax AUC= Tie
F73/ 72| (ng/mL) (hr) (ng - hr/mL) (hr)
CEASE
. 119.8 1.8 938.2
L (34.3) 0530 | @ |1 ©8
(%) - o 263.8 1.0 2004.3 .
TRAM 28 (45.6) 0515 | Gsos |28 1O
. 424.5 1.3 3274.3
S w6,y | 1.0-3.0) | aoro.ay | 26 AV
34.2 1.8 359.4
L 0.6 | 0530 | @ |09
(%) - . 65.6 18 680.9
Ml 28 (24.4) 1.0-4.0) | (az2 |83 ©9
9.7 18 1083.8
prii)
3% (26.3) 1.0-3.00 | @us |63 ©9
. 5.0 0.8 17.1 .
Lo @0+ | 0515 | @ws> |28 06
. 9.2 1.0 38.9
APAP 25 @23+ | 0515 | azayv |3 09
. 15.1 0.8 62.3
S5 @9+ | 0515 | aspe |3 L0
(n=8, FIyfli (FEHEMRZ), Tmax s UL (FHFH))
a:ug/mL
b ug - hr/mL

16.1.2 RE%E5
TR A BRI N I~ F=VIERE/ 72 b7 7 7= VELEEE L M 1 L
Z 28 (bo~ F— VM & LT 37.5 L& 75mg. APAP & LT 325
Wi 650mg) % 1 H 41 (6 &) BAERO%RS (b7~ F— Vi
W/ 7 73772 ESE 165 HEL bI~ F— VIR 74 b
TI/ 7 VEARE28 I 3HAM) Lz &, M () -TRAM RO
(%) M1 RS SERE OG- A 48 Well £ T2, F 7z1mEd APAP
R I SR 9% G- Bt T2 24 WRR F CLERIRIBIE L CTB 0, B
RS LN o7,

NI R VIHERE/ 7 b7 I 7o VEASELIRN L UF 28E% 1 H 4

(6 &) BB (M~ F—)VIEME/ 72 v 73/ 72

FAsE 1S5 HM. b~ F—VIEEE/ 72 b7 3 ) 7o VRG22

3HME) L7zs &oR#dksEomiEds (£) -TRAM., () -M1 LU

APAP OFEWBIE/ ST A — 4

b F—
ARG/ AUC,
FIE TR 2 ( C;WL) ?gn; (ng - Ra a;
7y T r hr/mL) g
ok
200.6 1.0 1141.2
(+) - L 72.9) | 0.5-1.5 | 5.9 |3 ©9]66 1.0
TRAM . 542.6 1.3 2355.8
25 4.4) | 1020 | G |3 03]65 0.6
. 78.5 1.3 325.2
(+) - Lt 87 | 0560 | o |00 OV QD
M1 o 142.0 1.3 666.6 i
25 2.3 | 0520/ aozs |00 ©2]67 0.9
. 6.7 0.5 17.4
18 06 s 0510 @g o |10 OD]43 @D
APAP 11.0 0.8 30.4
25 @9+ | 0515 | g |00 ©D]33 AL
(n=8, F¥yfti (FEHEMRZ), Tmax s U (FHEPH))
a:ug/mL
b ug - hr/mL

Ra @ AR (RS-0 AUC. /MG D AUCx)

16.1.3 BEESIC LB HE
BEHERABEIC NI~ F— VIS 72 b7 3 ) 7= VEESE 28 (b
Z~ N— VIl & LT 75mg. APAP X LT 650mg). b+ o~ F—if
15 2 /1 7R (75mg) i APAP 2 /1 7tV (650mg) % # L
FfE#%S- Lz &, P R—VEERE/ 7T T I 7 2 VAR
B5 L7z &0 (£) -TRAM, (%) -M1 KU APAP OFEWE)iE/ S 7 2
— &%, N T~ F— VIERRIE R O APAP % 2N NHMTHSG L7z & &
LfEOfEE R L. (£) -TRAM. (*) -M1 0" APAP O3EWEhREIZ
kT~ F— VBRI K OF APAP OFEAIZ & AHBIIEO SN &b o720,

16.1.4 EYFHEEEER
N7 Ty MEGSE TSN & b I aty MEGSEE, 70 A4 —N—E
CEhFEnzn18t (P~ F—VEREE/ TN T7I /272080 T
37.5mg/325mg) (EHES A T2 AL AR L% G- L CimdEs (£) - b



T N— VRO 72 b7 3 7 = VIREARE LSS e
WBHE/ ST A — % (AUC. Cumax) (22T 90% 12 HEX FH: 12 C e EHRAT
AT o 72%EH, log (0.80) ~log (1.25) DEPHNTD b, MiHl DLW
W [ ZE AT RR S 7z?

(bS% R—)UIREEIR)

# MI N VIERE/ 7T b T X 7 2 v & LT 37.5mg/325mg & A

NELIREL RS- Lo L S0 (£) F 7= P VHRROEY B ST 2 -5

HENT A= 5 BENT A=Y
n AUCo-24 Chnax Thnax T2
(ng - hr/mL) | (ng/mL) (hr) (hr)
b7 IR b . - . L
& [SNJ 24 655.66=173.52|193.46+17.06| 1.6+0.7 4.9%+1.0
RN . .
apn 24 646.30+162.20{91.11*+17.98| 1.6+0.7 5.2+1.8
Sl = iR
(ng/mL)
120
i 100 F
4 —— M7 Ity MilEHE SN
Tt o b3 nky M
T S + e R 2 (n=24)
60
7
7
]F 40 ¢
?l/
B 20
0 I I I I I
0 4 8 12 16 20 24
IR¢ ] (hr)
K b~ NIRRT Y73 72 v & LT 37.5mg/325mg &

AERRE AR G- L7z & s ofdEd (£) b~ F— VIERRIEIRENER

(FEN7PZ/T1V)

F NIV P VIERIE/ TR T3 72 v & LT 37.5mg/325mg A
FFHLARE I G- Lz &7 b T 3 ) 7 2 v OEYBEENNT A — ¥

HEINT A =5 BHEING A=
n AUCo12 Crnax Trmax Tz
(ug-hr/mL)| (ug/mL) (hr) (hr)
F7 TR b
Wieg TSN 24 17.72+4.00 | 5.47=1.57 0.9+0.8 2.8+0.6
Moty b
p 24 17.94+4.75| 5.75%£2.03 0.8+0.5 2.8+0.4
S i + AR
(ug/mL)
8 -
7 .
6r —o— 7 Ity MitaHE SN
5t —O— I at v MESHE

Pl = PR (n=24)

BEEV RN NN TS

0 3 6 9 12
1R[] (hr)

b F— VEEREE/ T N7 Y/ 7 x vk LT 37.5mg/325mg %
AR RS Lz & EoifdEh 7 b7 3 7 o VIREER

MAE AL ONZ AUC, Crmax S5 00/85 A — 7 1d, Bl oI, (Ko
TR - A D RER SR 2 & o TR B R D 5 o

16.2 ORIN

16.2.1 BEICLDHE
R b~ F— VHRE/ 72 b7 3 7 = VEVESE 3 5EE (k5
~ F— VY & LT 112.5mg. APAP & LT 975mg) % &ElRIi &% R
O ZBEIRF 12 Z N ZNH AR OG- L7z 2 &, () -TRAM. (*) -M1 K&
" APAP O3EWBIREIC T X 2 BEE B30 S N b o 728 (JHE
ANF—=%)o

16.3 o7
v FMEREAMEAE  (£) “-TRAM (0.2~10ug/mL) K 8 APAP
(280ug/mL) #720% (in vitro) ¥~ 9

16.4 {3
(+) “TRAM (3 FIZHFE T CYP2D6 12 & OGS (=) -M1 I3
ENbo F72. ZOMo TR ABHRERIE. FHETO CYP3A4 12X % N-id
AFVAL. T a L ERRAE K OIS Td b . APAP O F 2 fRHHE
Bz, g co vy s BaG . LA 0N CYPLIA2, CYP2EL
JeONCYP3A4IZ LB N-T 2 F—p -2 F ) A3 ~OBRILK
FOTNYFF IS TH 010,

16.5 HEtt
TEBRANBEIZ NI~ F=VIERE/ 7T N7 3 72 VA 1~3
FEH & MO 3% G R O N I~ F— VIR 7« b7 3 ) 7 = Ve
1MW 28E% 1 H 4 BEMIE) REROEG L&, (£) -
TRAM, (=) -MI1 [ 0" APAP O RHIR A HEilEs (HiE @ 5 5-0% 48 I
Bl RAE R 0% A8 IER) 1. TR SR 18.2~20.3%. 9.4
~14.8% B U 2.5~3.3% CTd V) . G R OB G & 2 83720
SNhhorl,

16.6 HEDERZHIDEE

16.6.1 FTHkEEREE

M Y R=IL
JFREZS B 12 BIC b T < K — VIEERIE 1 72 )L 50mg % #1145 L2 &
X MEEERRCN L ILEL L CIIEH b T~ R =) ® Cmax SN AUC X B 12
B L. Tz ld# 2.6 fFICIERE L2 JHEAT— %), [9.3.2 ]

2 7P/ TzY
IFrEREREE R (B~ 9l S 56 II7 273/ 7
> 1000mg % #EIHG- L7z & & B & L Cidgp 72 b7 3
7 x> ® AUCeh 1359 1.7 BB Ly Tre 1349 2 BRI EER L 7212 (SHEIA
F—%),[9.3.2 2]

16.6.2 BHEEEES

M rSYR=)L
AR ERE (F L7 F =2 )75 2 A 0 80mL/min BUTF) 21 Fl12
b7~ F—VIERIE 100mg & BIRNEE G- L7z L & g v I~ F—v
D Tz L AUC lZHEERA D ENENIRKTLIHHBER2MHETH-
729 (MHEANT— %), [9.2.1 BH]

2 77TV
BHEEERY (2L T7F= v 2 )79 YA D 30mL/min PLTF) 13 B2
T T3/ 72 1000mg RO L7z & & 15 8~24 Wi #Z o i
FhT7E b7 3 72O T lJEREBA (4.9 BR) LML T11.7

BERICIER L. AUCs2ane b #9 1.9 5N L7210 (SHEIAT— %) [9.2.1
2]

17. BRPRRLIE

17.1 BHUERUREMEICET 255

GED A ISR

17.1.1 BN MAEEER
TS S TR E & W S JEA 710 1 REENY S8 A ORI 1%
HAZ X0+ R ERR R S N WIS MR EE 187 6 (F S~ F—)L
WEER/ 72 N7 3 7 = Y IRESEH 9461, 7T 2R B 93 61) RIS,
FEMT T I~ F—VIERIE/ 7 73 72 VECEHEL A 1~2 88
1 H 41 28T Lz, CEERIANOBITHEY 2 L RE
2. PR F—VIEERE/ TR b T I 72 VAT I KE S v
FINZEDAFT T4 BEEG Lz & EERT COMEBIREAT 5%
ANV PELIANRY MEEFTOMMIE T IR RHLIE LT~ F
—WVIRRRE/ T N T X T VAR THEEICEr o (T
HesE. p=0.0001) .
BIVEFFEHEE, 79.1% (219/277 Bl) Th o7z, EAREIWEMIL, Bl 125
Bl (45.1%) . &I 77 B (27.8%). Walt 76 Bl (27.4%). B 52 i
(18.8%) . iFEMED T\ 456 (16.2%) THh -7z,

17.1.2 BNREIRSHER
SAEp R (W, ZVERETE. BIE) v~ SHR BEEEE. ke
ISR . BEPRIR AR RSB 7 &) IR 1B A A L, JER
T 0 A N REUEH ORI S12 £ 0 0 2 B RS S Lk v
FH10 B EIRIS, IV F—VIERIE/ T2 b7 I 7 2 VAR L
1~2 8% 1 H 4 [, BT8R L CIFERT TR S2EMES Lz &D
VAS O F5fEid, g o 65.80mm (23 LT, A% 28 121
29.93mm I L. 20k, G 52 B F TIRIT—EOM THER L7z,
EIVEFEHIERIZ, 96.3% (183/190 B) Td -7z FEAEMWEMIL, Hals 102
Bl (53.7%) fii#h 74 51 (38.9%). Want 71 B (37.4%). FEPED T
5161 (26.8%). IR 38 61 (20.0%) T - 7210,

Rk DERE

17.1.3 BN MEER
HHIBR R OB RS 538 % AL %E & 2 T REMR B oAl & e AT L | Pk ik
A RO BE 328 (I~ F—)VIEEE/ 72 T 3 ) 7 = VAR
B13260. b~ F— UEMIEH 66 5. 7 b7 I 7 = B 130 B1)
ERRIC, ZHEERT T~ F— VB 72 b7 3 7 = U AEE
2%E, b I~ F— UG 75mg XiZ 7t b7 2/ 7 = ¥ 650mg % Hi[alk
HLrzb &, 5% 8 TOMADLEE OB FrTGHOIMADLK
R (SR L] ~ [Sades] o5 BT, 0.5~8 Kl £ TR
WEHI L 72 & & O BFEE) Ol s I~ F—VIERE/ 7+ 7 3
J 7 VEAER 177, NI N VIEMERE 124, TENT I T2
VHE13.3THY . b IY N VIERRE/ T N T I T o VLA L &



HHIBHEOMICHZ 22 #ED 5 N7z (Fisher ® LSD #, Wi d
p<0.0001)o F72. bI~ F— MG/ 72 v 7 3/ 7 = Y REFHES
BRI T 2 T TORM (EADORED [74 L] d Mg 1cei%4 5%
T CORM) OPRMEIXH 30 5 TH D . FOBRITERATFIE LZBEIC
B BADFFEEE (BRI A OREEDS [HhaEE | d (e (08
b3 % F TOREM) OFRAEILK 270 45 THh - 7217 18

FIEF S, 57.6% (76/13261) Tdh o7z EAEINERIX. BIR 39
B (29.5%) . F 18 Bl (13.6%) . FBMEDd F > 1241 (9.1%). W&k 9
Bl (6.8%) TdH 7217,

FPHADOEIRI BT 2 B IR

5% 5-1% 8 IREFH & C il A DU EE DHAN
e FRATBI Fafi i Fisher ® LSD
SRR | Gh AR i
M7~ F—ViE
/72 7 132 17.7 18.5 )
37 = RE +7.91 (0.0:32.0)
Bt 2 ¢
bI< F—Vig 12.4 12.5
Bt 7omg 66 +8.36 00205 | P<0-0001
T b7 13.3 14.0
7 x> 650mg 10 +8.07 0.0:30.5 | P00
18. ERhEIE
18.1 1EFAHER

18.1.1 b R=)L
F v M E 72 in vitro SREEOFER DS b T~ F— )W iR T
fERI L. b I= K=V ROTEEAHD ML O u-F EF 1 RZih~ok
AR R I F=MICEA VT FLFY ROk T b= ORI
ARBHEER DS, SEREIERICES 35 EE2 6159 0,

18.1.2 7Eh7P=/TxY
7 v baHWT in vivoilBEOFER NS TR MNT I 7 2 I FICHIK
MR TIER L N-AFV-D-7 ZA85 XU HEER Y 7A 5 AP
SRR E AN LB SRR OEEN. Fiot o b= V23562 7
L 7P 2 e 70 &5, BURTERICBIG- T2 L2 552 2,

18.2 fERIER

18.2.1 XU ADQTLF NI VEFHETA T 7IZBWT, b IV F—)UiE
R 72 b7 I 7 2 OBFRRORGIE. T A VR 7T 2L LR
HEDAER AT T 4 2V ¥ RIS E T 5 2 LR &z, 7272
L. MIBWTIE NI P UERE L 72 b7 3 ) 7 = OMENZ
SURTER IR S LTV e v

18.2.2 73 a Ny PRI %T v MIZBWT, 7~ F— VIR
(1omg/kg) 7t b7 3/ 7 x> (86.7mg/kg) DEMAZEOHKS T,
[F] FH 35 0> 45 S B3 5V 2 0T TR B OV e R B A IR O
VRSO 7 1 7 = 7 Al I L 2220,

19. B2 (CAT ZEEENHR
(F 57 R—)VIEEER)
—fesn 0 NI~ F— Vil (Tramadol Hydrochloride)
b#% . (1RS2RS) -2-[(Dimethylamino) methyl]-1- (3-
methoxyphenyl) cyclohexanol monohydrochloride
Ci6H2sNO2 -+ HCL
299.84
HEDFEHEDIH K TH 5,
KIS THET R T, AY /=), T8 7 —)b (95) JIXHERE
(100) 12T RT V.
RERDRE (1—20) I ZHEEEEZ R S v,
KEMETED RO LMD,
M H3C\N/CH3

N

OH

AT
GrfE

LE 7N

T OG5 S A%
“CH,
Bl M 180~184T
(PEWN7P=Z/Tx)
—f¢% : 7 M7 37 7 x> (Acetaminophen)
144 + N~ (4-Hydroxyphenyl) acetamide
5313 - CsHoNO2
4y 1 151.16
PR Ao SUIRESEORERTH D,
AL 7= VIUELE 7 =) (95) (ZIEITRT <L KIZRRETIC
(L VEFNVI—=FIVRD THEITIZ Vo
IKEEILT b ARSI %o

j\/[j
H,C” N
° H

- 169~172C

22. 2%
100§ [104§E (PTP) x10]

23. FEXH

1) ENE AR 7 21 > FECA$E2011 45 4 H 22 HAGE.
CTD2.7.6.3)

A 2 3 VIR ST A R SR B 3 B BRI E R
WAL TAHERREER( N T 4 v MECA$E:2011 45 4 A 22 HAGE.,
CTD2.7.6.2)

b~ F= VOBEABEEOWE( N 7 21y MRAFE20114E4 H 22
HK#. CTD2.7.2.2.1)

Gazzard BG.et al.:] Pharm Pharmacol.1973;25:964-967

o< F= IV ORBOME (N T 4ty MERAHE20114E 4 A 22 HA&
. CTD2.7.2.2.1)

b= F—VORBREROME (M7 &€y MRAHE2011 44 F 22
HK#. CTD2.7.2.2.1)

Thummel KE et al.:Biochem Pharmacol.1993;45:1563-1569

Raucy JL.et al.:Arch Biochem Biophys.1989;271:270-283

Goodman & Gilman's the pharmacological basis of therapeutics. 11th
ed., The McGraw-Hill Companies, 2006;693-695
BFEZREICBIT S b I~ F— ) VIEREOSEYIIRE(N 7 4 € v ML
A HE2011 45 4 H 22 HARR. CTD2.7.2.3.3)

Zapater Pet al.:Ailment Pharmacol Ther.2004;20:29-36

B ERE B A NI~ P VEREOSEW TN T 21y
MELASE2011 4F 4 H 22 HARE, CTD2.7.2.3.3)

Prescott LF.et al.:Eur J Clin Pharmacol.1989;36:291-297
EINETAHRE N 7 2t v MRCAHE2011 4 4 H 22 HAGR.
CTD2.7.6.6)

ENETAHRER N 7 2 v MRCAHE2011 45 4 H 22 HAGR.
CTD2.7.6.17)

EIA T/ IAER( N 5 24 v MEEHE2011 4E 4 H 22 HAKGE.
CTD2.7.6.19)

Pk B k3 A AT (b 7 Ak v MECAHE2011 4F 4 H 22 HAKRE.
CTD2.5.4.6)

Raffa RB.et al.:] Pharmacol Exp Ther.1992;260:275-285

Raffa RB:Am J Med.1996;101(suppl 1A):40S-46S

Bjorkman Ret al.:Pain.1994;57:259-264

Pelissier T.et al.:J Pharmacol Exp Ther.1996;278:8-14

Tallarida RJ.et al.:Life Sciences. 199658 PL-23-PL-28

TV anNy NIRRT v MIBUTS M I~ F—UERIER 7 b7
I/ 7 2 YOG L BEPEEH(N 7 4ty MECASE2011 24 H
22 HK#Z. CTD2.6.2.2.3.2)

24. XEFERENRUBEVWEDESE
YA I H AR R
T 104-0028 HEHH X AEM 2 TH 10 % 10 5
TEL : 03-5202-0213
FAX : 03-5202-0230

26. BIERTTEEF
26.1 BGERRTTIT

am> LA/ TINIVRIRH

RRBPRX/NEM2 TEI0E10S

TN ERBR S

HERBNEH=FE143-1
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