2024476 H 518 (553h0)

Bp i SRE

e . DK1-0

HAHER - 34 BER/ iR EEaES DrEEmE A EES
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TOARASET® COMBINATION TABLETS [KMP]
B, BTSSR SR & 3R &/ S| 30500AMX00158000
W) EE - EMSEOMBFEI L VEHT L2 & BR 5% BA #R|  20184E12H
1. B _'i% 431mg
1.1 AHIIC & D BRUHTRENRIRT 2B ETNHBBTELK e b7 9y b4 KMP

ABUL. PERNPEZ /T 0 1 BEEH 1500meg (K
Bl 48E) ZEITEAECRPBRSIIESICIE. EHINIC
FHaeS =R T2 E EEICIRST DT &, [8.6 BER]

1.2 AHE RS R=ILRRBETE MNP/ T VZESOMHO
ZH (—AEERZST) COHEAICKD. BERSIC
EDBENDHDHTENS. INSDOEHR EDHAEET
BT &, 13.1, 13.2 ]

=2

2. B2 (ROEBEICIFHESLEVTE)

(RhEEIE)

2.1 12K /NR[9.7.1 /)

2.2 TOva— v, BEIRA], $EiH]. 4+ 4 A RERHISLILN
TS X 2 2 A s DR AR A O il &
AL D BEND D D]

2.3 B/ 7 I UALEEE (MAO) FREH (kL ¥V ViR
W, 99 F) U ADNVEE., Y7473 FAVIVRE) %
B oBE, ISP 14 N0 ERE[10.1 &
1]

2.4 FV AT = VIEFRIE A VG RO BB ISRk 1A
MDA B [10.1 K]

2.5 WIBEICE VO ABHNAIN TV REVTAPARE [E
KBS 2 BENHH 5.1 [9.1.1 BR]

2.6 EERIFEEDHLEE [EELRETE ED2BZNNH
%.1109.3.1 BI]

2.7 KA O3 LBERE O BEHEE DO H 5 EH[9.1.5 &
]

(RiEEDER)

2.8 7AUY Uik GEAT A FYEWREEHIC X 5 i 8
BEDFHESE) LZFOMEREOSH 2 EE [7 A VIE
DIIECTOAY 75 0D v ERBEEFERAPES L Tw5b
EEZ6N5.]1[9.1.11 &)

3. #8m - IR
3.1 #8mk

WR5E 44 N7 Ity MELGEE [KMP)

1M HE N 7~ F—VIRERIE 375mg X UHR 712 7 3/

e
HRI) 7 x v 325mg &

ANWAT—=AHNT7 A, BEEKT ABR, R E=Z)L7 )L
= (BT AE) . AFT) VBRI A, TR
O—A, <70 IT—)L 6000, ¥V, BLF ¥ >, ="/
bk, = LEk. v ooxay

I

3.2 BFIOMK

Wi5E44 7 Zy MECASE TKMP)
& - A 74»A§%§4V7ﬁ
I H T
e —
£ 0 152mm FFE © 64mm JZ& :51mm

4. FHEESIFFNR
A EF A RiERRICTaBER#E TERRICHT 2 ERE
OFEbih 1t AR

OfRiEf&DERE
5. MEEXIFHRICEHET ER
GEnAtEIBIEERD

JER & 7 % 3 B RIRZS . LB - HESEER. RAE ) A7 B 5
D7UFE B W 2 ATV KHN OG- 05 &2 HEIH T 5
Nl

6. iENUHAZ

GED A EIEERE)
WEL RIEL TR $E 1 H 4 RS 35 &5
4REFILL B2 5 2 b
B ERIZIS U CEERINT 525 128, 1 H8§Etx A
THGLAWZ b, /2, EEFORSG TS ENET L
Vo

(IR DERE)
WE L AT, 1R 2 e O 53 5,
B, BIESTAHEIE. HKESMEEY 4RO RS, 1
m2§, 1H3EAMATHRG LT b, 72, EEROREK
HAIHET B Z EDEF L v

7. BERUHBEECEEYT FR

GEDAHIEEER
7.1 50k

KFNBG-BhA A 4 2 LT 2B T 23080561
WA, MOBEY RERANOLEER BRI T A b, F /2,
EIINIER B ORI AR L. 5 OGO LB DN T
L i Ry
.2 5Ot

KA OPEG Z WL L o lzaid, BEEEOIHE B
ChOIBEAIFETAI L,
B TR UIEILEDOBEREDH B BE TR L TARF 2 &
4 aiaid, 1182352 5,19.1.15 2E]

. BEREUEXIER

O EFNE, 18RI M T~ F—VEEEEE (37.5mg) KRUOST & b

73I/77xr (325mg) #EUEHAHITHY., hIvF—L&

T b7 72 BT ORERDRIT 2 B2 H 57

O, BMENIARF O M T 5 &,

8.2 MK VHEMIKFEAEL LI ENHLOT, BIEE T4
T, EEICES 3528, [11.1.4 ]

8.3 H.v, M, fEMSDIERDEDHSHLNLZEDBHLDT,
2h AT G - RS AR & LTl o B
L AERNIH T AR E L TR TRIOFHEERT 2% L, @
YR E %479 2 &,

8.4 RA., BTV, EHEIEZ DL ENH LT, ARG

o B3 BB O RS G R 0 O B OB E I e S &

HTWEIERET LI L, &b, BiERICL) BEIESRICE

ST FIbIFE I N TS,



8.5 BYE X ANFHMALT B BENDDH D DT, #HEE 512479
Zk,

8.6 HEALFHENRH T LABENDHLOTEETLZ L, T
v h7 372001 HEREHD 1500mg (R#H) 4 §8) 2B
TR ST 2 56 1B IR 2 v BE
OREZTHICBET L L. mHETRELENES T
BB d o TLEIIMICIRREREZ1T) SR E L v, F
7o, BHE TGS AEE % SIIHICBEFEORER oo Bl
52 E.01.1, 11.1.9 /E]

8.7 HFHIC L BIHBILFRIRILETIE R (. MHEEETH L I L
ICHET LT L,

9. BHEDERZEITHEEICHTIER

9.1 GHIE - IEFREEDH D EE

(Ghgedt@E)

9.1.1 TAHLhAFDOEEMRENFINSDEEFEDH D EE.
HBHINIEEREOBIKRETF GEERSHS. KBEHEH. 7)ILbd—
IWRISEDOREREAEIR. PIRERRES) 25T 5EE (AE
IC&DTREEENRTNTUVEVWTADABEERL)
FRHP G-HIIBIE %2 5012479 T & WERELFHFET L L
Wb, [2.5 2]

9.1.2 MIRINFEIREECH D BH
I I 2 R 3 5 BZND D 5,

9.1.3 HICRENEZEDH D EE
I G BEENED LR 2 KT BENDD 5,

9.1.4 EYOE AN IEEMRFEODS S EH
FEE 2 ERTOEH TS, FIRICR - TH5-9 5 2 & KPP
LRIV,

9.1.5 ZFEHA 1 REERAIICH UiBBEDEHEFRED G 5 EE (FF
DRI I3 UIBBIEDEIERED B % BEZFRL)

(2.7 &MH]

9.1.6 YavIREICHIEHE
TEERA LI INH 2 ¥R T 2 BN H 5o

9.1.7 HEHEEXIZZDEHMEIEDH 5 EE
JERDSEALE R 2R TBEND D 5,

9.1.8 MADEENIZZDEIHEEDSD 5 EHE
JERDSEALI R 2R TBEND D 5,

9.1.9 HIM{EEIDEH 3 EE
M/IMRESFERFE IR 5 2 DD 5,

9.1.10 DMEBERBEDH D EE
SERDSTEAL S OAREDNIES 2 B2 1D 5,

9.1.11 [EXMEDHDEE
SERDSEALST 2 BZNA D 5, [2.8 ]

9.1.12 ZILO—-ILZEEHRE
FFBEEDD B bNT {75, [10.2 ZH]

9.1.13 #&R - EREBRRE - BRESEICKLDINIFAIREZ.
BRKEEIR DB B EE
FEEED D B b3 b,

9.1.14 18 ERmDLH. FAEEIERFRITINEIRB X IIEET
REZETHEE
BGLanwZ &y mERIFIHO Y A 7 58N3 % B2 IS
H5bo

GED A EIBIEER)

9.1.15 ZRAEVU VIREGERFO4 FEERERFICKLDHERE
EDFER) NIFZDOEREEDSH D ESE
KEZ NS, HROTE N7 2 7 o EE R 7z R
HixERBT LI L, TAYY VIELZEOMBERDOH 5 HH
TR 7T I 73/ 72001 HH720) ORAHA=IE 300mg ML
TETHILLEEINTVEY, FHNLLFEHICT T I 7
V% 32Bmg HEHLTWh, TAEY VEEORIEIZ 7T R
57T 0T YEARMEERARS L Twa L&z S, ERDS
AR AR T BEND D 5, [7.3 SE]

9.2 BikEEESEE
9.2.1 BEZEDHD2EEHDIVIIZDEIEEDH D EE
BHEOME, HGHBOMLE*EET 52 Lo MERPE(LL
BHEEZMTBENDE DD, T2, mOIMLTEEDSHER L, 15
MR OBIER AR 2 B2 N0 d 5. [16.6.2 SH]
9.3 FFikEEEEEE
9.3.1 EEUIEEDHHEE
BHLanwZ b, BELERZ LELBENDH 5. [2.6 BH]
9.3.2 FEZEDHD2EEHDIVIIZDEIEEDH D EE (EET
HEEDHEEZRL)
ARENTEAL T 52 BEZND D 5o T 7o @I R FEG L .
TER R ORIVER DS 2 BEF N0 5, [16.6.1 BR]
9.5 1%
9.5.1 IR IIITIR L T AW EEME O & 5 ek, EFEEOH
WM ERMEE LS LR SN DHEICOREG T8,
AR IR B e ) s KR B R BINE <02 8 AN Nt BN = € O]
AT T OB SEAE 3 3P N R VBAE S  OFERE SR ST v B
F70, BWEBT, FI~ F—VIERERE. Bk O AER
DEAFIHER RITT I TG SN TW 5,
5.2 HHRHHOLMEAD T T I 72 OFGIZX Y IEIE
WEIIREIGRZES T2 & 5,
53 TR MNT IV T2 VIRIREIO T v b CTlRIBICEE OS]
R R T EARE STV 5,
9.6 1=3Lim
BHAARFEELZE, PIY F—= VL, iP5 S
EPEEE N TV S,
9.7 INR
9.7.1 12 @KRimDIIE
BHLnZ b, @BV T, 2R O/NETIHTE 2 &L
T IR O ) 2 7 ASE & OEDH 5, [2.1 BIE]
9.7.2 12 EULDINE
12 UL Eo/NBIC T 2 ARIE R OV etk % RIE & L 72K
BRI L TV e,
9.7.3 BEHE. EAEMERRHEITIVERBE IERLMEEZET
BINR
BH LT &, EERIFIINEIO ) 2 7 HHNd 2 B2
5o
9.8 SinE
BEOIREZEE L AL EEIHKG T2 2 b, BRI
TLTWwRZENE L, R - PElASREE LEIWER 2SS & b
RT3,

10. HHE{EA
M < F—)bid, E2 CYP2D6 K U8 CYP3A4 12 & - T &
N,

10.1 HARR HALBLTL)

9.

9

SEH 45 FRPRREIR - Hy i 7 FeIF - fabie i1
MAO BH5EH] AENZ BT b= A LR A5 HE 5k =
L FY) IRERE VHEMERE (BEEL. BB |, F oL PO X
(7¢—) Bk N SN 10 o N B NSV - i
FHEY A VOVERE | RATREIGE, S 70 | F2 615,
(7YL2 ) — XA, M) 2 &

74 FI AT
e

(=27 74F)
[2.3 =]
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ME, FILE) OEE %
EIER A S hTw
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1L 14 BP0 B2
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MAO HEH o5 %
FIGT 2E121E, 2~
SHE O 22 %
ZEDNEFE LV,




HFN WRAEIR - H5 187 Wiy - falrie T
FVAT = UHERE (BEBERE R T B 2| ok U A PEEEA
tyrsu WHH 5o Tz e OBEHEIC L 50
(2.4 ] MY RS 5 B2

H5bo

FN AT o R
Bhh o B 3G
ik LE DN OB
FlEEG LewnwZ &,

10.2 HAER

(HAICERI S L)

A% B - R | R - BRRT
EH A NEUEA OB O U SR KR SO A
FACHE ) I O % R B2 AR S h B &%

Tz ) FTI R
HHH)
T I L ) 55

Nnd s,
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=BSRIL) OF

o b= SRR
HERWLo b= U F
WY A & M E A
(SSRI) %

DEVNN

o b= CEERE (8
Bl BBk, ZEE FETT.
SRR, SR RE T
M IF7u—2 A, F
FER) DS bbb BZ
b b, iz EESE
TEDfE Rtk % B R & &
LBENDED Do

AN A LA 25 B 5 S
. F 7o, PREHRED 1
ub= BT L E
EZbNb,

DESVAIRNOE 3NN
] 3 MAO BH 214
W& D ARIMA R DS
BAR S, F 7o HAiKAd
BOET N U HER
ThHEEZLND,

HNINT VY

o= F— Lo

Z S D FEFH D AL

T /NVES =)V AT LIER 250858 | BER BRI L D L b
AN N TN D o T < K=V orEHe
AR NV Flo.INboHEHOR(#EEINL, T2, 7
V77 rEY Y W HE TR 7 72 v 2o T
AV=TTYF EZFEIN TN T RO N-T 2 F -
I T7 2 REWIC L p-NRYVF I A3
BIFREEZ L LR L ~ORHMEE S NS,
%BEOWEDND B,
TN a— ) (FiH) W3R A3 A U 2 B8 2 |FIINAY L2 VBT A3 5k &
[9.1.12 =M&] NHH 5. nNhEEZLNS,

F. TNV VLR
REDBTLNT T
rryERALZEZA
HAREZREZILLED
s 5o

T a— )VERIZE D
CYP2E1 OFHEIZL Y |
TR NI T2
SIFEEEZ > N -7
tFN-p-NrF )
A I ORI
HESND,

F_Tr

AN HAZAE 2315605 %
BENDD 5,

Vs QR S 7nd ik

Wi eE) 7o bo v

D]

TJNVT 7Yy VU RSO 7
~ 1) v RPLEE L O 1
HAMWEmT LI ENDH
5o
D SV TIX T RENSEH
L7z DOWEDRH %,
F Uy ba s R | AH O SRR & ES | AR o R iRIC BT A
AW SHDLBENEDH D, ([T b= EHABEIH S

NBHEEZLND,

TTVINVT 4
ROy

AFH) D SE A H % 855
ERLBLNDDH Do
FoGREERE RS
BENDD 5o

RAAAEIT 5 -t
CoA A FEEHOWS
TIAZANTHD20,

IFZNVITANTTF
— V& A

T TI/)TD
MR ERT 3% 8
ENDH 5o

IFZWVIZANT TV
— WIIIFIZBITA T+
N7 I) T DTV
7 rifas wRHEY
HEEZLND,

IF VT ANT TG
— VO MR EE DS b5
TEBEND D5,

TENTI/ 7 rE
IFZVITANTTVF
— VOl a % HE
ThHEEZ LN,

11. BIfEA
ROBIERA S Hb D L DOT, BIEE 512070,
FEDRRO LN E IS 2RI L, B REEIT) Z
s
11.1 EXFEHER
NI Yvavd, PFHI745F— (BHERH)
IR0 RS, TS, MR, SRS ERH S5 bNL T LD D,
11.1.2 =& (0.2%)
11.1.3 EEER (0.2%)
1.1.4 &= HEAH)
SRR, Tk R R S S BRI D A 2 &
Do RENOHF T RERFICB VT, B, N, i
. AHRAE. EEREL ., R, SR, = v 7 5B XIE.
FEEE, HIBZSEOBRIREENIELLZ LB 5L, [8.2 2]
11.1.5 thEEREIBIERIERIE (Toxic Epidermal Necrolysis:
TEN). RSHIRIRAEIREE (Stevens-Johnson fE(REE). =
MRS HRAEE (HEAH)
11.7.6 FEEEMERER (HEAH)
WOk, PRI S, FEE. I O RE SR SN HA T,
RN X A, S CT. i~ — 7 —FE 0% £t $
HT b BEIROLNEAIEKSG 2RI L. BIBRE R
WE R OFGEOBY R MEEITH Z L,
11.1.7 EAEMERN. SIUBEE EEAH)
11.1.8 IREREDFER HEAT)
11.1.9 BURERTR. FFHEEEIEE. &E (HEAH)
BIFERF 45, AST. ALT. y-GTP @ _LHE %L I a2,
WD H S5 bNDLZ EDH D, [8.6 BHE]
.10 FERIERRAMNE (HEAH)
T FERRANED R EEARER)
.12 ZEIEBEAEEIREE (EEAH)
FHHREIR & UCTHE. FEEMNA S, BIZHFFRRERE S, 1) > %
ENENR. FImEREEIN. GFERERME L. SI) COSERIBIZE RS
FEIEME D EEE 2 BEEIR DD S bbb b, B, b b
ANIVRAT AV A6 (HHV-6) 507 A v A OFEHALE £
ZENE L THHIER DR, FEEL TERER E S R )
RS HWVITBIELT A EDNHLOTHEETLHI &,
1.2 ZOfDEER

1
1
1

. 1%Lk J—
5% VLI 5% i 1% At SN
JEGE L OV3F BREX
A HE
MR ) > <y}
7GRS
TRA T OV BERAR IR E K
== MUHEE
il e ANHRAE AN, KIE|$EEL ZEEE
PR,
T B
PRSI 2]
GLA. 4R
TR B
HERE, &
AE:
WEREEE  EH MR | R AR W E AR IUHE | GEEN LT, B
(25.9%). i RS, B[R, SEEREE
o Ew B R ERREE
(18.9 % ). M R
iR i AN B
B 55 4 R
L L AN
RN
AR e HRERE HElE . B
ROk HARPE, H
(=& LENE R )
Fun
S fiei i ghiE ANEERR AEAR




\ 1%Lk . S
5% Lt 59 1% A HHPEAH
Ik = o, (F I, #EaT
Th PEAR I
W2 =R - 0% PR B
a0y =] N 7
i Il = NN N N P i = L - N
(41.4%). W&| %, DN |2, DE % | T7E
M (26.2%) . |F20E. ALK BBk, 5
fiE B, B AT TN = iy
(21.2%). § B, g, A
AH L. Ly
{28 1
JFIH R | I B e M 2
R
JERE M OB  | & 9 FEE 595 ZITAE
Lk s 2 Wit
BN O R s HEPR PR TNV T I U|ZR
g 5 PRy PRI
GBI T O | B 178 BRI, (W B0 AS L& |9 57 I o
e 5 SR ik FEE, VENE|MEJIAE. EZE | S, BENLAE
T
V7R ENGERT RN VS E
o CPK 40, | i H Bk %
I PR % B (. ~NE S
i1 SRR R B D
7)) FHER B & E B
. I ey [, A2 b
VEHEmMT = v
SRAI R PE L, 7 R
FRAR 7R o | AR, af
[72éd INBUECRE
Mz L7 s
S Y 72NN
FROBR R B
TP ERE 4R
I
B, thif s - vk
UL 45 B AE
13. BERS
13.1 fEIR

kS F—ILOBEHR 512 X 5 FE R RERIL FEUMH], FER,
B, R, MEIRTH D,
TENT7 I 72 OREHGIZEN HEEOBZENDD 5,
o, TENT I T 2y OBEEE TR - B - Lo
BRI Z 572 L OFED D 5o #wEFx TG L A ERIERI.
B EEE ., AR, B, EH, Rk, BH. BITET
H5. (1.2 BE]
13.2 L@
BRALE S LT, KAWL BRI UM B
DEHEIT) Z L,
k5= F—LoE# 512 L AR IIHIZ O IR S b L 5 3
Bl Fux Yy U EM AN S LS, B EE ST
LBENNDH D, 720 PIF—VIEBNICLDIZEA LR
FEhiv,
T rNT I/ 72 rOBEFRGIZEDERPEDNLLEIC
3. TEFWVVATA v ORG5EFERETH I L, [1.2 ]

14. BREDER

14.1 FERIZAFOER

14.1.1 PTP @D #HNL PTP ¥ — b2 HH ) ML TIRH S %
IIREST L, PTP ¥ — POBEAKICL Y WWE AT E
RS A L, B3l B2 LCHBAS 0B 24
BHEX BT A2 0D 5,

14.1.2 NEDOTFOIED R WIHZRET 5 L) HHET 52 L,

15. ZOMDER

15.1 ERARERICE I &R

18.1.1 72 b7 37 7 = v OPILED (7 =+ 1 F ) OEY
WL, MBERELRITIEVH 5L,

15.1.2 BrE M OBERESOBEZRE LA, BUMLEY
(7xFvFv) BHYEY - REIHEH (6 RRH= 1.5~
27kg. IR 4~304E) L T2 AR L EDHELRH 5.

15.1.3 JEA 70 4 NHEEEERA © RIS S0 s LI
BT, —BHRRED RO S L OWEND 5.

15.1.4 #(=AYIZ CYP2D6 OEMEA @RI TH 5 2 & A L T
% H% (Ultra-rapid Metabolizer) Tix., ~ T < F—Loiglt
R O AR EA L. WPEHEEORITERA I L3
K BBBENDND 5,

15.2 FEERPRERERICE D < 1B#R

15.2.1 HOMLEY (7 251 F ) OEY - KE#HS L -8irE
BC, IR0 SN2 OMEDN D B,

16. EYENRE
16.1 MiEE
16.1.1 HE%S
fERER AR P I~ F=VIERRIE/ T2 b T 3/ 7= VEASHE1~3
$EED (Mg < F—) UG & LC37.5, 75 RO 112.5mg. 7k M7 3
J 72k LT 325, 650 K UF975mg) HHIEHRE L2k &, %5
BIZPDDET, FI<F=L [(£) -TRAM] KU7E b 73/ 7=
EHER WIS, (£) -TRAM RO7+ 73/ 7 = ¥ Ol
BRI TN Z NG5 1~2 BRI R O 1 BERTIC Cmax 123 L 72
B, F NI 5~5. 5 BEH L O 3 IEM O te TERT L7z, Yo
WERE I EILBIMEZ R Lzs F/2, () -TRAM (&30 5 (2 3G HAC
W OBAT VT F— [(2) -M1] ICR# S, () -M1 O
MIAE R B 2 45 5740 2 RIS Cmax (& L 728, % 6.5 Mo t1e T
BT L7, miEm () -TRAM KO8 (=) -M1 © & §if§21E4E
[(+) AR (=) K] oS iR e O3 BIRE /S5 2 — & 1348
L CTWw7zb,
E1) AFOAR SN/ 1 BREHEIZ285ETH 5,
NI F—=UIERRIE/ 7 b7 3 7 2 VLA 1~3 58D 2 BRI O
Gl &omidh (£) -TRAM. (%) -M1 RO 72 73/ 72>
DOIEYWRE T A — %

b7 F— ViGERR )
SRR Nl v I S A oMY I
E Y Wex nesm neshm
1.8
119.8 938.2 | 5.1
1% (34.3) (g'g> (360.7) | (0.8)
() - - 2638 | (0| 20043 | 56
TRAM (45.6) 1.5) (580.5) | (1.0)
1.3
" 424.5 3274.3 | 5.6
0k 1) ~
39" (146.1) %'& (1070.4) | (1.1)
1.8
" 34.2 | 394 | 64
1% (10.6) (g'g> 63.7 | (0.9
(£) - - 65.6 | o | 6809 |63
M1 : ) | o7 | 22 |09
3 g %7 | o | 10838 |63
: 26.3) | 5o | @243 |09
5.0 08
. 171 | 28
1% @.0) ?:g) (4.8) 9 | (0.6)
7 b 9.2 1.0
¢ 389 | 3.3
T/ 28 2.3 (0.5~
S0 i 1'5) (12.4) %% 1(0.9)
15.1 08
623 | 3.3
i 1) ~ .
3% 4.3 ((1):; (18.1) #9 | (1.0)
(N=8, ‘Figfti (S.D.) ,tmax ; Fefi (H#EFH))

#2) ug/mL
3) wug-h/mL



16.1.2 RIEH’RS

BHREEABIC NS~ F—VIERRE/ 72 b7 3/ 7o U EESE L]
Wiz 248 (Fo~ F—VHEMRIE X LC37.5 Xid 75mg, 7 73/ 7
=2 LT325 Xk 650mg) = 1 H 41 (6T &) KEROHKS
(b~ F—VEERE/ 72 b7 7 Vi asE 1685 HE. Fo~
= VIERE/ 72 b7 3/ 7o A28 3 HM) Lz& &, miE
() -TRAM KO8 (£) -M1BEE G SOERR T 554G 48 KEi £
T2, FMEER T2 N7 3 7 o v AR GG 24
M ECICEFRIRBIGEL CB Y., FREERO SN o720,

PO R VRS T T I 7 VIEASE Ll W28k 1 H 4

b (6 R &) EROHS (P~ F—=VERIE/ 72 73/ 72
BLAGE1$E b HIMl, P~ F— VIERIE/ 7 b7 3/ 7 = VELESE 2

$EC3HME) L7zk 2oikbkomiEd (£) -TRAM, () -MI1 K&

OC7E N7 37z OIEYTEEIST A — ¥

bR MR | o | | AUC Ny
MR |\ TRENTI T (ng - Ra ’
i 2006 | (o | 1412 | 1366
' 72.9) | O (265.8) |(0.5)|(1.0)
(%) - 1.5)
TRAM
- 52.6 | ' | 258 | 1365
o (114.9)| 57" | (533.3) [(0.3)(0.6)
- 5 | ge. | 352 09|74
) 8.7 | g7 | @0 0.1
Ml
- 142.0 <J‘§iv 666.6 | 0.9 | 6.7
& (2903 | (103.8) |(0.2)](0.9)
2.0)
67 | 05
. | 174 |10 43
. 1% A9 05~ e 90| @D
7 o | 08
EE . - 8 1 304 |09]33
25 @Y 0 luy = on|a
(N=8, “FifiE (S.D.) , tmax ; HJufE (FipH))
H:4) wg/mL

#5) wug-h/mL
Ra : HE (W% 5-%0 AUC /WA 5-H 0 AUC)

16.1.3 EdBICKDHE
fREFER AT NI~ F— VMR 72 b7 3 ) 7 = VA 2§
(FI= F—VEERRIEE LT Bmg. 72 M7 3/ 722 & LT 650mg).
NI~ R VIEERIE 2 7 7 )V (TBmg) LiE7+E b7/ 72020
7V (650mg) & ENENHEFREOHRG Lz &, b T~ F— VIR
W/ 72 b7 37 72 VEASEEHRG L2EED (£) -TRAM. () -
ML BRO7E b7 3772 OFEYEFHE ST A—=51E, T~ F—IE
BIER T2 N7 3 720 ZNENHEM TG Lz & LD
flEzR L, (£) -TRAM, (=) -M1 RO 7t F7 3/ 7 x> OEYH)
BICF I F=VIERER 7 N T3 72 ORREIZE 5 EE I
O LN o2,
16.1.4 E£YFHEIE MR
N7 Ity MEESE [KMP) & M4ty MidEfEE, 70 A G —/N—
Hliokyenheh 18 (e b I~ F—)ViFEiE & LT 37.5mg
O7v b7 37722 & LT 325mg) RS T H A HL R 1
L CHnE R LIRSS (MY F—VIBEROC T T I/ 72 Vi
) RME L. MO NIEWENRE/NT A —% (AUC. Cmax) 122WT
W% IEHEIX L TRFHIIT 24T > 724558, F S~ F— VRO T7 +
737 72 BEIZVTRD log (0.80) ~log (1.25) OHEIFHTH Y |
TR D 2 0 1R S SR RE S L7299

(Mg b 5~ F— Vikr)
SEYBRE /ST A — &

AUCo-48 C ¢ tUs
n <ng . max max /
hr/mL) (ng/mL) (hr) (hr
N7 TRy
ML A 24 997.208+370.869{160.631+35.370/1.05+0.43|5.98 +1.13
[KMP
Moty -
NEAgE 24 1008.295+376.691 {165.726+51.911|1.14+0.63(5.97 +1.20

(Mean=S.D.)

(ng/mL)

200 —Oo— M7ty MiLAEE [KMP
—o— Tty MEASHE
Mean*S.D., n=24

175
150
125
100
75
50
25

W3 < — 7 A N~ B R

0 12 24 36 48 (hr)
R 5 4R
Mg~ 9~ F—IVikEo#ER
(MAEh 72 v 73 7 7 2 Vi)
HYBE ST X — 5

AUC
0 0-+36 Cmax tmax t1/2
(ng (ng/mL) (hr) (hr)
hr/mL)

54 S
b7 7Ly RS 53 |1T0+31%| 4815+1407 |0.97+0.58(3.89+1.62

$& [KMPJ
/igii\ MR 53 |17210£4837) 4826+ 1571 |1.02+0.82(4.21+1.87
o
(Mean+S.D.)
(ng/mL)

M 000

g —o— M7ty MG TKMP)

- 6000 —e— I uatky MG

£ 5000 Mean*S.D., n=53

; 4000

2 3000

J

72000

I

o 1000

- .

3 0 6 12 18 24 30 36 (hr)

5 %R
MR 7 b7 3 7 2 ViEEOHR
MAEFEEE O AUC, Crax D85 X — 813, #ERE OB, M
ORI - WS ORI L > TR 2 TREEL D 5o
16.2 ORI
16.2.1 BREICKDHE
RS b T~ F— VIEBME/ 7R 7 3 7 x VEAHE 3 HEED ()
v F— Vi s LC112.5mg, 7 h73/ 72> & LT 975mg)
R RN O BRI NSNS Lo e & (+) RO
(=) “-TRAM. (+) K" (=) -M1 RU'7+E 7 3/ 7 = v OIEYHhHE
ICHSIC X AHE BB IRO SN L7720 WHEATF—4),
16.3 91
b MRS TRAM (0.2~10pug/mL) RO T T3/ 72
> (280 ug/mL) #)20% (in vitro) 99
16.4 {X34
(£) -TRAM 12 EIZHFiE T CYP2D6 (2 & 0 iGHA Y (=) -M1 124K
WEND, Tl ZOMOFELRBREEIL, K TO CYP3A4 12X 5
N-BEAF AL, 7V 7 b VA R OIS CTh b TN T I 7
= Y OERRHRE, FiECoO 7V r 0 v e, Tl
CYP1A2.CYP2EL R USCYP3A4 12k B N7 F V—p-Rv X ) oA
IVUANDBIL RO FD TN FF A TH LD,
16.5 HEttt
fEFER AR N I~ F— VIERE/ 7 b7 3/ 7 VLA 1~3
FEED A BRI G RO NI~ F=VIEBE/ 72 73 ) 72 VEL
GEE1M1 T 24882 1 H4M (6B k) RERORG L &,
(£) “TRAM, (=) -M1L KO 7+t 73/ 7 x>0 RRBRPPE]R
(HiIA] @ P 5-1% 48 Rl BUIE - ofdd 1% 48 BEIN) 1X. Zhehiks
0 18.2~20.3%, 9.4~14.8% K 1 2.6~3.3%Tdh V) . HH& kK
B 5\ X BT SN h o 720,
16.6 HEDERZEIDEE
16.6.1 FFigaElE=
1M S R=IL
2SI N T~ F— VIEME S 7 )L 50mg 2 #04%5 L7 &,
fREEE RN & B L CIiE T b 9 < F— v AUC3ZBEZ ICHIM L. tie
1349 2.6 fHICIER L 721 (AEAT—4), [9.3.2 ]
@) 7Eer7=/TJzV
Frpem s fl (B~ 96, B 56 X7 T3/ 7
x 7 1000mg Z PG L7z & & R A L i L CidEd 72 7




I/ 72 ® AUCen (389 1.7 BN L. tue (340 2 BRIIER L 7212 (4}
EAT—%),[9.3.2 &)

16.6.2 E3HEAEISE

M) ST R=IL
EHREEERE (2L 7T =027 Y75 A 80mL/min BUF) 21 i
b7~ F— VIEREEE 100mg % #IRANFE G- L7z & &, IiEd b7~ F—
WDtz O AUC IR AD ENENRATLIEBRI2[/ETH
o572 (BHEANF—%), [9.2.1 ]

@ 7ebT7E/T7xV
EHREEERE (2L T7F =027 5 2 A 1 30mL/min BUF) 13 112
T M7 372 1000mg &R Lok & 5 8~24 KEfE o
MR T N7 I 7220 te (TEFERA (4.9 BRT) & LT 11.7
BEIICHER L. AUCs2n D49 1O fEHINL 7219 (AAEIAT—%). [9.2.1

17. BRIRREE

17.1 BHERURLMEICET 5558

GEDAEIEEER)

17.1.1 ENE MEER
TSR AT B TEVE B EIE & 2 S AL, JEA T 0 A NP RS O FE 1
PG L) T R ER RS S N WIB AL 1876 (FI~< F
—VIERE/ T T I 7 VAR 0A B, 7T RT3 H) &
MHRIZ, FFERT T N VEBRIE/ 7 b7 3 ) 72 VAL
[ 1~24%e% 1 H 4 [0 2 BB #S L7z, ZHEE MR~ OBITHE 2
T2L72BEIS, PO R VHERIE/ T N T3 7 2 VERATELETS
T RET VT LAZE) T C 4SS L& ZEEHR T COME
W EART S EANY NELANRY MISE T TOMMIZT T &R
LN F=VHERRIE/ 72 b7 3 ) 7o VEAREBETEEICE
otz (B7F v 7 ksE, p=0.0001).
FFEMI ORIER B, 79.1% (219/277 BI) T o720 EREIE
Fld. B0 125 B (45.19%) « fEHE 77 B (27.8%) . Wl 76 B (27.4%) .
B 51 B (18.4%) . #FEIED T 44 # (15.9%) T o721,

17.1.2 BRI SHER
wAEs . (ERE . 29 RE, BIR ) 7 ~ 5. SRR e, wrik
JIB AR . BEIRIR M B MR s 7 &) SR BRI R A A L.
JEA T O A PN EERA ORI GICE ) TR R ESEL N
BWEH 10 GEZNRIZ, VI R UERIE/ 7T T 72 VL
AEELIM1~28% 1 H 40, #EHEEL CIEER T CRE 52 HEHS
L72& &0 VASHOFH I, miigd o 65.80mm 12kt L T, (A
28 H121% 29.93mm IZICTT L, 20k, HE 52 E TR E0ME
THER L 720
EIVER S8R IE, 96.3% (183/190 B) Td -7z ELFIEHIZ, Bl
102 B (53.7%) . FEAL 74 B (38.9%). Wik 71 1 (37.4%). #@hiko
F W51 61 (26.8%) . fEIR 38 61 (20.0%) Tk - 7219,

(RtE&DERE)

17.1.3 ENE MEER
BB K OB 3 & AT L 3 B T R AR B R A A& AT L. IkkifA
TR RO/ BH 3280 (Mo~ F—VIERRIE/ 7T T3 72 Viid
BEERE 13260, b~ F— VIERBERE 66 B, T N7 3 7 V130
Bl) RIS, TEEMT TN I F—VIERIE/ 72 73 72>
Bea$e 288, b T~ F—)UMEIE 75mg XX 7+ b7 3/ 7 =~ 650mg
wHEG L7z & P55 8 K TORMADYEE ORI (5%
DIADUEREZE [k L] ~ T2k o 5 BRET. 0.5~8 K5l
FORBEIICEHE L 72 & & O B OFHMEIE. by~ F— ViR
W/ 7H b 73 72 VEGERELT.7, I~ F— VIERRIERE 12.4. 7
L h7I/ T B13.3THY . bIY F—VIERE/ T2 T I T
x YECAHERE L S HABOMICHBEDTRO b 1Lz (Fisher @ LSD .,
WFNRD p<0.0000), T2 T F—UERRE/ TR N T I T2y
LA S G- RICE% T 5 £ COMM (HADOREDS [ L] it [
JE] 12T 5 F TORM) ORIREIZN 305 THY . ORI
HFEE L2 BB IS B U R0 R (B3R ADOREE DS [
B LS TE JICEEAL S 2 F CTOR) O gl 270 57 CTHh - 7219,
BRI S BLEIZ . 57.6% (76/132 1)) TdH -7z, FEITEHI. 1EHIR 39
Bl (29.5%) . Tl 18 B (13.6%) . ZEIED T 1281 (9.1%) . W&
9Bl (6.8%) THo7:17,

PR DRI 3BT % SR

- $e 51 8 IR & T Ol & OEEE OHEA
S pig | PHM | i | Fisher o
=R | (RN A | LSD B
kT~ F— ViR
- 17.7 18.5
TENTI/) Ty 132 .
R 2 4 +£7.91 (0.0:32.0)

b g~ F— )ViERRE 12.4 12.5

75mg 66 +8.36 | (0.0;29.5 |P<0-0001
FE LTI Ty 13.3 14.0

650mg B0 1 48707 |(0.0:30.5) | P = 0-0001
18. EESNEIR
18.1 YEFREER

18.1.1 FSVYE=IL

7 v MEx W7z n vitro BROAER DS+ T~ F— U IZ R RAEER

TIEA L. bI~ F= IV ROEEREHEY ML O u-F ¥4 1 FZHEEAN
DfEE. LIRS F=VIZEB /7 V7 FLFY) Y RSET b= 0D

LY SAAEERAS, SR IEMICBS 35 L E 2 551819,

18.1.2 7 h7P=/2JxY
T v be W nvivo i BEOMER, S, T NT I 72 VIEEICH
AR TIER Ly N-AFIV-D-7 ANTG FUBRZHEER I T A~
A PR E N L —BALEHRBEOMEREH, oo =28
RENLBEERRERZ &0, EREMICES T EEZ LN
Z)ZO)‘ZUD

18.2 $ER{ER

18.2.1 ¥ ADT7tFNaAY) VIFEEITAT L 7IIBWT, bTIT =L
WL 72 b7 37 7 2 Y OBFAKRIIGE, 74V Ra I 410k
LR OFER, MHENIZTA P v IO HET 5 2 EDRIBEN
722, 727210 b MIBWTEARAI O RN 28R EH IR S Tw
R\,

18.2.2 72 a Ny FHEiI%£T v MlZBWT, b I~ F— VIEERIE
(10mg/kg) &7+t b7 37 72 (86.7mg/kg) DU OFG-TIL,
[ FH 8 00 45 3EW B 502 Fe T IR T OSBRI
BRI E 7 O 7 1 =7 250 CHIHI L 722

19. B CRET BIBEEHR
19.1 b5~ R—JUIEEE

— R © b T~ F—)UIEEEE (Tramadol Hydrochloride)

1b#% . (1RS2RS) -2- [(Dimethylamino) methyl] -1- (3-
methoxyphenyl) cyclohexanol monohydrochloride
Ci6H2sNO2 - HCI
299.84
RETHBOFEREOH K TH 5,
REEKICHBD THEITFR T AY /=, ¥ /=) (95)
SAEHERE (100) 12T RT3,
REBOKEM (1-20) 1IFEEMEZ RS v,
b H3C\N/CH3

H

G
i
L 7N

* HCI

OH

RURIGRMEE
O\
CH3
Blop o 180~184T
19.27€hv7P=/)7xY
— k% FE : 72 b7 3/ 7 =~ (Acetaminophen)
b4 : N~ (4-Hydroxyphenyl) acetamide
7573 - CsHoNO2
T 1 151.16
R ARREABORKEUIEREOR K TH 5,
KEE AL /= VT s —) (95) I2HETR3 <, Kizk
RETICL L VEF VI =T VITHD THEIT IS W,
AREEARERIE T NV 7 ARBET B

= S E o /©/OH
.

il A 169~172T

2. %
(PTP) 100 $& (10 $& x 10)
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