* 20234F10 H 2GT (BE10)

Bk SR IRAT
FREIE - 34

1BMRRE R RARaES
BIZE, MLJ7EEEREE )
Y N—JUVERRIE "7 b7 3/ 7z VEEEER

72ty hECEEE [EE]

TOARASET® Combination Tablets

ﬂlll%
Ul’r

1.

11 FENCKVEELFEEIPFRBI 2 ThhIH5EI0FE

BEL. 7ENT7I/ 7> D1EHEN1500mg (KF48)

BRI SAECREARET 35603, THHOICHEEESE

BRI cLE, EEICHKRETSE, (8.6 2]

12 KXRERSIR—IWRETENTI/ T 58 MNDE
B (—AEEREST) EOHFRICEKY., BEEREICES
BEINDPHBEND, ChODEJEDHAERITEZ &,
[13.1. 13.2 B ]

22 (ROBHICIFESLEW &)

(iﬂ]ﬂ'é,qé)

2.1 12k o/NE [971 SE]

22 7ova—)b, BEIRA, SEREH. 4 A A FESHDOX A
M L B2 dBRE [P R K OS] % FEAL
SHLBENDD 5]

23 £/ 73 VEMLEEE (MAO) MHEHR (L F1) CIERkE.
FHFEY AR, T4 53 RADIVERE) 2594
DFEFE, TGP R4E RN BE (101 ]

2.4 FI)V AT x VIR A 3 G- o B SIS R LA DL
NoEE [101 2]

25 BRICE VP ERlRN SN THu R WTAPARE UER
PEALT 2 BENH D 5H.] [91]1 SHH]

26 EELFEEOHLEE [EELWIFBY L2BETNDLDH
%.] [931 ]

2.7 KA DDA Ui DAL RED H 5 B [9.15 28]

(R DERE)

28 TAY) YWl (JEAT T A NV SBERHHIC X B RS
TEDFHTE) NI ZOMFEREOH LEE [7 A UhgE o5
EWCTOREY 7T 0D VARMEERPES L Twb EEx
55l [91.11 &)

3. #AR - MK
3.1 #H
WE4

N7 Iy MNELASE [EE]
18z
kT F— VIERRE
37.5mg
1§EH
TN TI )TV
325mg
ANAT—=AH N7 A, SRR A, K
JEZ L7 va— ) GRadAitd) . 257
VUEER AT A, bSO AO— A, ¥/ 0
T—V6000. &IV, BRfbF ¥ o, WOEET
1b#k, =ZbEk. v ooNay

BRI

R

3.2 BADHR

W%
AT
B

N7 F%y MEESE TEE]
TANAT—F 4 VT8

e}

SUE | FEh

0

BAEEEmAIEES
871149
ARES [23000AMX00704000
BR5eREiE 20184£12H
) EE-EMSEOFEICLYVERTL
7E % N7 Ity MNEAEE TEE]
HE (mm) 152%64
JE& (mm) 51
Bt (mg) 431
. N7 oty N4 EE
Sl PO R VHRHE TERTI/Tx

4. FHEEX(IZHR
A EA A NEEERI TIRERE L TRRBRICH T 258
OFED AttIBIERTE
Otrilg R D&

5. ZREXISHRICEEETY 2EF
GED A 1R R )
JRIK & 72 2 G B IR 22
7 AR 7 W & ATV
Lo

6. RiERURAE
GED AMEISIERTE)
HE L BNTIE, TALEE, 1H4REE RS9 50 55 MR I340E
W EZ22T 5 2 &,
B ERIZIE U CEENET 225, 125, 1H85EZ MR T
GLawZ b, T/, BERFORGIIMIT L EDET L,
Rk DERE)
WL AT, 125 & RS 5
B GBIRGT A EIIE, G HE 4R ELEZ2T, 12
FE, TH8SEA MR TG LAnwT by T2, RO (L8
BT ENET L

7. RERUHEICEEYT X8

2, LB - MERER, K AT BT
ARHNOFG- O BE 2 HEIZHMWT 5 2

GED AMEIRMER)
7.1 BEO#E
2'—<§'*x’jﬁﬂﬁu{ﬁ41_f“ﬂ’i’ﬁ1_b“(%)&ioﬁﬂﬁj‘%xﬂiﬁ‘ SNz
Eld. OB Y) R EREANOEEERE T2 2 L. T2, EW

T&&Uxﬂ%’a‘:% LU G- 0k D LB IEIZ OV TG
Z.> Z&,

7.2 5 0OHIE
RHNOHG- 2 EE Lk 7
PZZOIIRA NIRRT D 2 ko

*7.3 TX YY) YB3 2 OO & 5 B I L TR &35
ToHEE. IRgEE §5 2 &0 [9115 2]

8. EELREXNIE

8.1 AFNL. 158 M I~ F—VEEE (375mg) KUTE b7
I/ 7>y (325mg) EELGRAATHY., by F—ET7E
NP3 72 YR ORWERDEIT 2 BZ NN D L7200, #HY)
WARFI OB AT 52 &,

8.2 MFIZL NV EYWKGEZELLZ DB LHDT, BIg% 1401247
WV, EEICERST A2, (1114 B3]

Ro 7o Aid, BEHEROIEB 2P <

8.3 Eulv Mant:, Efﬂ%—@ KB DONDL I ENRHLDT, Bl
o iAT L L - MRS Ao e L TRl o B &

ﬁ*ﬂxa:ﬁ?éﬂ%& LCETHIOM A ZET 2% L, @z
BEITH T &

8.4 R&. T\, HilHEI R D2 2B 5 DT, KHFKGH
DO BEFIIIEBEOEZSEEHR L) B OBRIEIC R SR
FOEETLI L, B, ERMHEICL) BB EFRIZE - 7241
b s hTna,

8.5 JIYEE NHHALT A BENNH LD T, BIEL 17512479
s

86 EELINMENEIHTLIBINSHLOTEETLHI L, TE
N7/ 72y OIHBREA1500mg (AH45E) %84 EHET



BTS2 56 12 i I e 2 1T BB oiREZ
TBIRT L2, BHE TR ENRG T8 12Hh -
TUILEIIITEREREZ1T) S EPEE L, /20 WAHET
BT E CRHBICEEOREE TS ICBET AT L,
[1.1. 11.19 ZH]
8.7 SEIHANC KX 2 IR AL TIE % . WERETHLZ LI
HMEdsrZ e,

9. HENEEZEFIHEEHICEHTIE

9.1 AHHE - BMEEENH 2 8%

(hEEE)

911 TAPAZFEDEEMRBII_hSDEREEFEOHIEE. &
SV IEEREORKRETF GEEIME. RBEE. 7O -LX
EEYOBBRIEIR. PIRMELES) 2859 28E (BEICKY
THEEEBIFINhTOWEVWTALPAREEZRC)

KA FIIERE LR 5T S ko BBRIERFRTHI LN
Hbo [25 2]

9.1.2 FRIRIMFIIREEICH 2 BE
WP % B5R§ 2 BE DD 5,

91.3 BICHRENEEDH 28E
M H R B NED A2 R BZNDDH 5,

9.1.4 EYOEAIEMEKEFEERADH 5 BE
FE R EMOSFTIC, FRICER- TG4 2 2 & KM
ELRT 0,

915 #EF A FEBEHICH UBBECREREDH 3 BE (FAFD
B UBBIEDBIEED & % BE %R <)

(27 2]

916 YavIRREBILHIEE

TEBRAS G R M % 3R 2 BZNDH 56
%9.1.7 HLEEERIIZOEETREDH 5 8E

SERDEAL I H R Z T BENDSD 5,
%9.1.8 MENDEERIIZOEETRENH 58E

JERDPEAL TR Z T BENDTDH 5,

9.1.9 HMEROH 3 EE
MM REREASEZ 5 2 L0 b,

*0.1.10 DEEEREOH D BE
SERAEAL S O EDPHES 2 BZ N0 D 5,

9.1.11 REXWENH 3EE
JERDEALT 2 BZ N 5. [28 ]

9.1.12 ZIA—-IVSEERE
JTEEED S H b I kb, [102 BH]

9113 B - EREBRE - BEEBEZ L2 TINE2FARE.
BRAERD S 5 HBE
JFEEENH S bR %25,

9.1.14 18mEKiBmDALH. EAEMIEIREFETIRERERX IEE LI
KEEFTHERE
T LnwZ & EERMIINHEIO) X7 58T 5 BEZNHH

Z.)O

GED AMIBMER)

%9115 PAEU KR GEXFO4 FMEEAERRICL2BEHR
TEDFEFE) R ZTOBREEDH 5 EE
KRGS, Ao T7X N7 37 7 o v 8 & v 7- i
FEETHI L, TAYY VR XIEZEORERO S L EET
. 7 b7 72 v OLIAB ) O AKHEIZ300mgLl T &
FTHIEEENTWDEH, KFNIIERIZT RN T ) T 0%
326mgE A L TWwh, TAYY UVIEDFIEICTORY 75 0
CABMEFADIES L Tw5 EE 2 SN, FERDSE(LIILFSE
BRI BENDSD S, [73 BH]

* 9.2 BiEEEERE

%921 BEENHIBEEHDIVIZTOHREEDSH DEE
HHEOWE., HGHBOEESEET S 2 Lo FERAEL
FRERTBENDDH 5. T2, EOIMAEEDE L. TRk
UEIWER RS 2 BF N0 D 5, [1662 2]

9.3 FFifgeEERE

931 EELHEENH2EE
HHLaWwWZ b, BELRIIFEZELBENED H, [26 2]
932 HEENH2EEHIWVIZOHREENDH 2EE (EELHITF
BEEDHZBEER)
JFHREDIEAL T 2 BEND D Do Tz, mVILHFIREE DS L.
VEH R OBITEH AR 2 BE A D 5. [1661 SHH]

9.5 1113

9.5.1 G AZIFIR L CW AT RetED H 5 Iz id, R EOALE
WD EmEE EE A &SN EGEICOARFEGTHZ L,
NI F— VIS Ba R P 2l L. B RIS s, BRIk
E R OSBERERE, L ONCIRIBIE TS R OB RE AT ST v b, &
7oy BIWERT, I P VIRESEIEE. B R OHA R oL
B LZ RIET I EPHRE SN TN D,

952 WEHMOLE~NDT LTI/ 72 v OF5ICL ) IEIRIC
BRGNS EDH 5,

953 TE M7 I/ 72 VIEIRBEOT v b CIRIBIZEE Ok
BRI T 2 PG SN TWh,

9.6 #iliw

DG SN TV 5,
9.7 /IRE
9.7.1

12mRiE DR

BTHLawnZ b I BW T, 12Rio/NETHEE ST E
B IFRIE 0 ) 2 7 p3E E 0GR D Lo (21 B

9.7.2 12U ED/NE

125 Lh L /NRI 9 2 IR O 42 R & L 72 iR 3R

I L T Zev,

9.7.3 M. PAEMEIRFEREFRERNNIERCMHKEEZHETS

MR

BTG L e & EELWRIMFEIOY) A7 38T 2 B2 hhD

Z;)O
9.8 =L

BHEOREEBIE L 22 HHEEICRG T 52 o EHEREPIT
LTwa 2 en% <, (- JRDSEIE LRWER 2SS 5 b

g

10. HHEERA

Fo< F—nid, FIZCYP2D6K UFCYP3A4IC X » TR S

o
101 BHFAZZE BFALEVLC L)

e kSR FRRAER - 5 E7: | WF - feRiET

MAORHEH SRENZ BTy b I L2V A58 56
LX) CHERRIE | b= EMEE L S, T AR
(7€-) WO, JEBG T oD =Y E
FHFY AV EEEH, KHRE| T2 EEZON D,
iz e T, A m—2x

(7TYVv27h) AL THIE) 2EG

Y7453 F AL AR (B

IVIERYR (/N E TN AN

(2774 9) BIE. B . MPULER

(23 ZH]

S (PR3 KoY
Ao R (R .
BILE) OEEZE
fER D #HE SN T
%o MAOPLEH] % #%
Hoh o B# 3#H5
R 14H DA o #
FlZEBEG LewE
bo T, REESL
ik 212 MAO FH 51
OG- &GS 5%
AliE, 2~3H Mo
MEZZETL 2N
LF LV,

FNVRA T U IENEE
(Yo7
[24 ]

HEBLEIR 2R T B
ENNDH L, T
SEIETEH AN 3 %
BENDD 5,

FU A7z vIEERE
RS oBE LT
PS5 R AR DA
DOBEIIIHRS L%
Wz kb,

uFt ¥Fr A K2k
NOFATHEIC X
%O

10.2 HiREE BiRICEET S L)

R 45 BRRREIR - 15 ETEE | W - el
F U A NEEA] R B A o AN R 0 | R R A A )
HRAR A 1) WA ] > 3 5k & 2R3 RTINS 1B 5 S L B
T ) FT TR BENED D LEZBND,

Sl

Ml EAH A5

=ERARPL) DFHI
‘o b= EHE
BN b=
FFEL D 5A A BH EH)
(SSRI) %

DAY K

tu b= 2R
($EHL. Wi, FE#,
IS, EBIA. K
SPEETUE, I
o — X A, T
NHoLbIbLBEN
Wb iz, Kl
BEAED fE Bk % Bk
SHELBENDD S,

FEIMA L2 A 703 54 5
RN SANY
ot b= rhE
HIHEEZONL,

U4 ) Ko JEER
19, W MAO R
TERC L0 MRy
VAR A58 R S A
F 7o, PR &
b= U ERT S
EEZLND,




Bk

FRARAEIR - F i 5

Wiy - fafri T

HINWNT LY~
T/ N)EY—)
/2 S N GV
TR

DR VR EV
AV=TTF

FIv F— Lol
IEEAPET LR AS
WEST D A HETE A D
60

ERAN (Y OF -]
O W EHH TR
REERFE S I,
TYbsNTI )TV
RS X 5 EEE

NFOCYOE 3.1 IO) IRV
R FEEHICL
D, PIXF—1L®
R RESN D,
F/o. TRENT IV
T rh b A
FON-7EF - p -
Ry F )43
~NORH AR E S

11.1.10 FERERRAE (BHEA)
11111 FRURIDE] CHEEA)
11.1.12 ZHFIEAMAEEESR GHZAH)

MIER & LC395, B A S, HIZIFR

PN ==Y
HE PRS-

DINAT]

JERR. FImBREEN. dFkEkiE ., A DoSERHBE AL ) B5
PEDEFE 2 BEGERDH S5bNE I ENH B, BB, B bl
A7 A VA6 (HHV-6) &0 A )V ADOFIEMALEZED & &A%
<L G HIRR L IE. BEG ITRRER ES OMEIRDTTIRD 5 \»
LB LT A2 ENHLOTEET A L,
11.2 ZDOOEER

I, T VIV
EEHRENTENT
I/ 72 ERAL
e IAAREER
Lt oWmEDLDH

THELRT D LD

DD D 5o
TIa—) v (FAE) | PRI AS A U % 3 AN LA 20
[9112 ZH] TN D 5B, ENBEEZOLND,

TV I — VERIC X
HCYP2ELIDFHEC
Iy, 7TENT I
ARV NN A
FON -7 F - p -

5o NI FR )43
~NORH AR E S
%O
v A BN AEH 258 50 3 | B AN
LBENDD 5,
7 =) YRPUEmA (I E S 7 u b o (R
TNVT ) v V¥ UM O MRS
Dy =) v ARPEL
K OVER % ¥iRd 5%
ZENDH A,
= T O R i EE | IE A
WL oRmERDH
60
F vy o VR \RFIOERIER % R ARF ORI BIT A
A FI HEELBENLED | vu b= SAEHABH
5o flasnseEzon
Z.)O
TTFVLINT 4 ARHFN O EIFER % W A DMER ST % u-+
RYF)Y HERLBENED | EA A FZHEEOH
bo 7o BEERE S TI=ZAITHS
2RITBENLED| 0D,
Z)O

IFZINVITANTY

TR NTI TV

IFZNVITANTY

I — V& A DM IREAME T 3|4 — VI BT 5
LBENDDH D, TN NTI )TV
OTIVy Ty B
FRESTLEEZD
NnNb.
IFZNWVITANI V| TN TI /) TV
F—=VOMPREENIFZF VAT
FEATLZBZNDED| V4 — VORI E
%o FHESTLEEZD
NnNb.
11. BlfEA

ROBWEHDH S bND I ENHHDT, BEE 51T,
TWHFRD S NG G dk L, R L 24T 2

1.1 EXEEMERA
11.1.1

°

&

avy. FF7147x— BHEAN)

DR, WS, AR, BRSNS DN D LAk b,

11.1.2 && (02%)

11.1.3 BFEEX (02%)
11.1.4 &KEFHE GHEARE)

IR, T R L BRI RGE A L5 2 LS
Do AHIOH I EEIZ BT, W, AN, EEE,
AIRAE, EIREL . R, BIER, /SN2 v 7 BE. KR, #%
B HBAOBFEEIE DL EDDH D, (82 ]

11.1.5 hEMRRIBILBMABIE (Toxic Epidermal Necrolysis :
TEN). RISHIEIRAEREE (Stevens-JohnsonfEfREE) . AMEASE
MRS HRAEE CHEEAH)

11.1.6 BEMRRX HEAH)

MUk, PPN ORI, ZEEA. T O BE SR SN A ITIE, R
PR, KIFBCT Mg~ — 7 —H ok % Eitid 5 2
o BEDFRD O NI G F ik L, BB E ARV E S
HIOPEG5EOMY R MEEITH 2 &y

11.1.7 BHEHBEX. SHBES (HEARH)

11.1.8 THEREOFR (BEAH)

11.1.9 BIERT . FFigelEE. BE (HEAH)

BIREIF 25, AST. ALT. y-GTP® LF&%1ES Fikneksds, &
HAHODLNEZ EDNDH D, [86 2]

o 1%L o -
5%LA k. 5% 19% A SHEERH
J& G Je O E RS
A U
i & OV E=Yiil
R E
3 T O BRI I E
AhEE G A
i e A MRAE RgE, XI5 |$E L. £
AE . AR
[ N )
DO¥. W
HH. A
KTy v Z.
A B
BE, T A
&
iR RREE |(E MR\ BREEE | FERIRTTHE, | E B 2
(259%) . # &R SRR LRk &R
ko v SEKCE . | EE . EE)
(189%) . B )b E | REE
i IR . A
b 7 3 @ .
AN RR
. P
[ o 5 MR SR |fhEE. T
B KOSk H A P
= EHg . (Al #x
e F
i iF NEENR . HE
iR
I i 5 HILE. 1F R E ., e
T SR
I ] - % [ 3
o K O e b g 7
i
BEEE  |E USRI | 2 T A | R R
(41.4%) . W& |98, %, US4, | GiehE
M (26.2%) . | EZ . | E B &
i MEAR R, Y .
(212%). H|% [ER N
APk B, AL,
LESMEALE
H I
JiF RH 8 S B | e A A
& B
B KO B2 ) EE |38 E. £IT
AL fE. BT
BB ONR PR |7V T2 v 2R
iz 5 JRy IR
& B E | B C8 . & B | EAE, 557, K.
O H 5 5 it B, S| mIIAE ., B, BER
FrhE FIE 5 AT




5%LL k.

1%LL
5% A

19 A1

B

NN AN
I CPK ¥
M. I R R
FHn.
b))
1) NHEIN.
M ey
v .
SR AR IR 1
K7 B
M B

T R B B
/IR
By, ~
TruLy
WA PR
Q=N VR UAN
Mz v
F = Y H.
M7 K
FESE N, 1
AN T

sz v
7=V,
1L e R B
A
A

Wl - G

op gt

N
LB A

B oo

13. BERKRE
13.1 fER
I =V OB GC X AEERERIE, HINH ., R,
Bl I, IMEIETH D,
TENT I 72 ORERSGICEIY, FHEEOBENDLD S,
/o, TRNT I 7 2 OEERG R B - O o
A 572 L DHED D 5o WEHGIZ LD ERERT. B
WEE,. ERORIR. O, B, BEK. BH. BTFSETH L,
[12 2]
13.2 ALE
BRALE & LT, AUBEREEE L. SEIRICIE U 22 B L JEBR O
BHAEITH Z &,
kT < F— VO 512 X 5 IFRIIHISE OEIR B b 5 4
Wik, FOFY UBEM AN D DN, BEEEEFET LB
FNDD b, T2, FITF—NVIEENICEDIZEALTRESIN
tfl/\o
TELNT7 I 72 OBERGIZEDERPEEDNLHEIIE,
TETFNIATA v ORG%EETAHZ L, [12 2]

14. BRHEDXE

141 FHFIZFEFOZE

1411 PTPAEOHFIIPTPY — b2 bMWY L TIRETA L)
/8352 &, PTPY — bORRERICZ X 1) . B S0 A B At
~HIA L, B3Il E B 2 L CHEFRIR 24 0 TS 7 & BHE % BF
BT DLIENH D,

14.1.2 NEOFORD L VINEET A L) RET L2 &,

15. ZO/DEE

15.1 FRER{ERICE D 15

1511 7 73 72 OFEBILEY (725t TF ) OEY
BHIZL), MEaFEFELRITI LD 5,

1512 BE L OERESZOBEZTEL L2 25, HU/LEY
(7=FtFr) BHlx M - KEIEH B RRAELS~
27kg. FRAMIIA~30%) LCW 2 AN EDMEDD 2.

15.1.3 JEA T 04 FUHRERA Z RS shTw s Eics
W, —EE R RIED RO Sz L OHERH 5,

15.1.4 EEHICCYP2D6DEED WHE TH L Z LA L Tw 5
H#% (Ultrarapid Metabolizer) Tid. 7~ F— L OiHMHEAH
WO MAREED LA L, HRHEORERAPS R LR35
BENDD 5,

15.2 FEERAREAERICE D 1%k

15.21 B LEw (7231 F>) OEYN - KEHG L-#dE
B, EEISEDTEO SN2 E OMEDNDH Lo

16. EMENRE

16.1 MARE

16.1.1 HERS
BEHEB B b7~ F— VIR 7R M7 3 7 = VIRASEL-38 (R I~ F—
JUHEERYE & L T375, 75K U11265mg. TR 7 3/ 72 (APAP) & LT325. 650
K 1'975mg) MBS Lzl &, BE5RICh0DLS, PIvF—L [(£) -
TRAM] B UAPAPIZHR IR S L, (£) -TRAMK APAPO IAE i1 Z
ARG L~ 205 ) I O LRERT L Conax V23 L 7215 & L2 KI5 ~D5.5WE ] K OV 31
Dt TRT L7z, WSEWOIEDTEIZHRILGIEEZR L, $/2. (£) -TRAMIE
TR PEERIWO A F Vb~ F—= [(2) -M1] cf# SR, (2) -Mloil
HEP R A G R 2B BT 12 Cmax |23 L 7282, 965K Ot 2 TR L 720 %
(£) -TRAME O (%) -M1O&HFGEEEE [(+) AR (=) K] oEyBiE
A= ZIFHBL T /2D,
) AHIOKBE NI R 325 Th 5.

PR N VIERRIE T b T 3 7 2 VEVESEL 35 2 BRI G L oL &0
% (£) -TRAM, (*) -M1KUFAPAPOEYEHE/ ST 2 — 4

Py b7~ RV iERE Crnax tmax AUCe tiz
/ APAPR 5 (ng/mL) (h) (ng - h/mL) (h)
. 1198 18 0382
1% (343) (05~30) (360.7) 51 (08)
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18 20) » (05~15) 8) » 28 (06)
. 92 10 389
APAP 25 @23) » (05~15) az4)» | 3309
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DWBIIRO SN LD o720,

16.1.4 EFEHESFERR
b7 Ity MiEASE [EE] & b4ty MiEASEE, 2 OAF—N—Ic k) Zhe
NgE (M~ F—)VIERRIE L LC375mgh U7t M7 3/ 7 x v & L(325mg)
AT AT RO S L ClEro I~ F=VROT R b7 3 7 = ViRE
BPE L, 35 NHEYBEE/ST 2 =5 (AUC, Cmax) 12DV TI0%IEHAX 112 THE
FHEAT 247 5 72459 log (0.80) ~log (1.25) DM T V. Wil o =Wy IR 551
DR E NI,

TS T A =5 (FT% F—))

HIENT A =5 LENT A=Y

AUCo48nr Chnax Tmax Tz

(ng * hr/mL) (ng/mL) (hr) (hr)
N7 Ity MiEEE [EE] 997.2+3709 160.6 =354 11+04 60+11
N Aty MEAHE 1008.3 % 376.7 165.7+519 11+06 60+12

(1$E8% 5., Mean+SD, n=24)



(ng/mL)
200 -
& VIR ASIEE]
- = Qe M7 ARy MILAHE
“ 1§E%Y5, Mean+SD, n=24

ERET—ZANTERE

0 111 1 1 1 ¢
0123 5 8 12 24 36
[
MAERSEPIRIENRS (T~ =)

FEMERE T A=Y (TLETI /) T72Y)

HEINT A —F BEINTA—F

AUCo360r Chnax Tmax Tz

(ng - hr/mL) (ng/mL) (hr) (hr)
N7 Ty MEASE [EE] 17220 =5158 4815+ 1407 10£06 39+16
T Aty MREESE 17270 = 4837 4826 = 1571 10+08 42+19

(15485, Mean=S.D., n=53)

(ng/mL)
6000
—I— M7 IRy LA $EEE ]
O T ARy ML BE
“ 14E%5, Mean+SD, n=53

% 5000

i
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(=3
(=}

3000

VENN 7 v~ F

2000

FETE

1000

T

&
0123 5 8

& —e
24 36
(hr)

0

12
IR H]
MR SEY R ERR (T2 T/ 72 )

MEEHEE I OIZAUC, Crac2E D85 A — & 13, Wl OBR, REORMAILL - 1
4 D SERGAF I X > TR A TTRMED D 5 o

16.2 DRYR

1621 BEICLIHE
BRI b T~ F—)VIERRIE APAPR & $E388™ (M I~ F— VHEMIEE LT
1125mg. APAPX L C975mg) #% Wil ik M OV 2RI 2 2 2 VLRl RE 1% 5 L 72
L&, () -TRAM. (%) -MIKUAPAPOEWEIREIZ I L 2 HE 2 HEIRD S
Niehpoizd MHEAT—%),

16.3 41
ISR J=F Se e
20% (in vitro) -5

16.4 X8
(%) -TRAMIZEIZHIRTCYP2D6IZ & D IHHEALHY (=) MUIHR# SN D, F72.
Z OO F 2 ACHHE R, I TOCYP3A4IZ X B N - A F vk, 7 v o a v fas
B ORALE T 5o APAPO T2 RIS, R CTO /vy by Rias. mikias
I NIZCYPIA2, CYP2EILUSCYP3ALIZ X AN-TLFp-Ny V' E ) V43I 0AD
BALR O Z D78 F 4 v HE&TH 56 10,

16.5 HEitt
R A B b T~ F—VEREE  APAPR A §E1~35E) & HERR IS RO~ 5
~ F— VIR APAPRC A $ELIIL 3288 2 1 HAR] (6IEN &) RIS Lz s
&, (£) -TRAM. (=) -MIRUAPAPO ZRRMHEMEE (H @ #5052 488F M, K
1 A A8 13 E MBS D182~203%. 94~14.8% % U25~33% T
B FHERORER G & A EBERO SN L h o720,

166 HENEREHTHEHE

16.6.1 FFigaERE

1) FSTK—J
B2 BH 1N b T~ = VIEREE S 7 VE50me % #E 4% 5 L 72 & & e A &
KL T M 9~ F—= VOAUCSEBEZ IZHIM L, ti2ldf2665 R Lz (44

FEANT—%), [932 ]

2 773/ 712
JFRE R B (R~ 4 © ofi), I D 501) ICT7 ke b7 X/ 7 = »1000mg % #%
OG- L7z & BERA & L ClER 742 b7 3 7 7 = O AUCa IR L7
L. tield 2R L 7212 (JHEA 7 — %), [9.32

16.6.2 BipEREE

1) FIvK—

B EEE (ZLT7F=r 2 )79 YA 80mL/minklF) 218012 b 5~ F— )Lk
fE3E100mg % FlRNE G- L7z & &L MiEH b I F— L Ot2 K FAUCS I BEFEA O
FNENRKTISBRU2ETH - 7219 FHEAT—%). [921 BH]

2 7EhPI/ T
R ERE (LT F=r 20T A 30mL/minblF) 13T RT3
7 = »1000mg#% fE %G L7z & & #58~ 24RO Mg 7 b7 I ) 72 v D
trol TR (4.9HER]) & R L C1L7RRIICHER L. AUCs2m D 19658 L 7219
(BHELAT—4)o [921 BH]

17. ERPRELIE
171 HHMRUREM T 555
GED APEIBIEEE)
1711 ERFE MHEHR
T LSS TV BB & BT S . JEA 7 0 A4 FUENS REUEH ORI 512 & 0 +455

(+£) -TRAM (02~10ux g/mL) K UAPAP (280 ug/mL) #J

7 R R S N IR EE 18T (b T~ F— VHERRIE APAPRL A& $E1E94
B, 77 L REEI3M) AR RIZ, FEEMT T I~ F—VIERRE  APAPR & §ElInl1~
288 % 1 HARZHE MG Lo, “HEEBRMINOBITREL Mz L2 B#HIS, P~ -
IVIEEE S APAPEASE X 7T 2R % T v ¥ ACE DA CARBES Lk &, =
EERT COEFMEATTE AN ML LANY METTOMBIZT T L RBEE
HB L bI~ F— VIR APAPELASEH CHBICRY» o7z (BT ¥ 7 HE., p=
0.0001) 5
JFEEMMORBIEMAFEHEIE, 79.1% (219/2776]) Th o7z, EREIERIL. E01256)
(45.1%) « fEIR776] (27.8%). WLHE76B1 (27.4%). FEBAS1H (18.4%). {7@htEe F v 44
Bl (159%) TH o719,

17.1.2 BRRBIRE5HER
R (R, ZIRPEBIEAE ., BT v~ F, S BRIk
B DRI A R M 70 &) (SRR B MR A A Ly JEA T 1A MY RBUR A OR%
502 &0 5 RS HE SN2 WERIOMZ M RIZ, T~ F— ) VR~
APAPRCA LI ~28¢ 2 L H AR, &1 L CIFEM N CRE528 MG L7zt &0
VASTED P, A8 065.80mmiZxf L T, HHEM2818121329.93mm IR F L«
Z Ot HES2HE E TIZ—EOMTHER L7z
FIVESEBLE X, 96.3% (183/19061) Tdh - 720 ERFIVEMIZ. HEL10261 (53.7%)
FERL7AGY (38.9%) . WEIET1B] (374%). FEitEo £ 5160 (268%). HHE38HI (20.0%)
TdHho7210,

(GhiiEth DERE)

17.1.3 ERNH MEHE
B T OBREE 53-8 2 032 & 3 2 T SEHL IR RSBl & AT Lo $hk TR & R0 2B
#3286 (b~ F— ViR APAPRLASERELS20]. b T~ F— VIR E66H]. 7
T M7 I/ 7 2 YBI300) AMRIC, SEEMTC NI Y F— VIERRIE CAPAPRLG
$E28E, b I~ F— VIEERIE7SmgXE 7 b7 3/ 7 2 v 650mg & Bl 5 Lok &,
G- MG F TOIADYFHEDMRH (KGR HOUFEL [FEx L] ~ %
L] OSBRE T, 0.5~8EH F TREFFIYICFEN L 72 & & O BFEH) oFHHIE, b
T K= VIEMEIE APAPR G EERELT7. M7~ F— VIERER124, 72 b7 3/
7z 133 THY . b TV F—VKEEEE  APAPRL A §EHE & & HAITE O M A 0
o 5N (Fisher®dLSDE, WL dp<0.0001). 72, bF~ F— ) VikEEE ~
APAPELA ST G4 12830 5 £ CORM GAORED [4 L] Ud [EE] cdek
T 5 F TORMH) ORREIZR305TH D . ZORITIIRPSTH LIZBE BT %)%
PRGN (BRIR A OREEDS [ JUd [HE] ICEBALT % £ TORHE) o
JftIZHR2705 Td - 720
FIMEZEBIEIE, 57.6% (76/13261) Tdh - 70 EREIEMIZ. BIR39G (295%).
8B (136%) . FEMED 1260 (9.1%). BB (68%) T - 7210 18,

S AHHEN

SRR OVIR I BT B SRR H

L5148 ] F T DI A DUGEE DA
SEFHI FRAT 15 ST il Ll Fisher®
+ R | (R k) LSDi:
N9 K- ViSRS APAPRAH 28| 132 1772791 | e 0
|5 F— LR T5me 66 124283 | o 5 | p<00001
FEFTI) T2 650mg 130 133807 | o 5 | p<00001

18. FhFEIE

18.1 fER#F

1811 FSTK—=JL

Ty ME R 7zin vitro REROKERED S b I~ F—=VIdP iR TER L, 5
~ F= VR OTHHERBIMIO 4 -4 EF A FZEENOFA, WO T~ F=Li k
50T FLFY YRt n b= OFR) AKHEERD, SERIEHICHG T2 L%
i%ﬂ%)m‘ ZO)o

1812 7€ bh73I/ 71>

F v NEMWzin vivo IRBEOFERS S TR NT 2 7 2 VEFEISTIRAEGR TIER
Ly N-AFNVD-T7ANTG XV BZHEERCT T AY v APZEEE S L —RILEFR
BEHOIEMER, BHoto b= o SaEE 0 Lz BN 2 ER 2 &5, $umiER I
HypeEzongm. 2,

18.2 $HfE1EA

1821 YW ADTLFNI) VFERIAT Y ZIZBWT, bIv F— ) VIERBIEE 7 & b
T3 7 2 OBRROHGAE. T A VRO T T AL BRI O, HFEMIZT 4 Y
CURIBEWIEIT A 2 EAVRIEENB, 7272 L. B MZBW T b7~ F— U
ST NT R T OMBENRBEREERIIER SN TH R,

1822 7V anNy MHHIZT v MIZBWT, PI~ F—VERRIE (10mg/kg) &7+ b
73/ 7 x> (86.7mg/kg) OPFIREIIES TIE, T RO &Y HAPE S 12 AT,
TR B L OSBRI B B B OSBRI 7 1 7 = 7 & R I L o2

19. IR ICET 2B{EFAER
19.1 h5 ¥ N—JUERRIE
—HE R kT~ F— VIR (Tramadol Hydrochloride)
124+ (1RS 2RS )-2-{(Dimethylamino)methyl]-1-(3-methoxyphenyl)cyclohexanol
monohydrochloride
(1 Ci6H2sNOz - HCL
1299.84
CHEORREOB K TH L,
IO THEITR T A5 /=), 57— (95) IERERR (100) 123
TR,
IR (120) (MR R & v,
et
HsCl N CHs

H

* HCI

RURGEERE

fil AT 180~184T

192 7 73I/71>
—fgm4fr T 72 b7 32 7 =~ (Acetaminophen)

1b%#:4 @ N-(4-Hydroxyphenyl)acetamide
53§31 CsHaNO2

grfat 15116

PR Ao EUIREREOR KR TH L.

AL =TT L 7 =) (95) IR L KIZRRETIZ L,
WV E—F VRS THEITIZ Ve
IKEEALT DU ARRIBICIET %o

VI
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P MARRER (~ 7 Aty MG © 20114E4 22 H KGR, HIGETERHT2E2.7.6.6)
EINE AR (87 A1y MECESE @ 20114F4H 22 HARGR, HIET R R
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