*20234E10AKET (8521%) B R R a A B SRR EES
2023%9HMET (BE1R) BRSBTS S ) 871149
NS R—)UEERIE - 7R b7 3 ) T = VELAEE
o — =" S
Bk EmERE I- = .E - I- E -
EAEART : 3 J J = £E YD)
TOARASET TABLETS
) EE-EMSOLSEIED AR E S| 23000AMX00628
HRTHZE IR7ERM|  2018%E12A
= 3.2 BEIDMER
1.1 AR KW EEBHBENRRTZ2BZNIHS Hi7e s b7 Iy MEASE [YD)
CEICEBEL, ZEMNZEZ /7O 1EHEBED IR - FIE WEEBOBEROT 4 LAI—F 1 > 7%k
1500mg (AEl4fE) ZHBISHECTRPKRSIS s —
SAICIE. EHNICIHFEESERRT SRS, 8 e 15 2mm
BICIR5TBHTE, [8.68H] - i
12 FEIERSTYR—IRBPERFS/TIVES Rtz #96.6mm
CDER (—RAERRE2E) COHAICEK JEE #95.2mm
Y, BEERSICERZBZINIHEBT NS, Th i 438mg
SOEREDHAZRITZDZ L, [13.1, 13.28 BAla— R YD941

Rl

2. B2 (ROEBHECFIRSLENTE)

Ghestd)

2.1 12k /NE [9.7.1201]

2.2 7 a—)u, ERRA. HEEAL. 41 FERA
RIZMEMEIC X 2 MhERE [TRMRIME
B OMRIMG 2B S 2 B8ENHDH 5]

2.3 7 I VEMLEE (MAO) EEHR (ELFU v
HEE, SUYFY U AVIVEEE, 7 10F I KX
VIVEEE) 2HREhoRE. k5 FhIE%14H
DiNoBE [10.1208]

24 FURXT7 2 VIEBEAREFOBE IS HIE
BIEABLAOERE [10.128]

25 RBICLE VA LEEASNTVWEVWTAPAR
Z FERPET 2BENDH5.] [9.1.13]
26 HEELFREOH2BE (EEARRE2LLBZ

n5H%.] [9.3.1%H1]

27 KA ORI UBBECBEERDO D B
[9.1.528]

(R DER)

*2.8 72U VIR (JEAT oA FHIEAERAIICE
LMBHEOHER) NIZF0HERDOH 5 BEE
[FAYY VIBBOREICTORY TSIV
KREHEERAPBEELTWVWSEZEZS5N5,]
[9.1.115H]

3. fHRE - IR
3.1 #8mk

fR7e % 77ty MEEASE (YD)

1889, FI < F—UIEMIE37.5mg. 7L +7 3/

AR 7 x »325mg

rEQIYFUS Y, kLu—2A, FILT 7 —{LF
YTy, zazxfnia—ANa, AF7 Y YEMg.
vFoXu—2x, v rud—), ¥L7, BltF¥
V. ZITERE#R. ALFooNay

Al

4. FHEENIFFHR
I A 1 MERRITHERSS T RRERIC S B

OF T Wka =k 33
OfRig#RD&EE
5. MEENIIFRICEHET HFR
GEN At IB IR R

JRE & 72 2 S EARE . DHEEY - M ERE., RFY X2
EEDIARBNZZEETV. AROBREOEE 2 EEIC
HHrg 5 &

6. HENRUHE

GED A TEIB IR

BE. RAICIE. 1R, 1H4ERO®E5T 5, B50ERE
TR BB B 2 &

B, RIS U GEEER T 545, 10258, 1H8#HEZE
ATHERE LW E, 7. ZEROBRSIIE#TLIZEN
HEFE L,

(thtEg DERE)

BE. RAICE, 1E2EEZREO859 5,

BB BIMEET 350, BESREZ4_ EZET.
1E28E. 1H8EZBATHRE LW &, Tz, EERKO
BEILBTFHZENEE LU,

7. FiERURECEET 3FE

GEN A EIBRR)

7.1 5 0OHEE
AER SR RAEAR ZBE L T2 BHFET 2R IE
SN VWIBAIL. OB ZIBEANDEE2 RIS
Lo T EHMITERRODE 2R L. H50RkEE
DRBEHEIZOVWTHETT 52 &,

7.2 50tk
KA OBEEZREE Lz Zo-BE&13. BEEROR
REFSHEOIBRLICHET ST &,

*7.3 TACY VIREB X ZDOBER D H 5 BEITR L TAH
259 55813, 1EI15EET 52 &, [9.1.1550E]

8. EELEAXRNEE

8.1 AN, 18EHIC 5~ F—ILIERIE (37.5mg) RU7T
th7 372 (325mg) 2ECEAHITHY. bT
YR=LEFPE NP I 7 2y WEOBEIERPRET S
BENFDH B0, BUICABOFHZMHETT 52 &,

82 HAICK VEMIREZELHIENDHLHOT, BEE T
STV, EEICRET AL, [11.1.4808]

8.3 ED. IEM. [FMEDERIH SHONEIENHBHDT.
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BREZ+ToITV. B - IBHICHT a0 E LTHIH
Ao Z. ERICHT 20K E LTE FRIOMRE%ZE
B 5L, WUAMBZTY>Z &,

84 MK, HE W, BHRHEENEZAZENDHHDT. KA
BEHROBEICITEHSEOEEREMBEIRE D B BRIE
ICREBSELZWEOIFEET A E, B, BFHHEERICK
DEHBEERICESHBHRESN TS,

8.5 BRYYEZ AFMALT 2B ZNAH 5D T, BEE I
752 &,

8.6 HEELEESHIT LB ENFHLOTEET LI &,
TEN7 I 7 D1 AKREN1500mg (KHI45E) %
BIEAE CEHRE T 2581 EHNIC I EREERE
2TV, BEOREZHDICBETS L, BHETR
L ELEHHET 2BEICH > TIXEHNICFHEERE
EFHENEE LV, /-, BHBCTHRETSEAL
FRRICBEOREZ T ICBET S L. [1.1,
11.1.92#]

8.7 EFBANC K 2B FEEIE T L, MEBIETH S
ZEICEETAZ L,

9. BEDEHRZEIBZEEICEAT I IR

9.1 BIHE - MEFREEDH D EE

Ghed)

9.1.1 TAhAEFEODERERKREIEINSDEEEREDGHSDE
B, HRIVFEEREOGKREAF FEIHIMS. KBEHE
. ZID-URIGEYOBBRAER. PIRERRE
%) ®ETEE CAEICKVTIREEFTNATV
BOWTADABEERL)
AFHBERIIBELZ TDITY 2 &, BERELZHR
THZENHD, [2.58M1]

9.1.2 FIRMFIAEEICH 5 EH
WRIRAME 2 R g B BE NN D 5.

9.1.3 BICEEEHEEDNH 2 EE
IR EI R BEBENED LR Z2RTBENDDH 5,

9.1.4 EYOERAXISEYHEFERDS 2 EE
BELEMOEE N, FARICR->THRET S &,
RIEEZECR TV,

9.1.5 #E# « REFEFICK UBSIEDEHEIRDH 3 EHE (K
BlDmS T3 UBBEDEIEEDSH 3 BEZRL)
[2.73H8]

9.1.6 YavIREICHZEE
TEBRAA D IIRINE 2 R T 2B 2N dH 5,

*x9.1.7 BB FZDEHEEDH 5 EE
ERDPENIEEEZETBETNNH 5,

*x9.1.8 MFDEERFZDEHIEDHZEE
ERDP B EEHZ R T BTN DH 5,

9.1.9 HIMEADH 3 EE
M/MEHEERE PRI B2 &N DH 5,

*9.1.10 IMEREREDH D EE
TERPB UL ODARESEET 2 8FZ N0 H 5,

9.1.11 fEZHENH D EE
ERDVPENT 2BZhAH 5, [2.85E]

9.1.12 ZILO— L ZSEEHE
FFEESH 5bhPT LR 5, [10.28]

9.1.13 {28 - ERETIRE - BREESICKLZINWIFFT IR
Z. BKERDSH S ESE
HEESHSDLNPLIT KB,

9.1.14 18K MO . FAEHEEIFRIFIREIRENIGE
ERMKEEET5EE
BELRWZ L, BEELRRINEHOY X7 5T %
BENDDH B,

GED A EIBERR)

x9.1.15 7AEVU VHRE GEXTO4 RMESERERAEIC K20
BREDFER) IZDEHEFEDHDEE
AF2RHVT, BHO7E 7T I 7z BFERAL
FHEHAMEERBI S E, TAEY VBEARIZED
BEROHZBEHETIZ. T T7 IV 72 001HB -
DORAKHARII300mglFETHIEEENTWVD
A RENXISERICTE N7 I 7 20 %325mgERE
LTWb, TAEY VIRBOFRIEIC O RY 750D
VABMEEERPES LTS EEZ SN, ERIE
(ERIIERZETBENDDH 5. [7.330]

9.2 BigEEEEE

x9.2.1 BEENHZIEEHIVEZDEHIREDHDEE
BEBORE. BREMRBOLEE2EZET 5 &, ER
PEANIIEREZETBEINSH 5. /2. BV
BELSES L. (EAERCEHERDSE®RT 2B 210 dH
%o [16.6.2%08]

9.3 FFigeEEEEE

9.3.1 EERHEZENH3EE
BELRZWZE, BEELERZEDZBIIADDH 5.
[2.620H]

9.3.2 fEENDH3EEHSIVEZDEIEFEDHIEE (B
BRIFEEDSH 2EE®RL)
HEN BN T 2 BENFH 5. £/, BLIFEE
RS L. (ERARUBHERPE®RT 28FNh7H 5,
[16.6.1%]

9.5 iR

9.5.1 @@ IFFR L TV AAREHED H B LHEICIE. BEE
OBEFENS G2 EE S SIS N B BEICO A
Egzrz&,
b R—=)UIZMGBRART 2@ U, $i4E RIC i siE,
BRRMRIE R OB SRR, I O HR RIS R OSERE D
WESNTWD, iz, BMERT. bI<R—ILiX
BEER. BIEERCHEROEFEICRERZRITT L
PHESN TS,

9.5.2 HEBHOLEADTE T I ) 720 DBEICED
BRICHIRENEZR T ENH 5,

953 773 7z VIXEREHOS v N TRIBICERE
DBREIGEZREITIEPRESIN TV S,
9.6 =Aw
BAZBISEHIE, PSRV, AHTABT
FTHIEDPHRESN TS,
9.7 INR
9.7.1 12@KmDING
BELRZVWIE, BHICBWT. 12BRED/NLTHE
T2GCHEEZRFEINE O ) 27 BBV EDORENH
%, [2.128]

9.7.2 12U LDING
12 Eo/NRICK T 2 EMERORLE2IEIZEE L
7B PRAER 1L SEME L T Wiz b,

9.7.3 iEiE. HAEMIERIFEFREREX(GEERMEREE
BI3NR
BELWZ L, EEGFRENEO) X7 2HENYT 3
BENDDH 5,

9.8 SEE
BEOREZBE LV oEBICKET S &, K
BEAETRLTWAZ ENEL., R - PRt AT LEIE
HAd6bhd 0,
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10. 18E{EA

FF < F—id, EIZCYP2DOKUCYP3A4IZ &L » TR

#shs,

10.1 HAES HALBWLI L)

EH 7

HRIRAER - 1B TR

WFr - fEbRE T

MAORZEH]
T LFY UIEREE
(z7E—)
FHFY AT
[iai
(7IL7 1)
VT4 FIRAY
VRIS
(7 74F)
[2.32]

SEICBVWT, ko
b= ERRE (85EL.
BB, B RIT.
EERFA. RERE
JLE. 347 a—X
A, THIE) 2&¢
PR AR R (R
T8, EiE, EE,
BHE, TEAE). MRORES
F (FEmEiE) Ko
DI EHR (KM E.,
EIE) OBEEZE
fEAPHESh TV
%, MAOFHEHI % #
SEhoBENEIRE
FIEB 14RO B
FlcdgsLazne
Lo 2. ARHEE
k4% I MAORHE A
DOHGEBIBT 515
A3, 2~3HM®
[fEE R TR EN
HFE LW,

ARV R F A HE 5
SEh. F, R
Botub=r»E
BesLEZON5.

FILRA T = RS
U Zru
[2.42H8]

BREREZRCT B
ENNDHB. £z,
SERIMERSEET 2
BENDDH B,
FILR T x VIEREE
EREHOBE X
B 5% AR DA
DEFIIIHRE LR
wae&,

uAEFA FRES
~NOBEHMEL &
2o

10.2 HAZER (HAICERETS L)

SEHIH % AR - B W - fERET
FEF A R B E O KR S0 MR | FpAR SR 0 R £ Y
PR e A I ] Ak o %R | HMKICHERS NS

T )FTIVR|BEAND S, LEZ6N%,

S|
HERRSE R %
ZBRRHS OA o b= 2 O%E R BE | HEANA ISR 2SR
‘o b= RS ($EEL. W, HE. | Sh. 72, PR
BRWEo b= | ®F EBERA. K| Boto b= UaE
BHROAABEA | HEETE. I47 |BIT2LELL6N5,
(SSRI) % O—XZ, FHI%)

IESUR BHEDNBEBETN ) 35y poIEER
MbhB. T BB gy ArmlMAOE
RAFO BRI LA |\ pepgic kv e
SEBBINEDD. ||z (kR p B S N,
F. FRHEROE
O r=UHPERT D

EEZObNS.
ANNZTEE Mo F—omd | Zh s DEH DA
Tz INLVEY =)L | BESETLEAY | #BERFEERICK
TJr=hY BETAHAEEFH | D, FITF—LOD
TYIRY %, R#HPEES NS,
V77 ¥ gy TNODEA |72, TEMNT I
AV=T7IR ORHEHAZETCEN | 7z v oFEE%R

R#pEEI/FES N,
TE¥NTI TV
R#tic ks FrE
2HEURIL B E
D|ENDH 5,

BON-7EF)-p
RYIF ) ALY
~NORBOEE S h
%,

A%

AR - BT

WF - fElRE T

FLI—)L (8RIE)
[9.1.12%H]

MEIRMH 2S£ C 28
TNDH B,

Fiz. TLa-LE
BEMKENFTENT
I 7zv%RAL
e ZAHAEER
ZLIEOREDP D
%o

AN 1 VR B A HE R
EhdEBEXOND,
7T —IVEERIZ K
5CYP2E1 DFF#IC
0. 7ENT I
JzrhbFElE%E
BON-7EFIL-p
APV I SN

ANORBHSRES N
%o
Fovv HEICERP R T | BEAH
HBENDD B,
7<) oRbuEnE | HIZES T a b o | EERE
ILVT 7)Y VEVHHOEES
DEAIVE X 83 ii}
RloEH %289 %
ZENH B,
TIFT IVIF T U HEIF | BEAH
RUL-EDHED D
%o
Ay F o bhuriE | RKROEFEERZR | AR OFRICBT S
[izvieitky] FIEEIBENSD |t b=V ERAST
%o flshaseEroh

Bo

TFVINT 4
RYFIT &

A H O $EE 1 F % BB
HIELIBENDDH
%o Fio. BIEREMR
ZEZITBENND
Do

KB PERT 2 pn-F
B A RZEEOR
PBTI=ANTH S
Ao

IFZNIRALTY
I — IV EHRA

TENTI) T Y
DM HFREPETY
2BENDD B,

IFZILVITAITY
F—IVFHFICBT S
TErTI) T2V
DTV a L EBEAe
RRETRHEERD
N3,

IFZ)LVIANTY
F =L O M E A
ERI2BENND
%o

7M7) TV
FZTF=ZILZT AT
VFA - LORERE
RHETZLEEZD
ns,

11. BIfEA

ROBEIERADPHE5DNBENHZHDT, BEE+7IC
T, BEPRD SNBa I3RS ehik L. B
WBEZITH &,

1.1 EXBEIEA

1MAAvavd, PFI7453Fy— BEEARH)
PRIRAEE, WIS, MEFE. SRS DML

EWH5,

11.1.2 &8 (0.2%)

11.1.3 E5EK (0.2%)
11.1.4 {&KF4E (BEEARH)
FEHAEARIC, e BHRER B RIRED £
CRZEDHB. BRROFIEIIBERICBWT., &
M, AL, WA, RNIRE. EER2. Bl B
R, 8=y 7R OE. ERE, BRSO

BAPELDIENDH B, [8.251]

MAShEMHREIRFERMABEE (Toxic Epidermal
Necrolysis : TEN) . FREHSRIRAEIRS (Stevens-
JohnsonfE{RE) . SMENRMRBEIRERE BEA

i)

11.1.6 FAEEM4AHR (SHEEANEA)
WK, PRRREE, FE MEOREFENRO SNB
AT ERPITERXRR, ECT. ME~—7—%
OREZEMT 22 L. BENPRO SNIBEITIIRKR
HamibL, BIBERERLEVRIOBRSEOHEY) 20
BzTo2 &
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11.1.7 EENER. SUBEE HEAH)
11.1.8 RS FRAEDFEFRE GHEARH)
11.1.9 BIERTR. FHEEERRS. BB (BEAH)
BIRERF#¢. AST. ALT. v-GTPO LR %S
HEEE, HEFHS5DNDEIENDH L. [8.65H]
11110 FERERIRAME  (SHEANE)
11111 ORI (SREANER)
11112 ZFRIEBSEEREE GEAH)
MEPER E LTHRE, REHF A SN, BITHTHEER

==

=

U oNERERR. BIMBRIEA. FERIRES. R

Y OSERUITS & 5 B F IO B BEIER 2 S 5 b

N2 ENH%,

B, EMALRZITA N6

(HHV-6) D7 A4 VAOBEEMEILZES &7 %
<\ HBEHIEZRORE., RE. HREREFEOERD
HBRHZ2WVWIIBEALT A ENDHIOTERET S

Eo
11.2 Z0fthDEI{EA
o 1% o s -
5% E S0 1% ¥ SEEEANEH
EYYRE K O BERER
A HE
MK KoY Hifl
VINRIEE
R# R % BAAR = Hg I E |
HEE B IUBEE
s RHRARE A&, KH | $El. 2%
fE. MR
BENIE. D
DR EW
BLAE. A
RF v 2.
BE, A
=
MREREE | 1E AR | REEE FRERTRTUE, | JE B K3 .
(25.9%) . BEMMK ., | FXK, 5
FEIHED E FERE., | BE. EH
) BAORE., | EE
(18.9%) RE. HA
EELES LEp=Sr N
55 4 T b %
R, R BE
b
R REEE fielE ., A
BR U % I=IV NN
PR BB, [
HHE N
DR BiE TEENR. 38
i3
k=162 BILE. 1F EIMLE, #2
) SEAE AR E
L2 E= N ] T M R
% Ot e )
fRE
BhakEE E O | BB, T | MR A | WE T R E
(41.4%). |OW%K. O|K OB%, | GiFE
1} M NER, H B ERE.
(26.2%) . |t AR, B |IE & & 56 .
fF | & BiEE. &
(21.2%) B AL,
ERNRE LERHEE
HA I
JFF FELSE R B | F B RE AR
= BE
B2 8 B O 2 | 2 5 FERE RE. Z2F
TR E fE. BT
B UK B PEPR IR 2 TILTIVI|ZR
fRE R\ FREA

1%Lk

5% E Sk 1% SR
EHRER | BRER FiB. R | ARG, | . K.
U5 R BLOFEE | EJE. B R, BN
F3: TFE % REMGRF
R FERD .| FRIREE

MHACPKH | . H 1Bk
MR RR . A
FEmM, M| Er0E >
FhYZY RS R
Ty REM. | ' A BT
iR AN A e
vy . | F= .
PRAILRGHE. | L7 R
FREZ Ry | g, i
MR AINRLELIE
me7 vy
F= 2D,
1ML PR s
m. R
B R

BE. T E B - ERYE
RO E &
PHEE

13. BERS

13.1 B4R
PSS R—ILOBERESICK B EERERIZ. FRIL
il FEHR. SRR, REREE. MELTH S,
TEXE7I) Tz OREBHREICED, FEEOBEN
BHb. £ 7TV T IV 72 V0OBERSHICH
g - B - DEOEEDSE > EOWMEDNH S, BE
BEICE 2 ERERIZ. BBBEE. B8R, B,
EH, BRRE. BH. BTFETH 5. [1.22H]

13.2 08
BREME L LT, [BEEHERL. ERICE U egEs
CEROBEHEZITHZ &
F I R—ILDBEHGIC K 2 RRINEZEORER S EED
NBEARITIZ. FuFV UIENLREEN D SN, il
RIEZFERITHBENDVH D, /2. b I F=ILILE
fickDIFEAEREESNZ N,
T rT73I) 7 OBEBHREICKZERPEDNSE
B, TEFLIVATFA o ORERZEEBT S &,
[1.2508]

14. BRALOZER

14.1 FRIZMFOER

14.1.1 PTPEEOHEANIPTPY — b2 5D L CRAT 5
EHIEETHI L, PTPY— FORMBKICK D BELHE
AED REMBEARIA L, FICEZA 2B T U THEE
ARFEOEBLAHELHETHIENH 5.

1412/ NEDFOEDP B VIICRET 5 K 5HET 5 &

15. ZDDFE

15.1 ERARERICED < &R

1511 72 v 73 72 OEMLEY (7zFEF>) O
BHHEGICED, MEBEREFEEZREIITIENH 5,

1512 B2 RUBEREEOBELZHE L2 25, HELE
M (7xrtFy) MEEREY - RBICHER F: &
IRF&E1.5~27kg. RAGIRKA4~30%) LTWizANR
ZVWEDOWMENDH B,

15.1.3 R T u 1 MEHKERA % RERSshTw bl
IZBWT, ~BRERESRD N EOBEND
%

15.1.4 EEMICCYP2D6DIEME BB TH S Z L AL T
W5 HE#F (Ultra-rapid Metabolizer) Tid. +7+
F—=LOEEREY O MAEEDS L7 U, FRIRINHS
DEMERANPRBE LT L5BETNDPH 5,
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15.2 FEERARGEHERICED < 1R
15.2.1 UL EYw (7 x+tF ) ORM - KBRS LH
WMERT, BEREVBOONIEORENH 5.

16. EYENRE

16.1 MOGEE

16.1.1 EERS
BEBRABEICN S R LIERBE/ T N7 3
7 VEASEL~35D (M F—EBEE LT
37.5. 75Kk T”'112.5mg. 7t + 73 /) Tz
(APAP) &L T325, 650%0f975mg) #* BiEFEO
BEL-EE, BREBICPPDET, FITF—L
[(+£) -TRAM] B UAPAPIZE= A1 RIS L.
(£) -TRAMKE UAPAPOIMEHEEIZZF N Z i
%591 ~ 2B R O LRI CmaxiSZE L 2%, %
NZNFK5~ 5.5 R OFI3R R DOt 2 TIE TN L7z.
EYoEMERIIHBRAEEZR Uz, £z, (£) -
TRAMIZESR 2 ICTEERBHO -RAF IV b F< F—
U [(£) -M1] icRBfsh, (£) -MlomigEhiEE
BB ERK2E/ICCmaxITE L%, N6.5BE O
ti2 CETR U, M8t (£) -TRAMEO (+) -Ml1
DEFEBEEE [(+) FRY (=) K] omiErE
FEHERS Ny VSR BIRE /S5 X — & 3L L T W /zh,

b T < ¥ —ViERIE/APAPRCA$E] ~ 35 & BERE KR 5 L
& EoMmEEHR (£) -TRAM. (£) -M1KXUAPAPOEY
BFISTA—%

R b R—ViEME| Cmax Tmax AUCo- t1/2
/APAPE&$E | (ng/mL) (hr) (ng+hr/mL) | (hr)
15 119.8 1.8 938.2 5.1
7 (34.3) | (0.5~3.0) | (360.7) | (0.8)
(£) - 25 263.8 1.0 20043 | 5.6
TRAM i’ (45.6) | (0.5~1.5) | (580.5) | (1.0)
35 4245 13 32743 | 56
(146.1) | (1.0~3.0) | (1070.4) | (1.1)
18 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
M1 ’ (24.4) | (1.0~4.0) | (142.2) | (0.9)
356 95.7 1.8 10838 | 6.3
(26.3) | (1.0~3.0) | (224.3) | (0.9)
18 5.0 0.8 17.1 2.8
’ (.02 | (05~1.5) | (4.8)b | (0.6)
9.2 1.0 38.9 33
APAP 268 (2.3)2 | (05~1.5) | (12.4)> | (0.9)
i 15.1 0.8 62.3 3.3
E3
35S (4.3)2 | (0.5~1.5) | (18.1)> | (1.0)
(n=8, ¥ (FHE{FZE). Tmax ; HI{E (HFH))
a: pug/mL
b: pg-hr/mL
16.1.2 RiE#%5

EERRRA B b T~ F—IVIEREIE/APAPEL & 82110l
13288 (P ~v F—)UEBIEL L T37.5XI
75mg. APAP& L T325Xi3650mg) =1H4[E (6
BEZE) REBOKRS (< F—VIERIE/
APAPECESELSE : SHE. bI~ F— VIERRIE/
APAPECE$E28E : 3HM) L& &, miEsp () -
TRAMEK T () -MDBERRERORSHB%RAS
W TIC, F-MARPAPAPERE 3 REROH 55
IR 24K E TICEFRRBIGEL THB D . BEMEIEIER
»ohkeh -7,

b R—IVIEEEIE/APAPEL&$EL R 1 12288 % 1 H4HE (6
B L) RERZRO®KRS (b5 < F—ILIERE/APAPE &8¢
188 : 5SHR. bo~ F—)ViIEMEIE/APAPE & 8E24E : 3H
f) L EoRKEBESHoMmES () -TRAM, (%) -
M1KUPAPAPDOEEYEIRE S5 X — %

b7 R-MERE|  Cmax Tmax AUCy-. t12

MR erEsg | gml) | (0 | bgeoml | Y| (oo
15 290.6 1.0 11412 | 1.3 | 6.6

(£) - ’ (72.9) | (05~15) | (265.8) | (0.5) | (1.0)
TRAM Py 542.6 13 23558 | 1.3 | 6.5
7 (114.4) | (10~2.0) | (533.3) | (0.3) | (0.6)

15 78.5 13 3252 | 09 | 7.4

() - : (18.7) | (05~60) | (88.0) | (0.1) | (1.4)
Ml Py 142.0 13 666.6 | 09 | 6.7
: (29.3) | (05~20) | (103.8) | (0.2) | (0.9)

15 6.7 05 17.4 1.0 | 43

K 6)2 5~1. 8)b 1| @

APAP (L.6)2 | (05~1.0) | (2.8> | (0.1) | (2.7)
25 11.0 08 304 | 09 | 33

K (2.9)2 | (05~15) | 49> | (0.1) | (1.1)

(n=8., FfE (FH¥EMRZE), Tmax ; HRE (HFH))
Ra: BER (RSB DAUCH  /HEHESEDAUC)»)
a: pug/mL
b: pug- hr/mL

16.1.3 BBSIC LB HE

R ABMEIC b5~ F— VIERIE/APAPE & 5825
(F5v F—LiEREE LT75mg. APAPELT
650mg). +I v F—)LERIE2H 7L (75mg) X
IXAPAP 277l (650mg) %7 N2 hBEE
BELE-EE, FIv F—JUEBIE/APAPR &E%
BELIEZD () -TRAM. (%) -M1KUAPAP
DIEYEREIINT X —F 11X, b T~ F—)VIEBEKR
APAPR ZNZFNHMTHRE L L & LERDEZE R
L. (£) -TRAM. () -MIKXUAPAPOHEY#)HE
12 h I~ F=IUIERIE N APAPOE & IC X 2 E X

BHONZP o2,

16.1.4 £ FHEIF MR

(1) b5 R—)UIGESIE
F7 Sty NEEASE [YD] &bty MEAEER
JURF—=N—IZEDZENZFTNIE (FFTF—L
WgE & LC37.5mg). BREIRAE 244 1 M
EREO# S U TR R LEREZHE L. 55
Ni-EYBRE/V5 X —% (AUC. Cmax) 1220\ T
Q0% BHEXEEICTHREIEITZIT > 2R, log
(0.80) ~log (1.25) O#HENTH . WA DOEY

PHRFESESHR SN2,
HENRS A —% BENT A=
AUCo-24 Cmax Tmax t1/2
(ng - hr/mL) (ng/mL) (hr) (hr)

PTTEY T | 655.66+173.52 | 93.46+17.06| 20 | 487

Bi&$E( YD) +0.70 | £1.01
rSLty b 1.63 5.22
+ +
FLgE 646.30+162.20 | 91.11£17.98 £0.68 | £1.80

(P1gfE + HEERZE. n=24)
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R EE

(ng/mL)
120
100 —— 7Tty MEEESE[YD]
80 a— MLy ML A BE
60 (CFHE L FHERZE. n=24)
40
20
01234 6 8 12 24

#e5%KR (hr)

MAEHEEN FICAUC, CmaxZn 85 X —4 13, #EEOBIR, (kKo
BREUEIE - BRRSEORBEMEIC L > TR SN H 5.

2) 7eb7=/7zY

F7Sty bEEASE [YD] &S aty MEEHER
JURAF=N=1FIZXDZFNEFNIE (T T I
7 x> &LT325mg). BERAS 244 IR B
BOKES L ClfERRE(LEBELZRE L. B850
oY ERE/)CS X —% (AUC. Cmax) IZ2oWVWT
0% ERRMEIEIC THEBEM £I1T > 2R, log
(0.80) ~log (1.25) O&EENTH V. WAIDEY

ZHEFEPHET I NG,
HEINT A —% BENGRA—%
AUCo-12 Cmax Tmax ti2
(ug-hr/mL) | (pg/mL) (hr) (hr)
F7 Sty b 0.92 2.84
S8 YD) 17.7244.00 | 547157 | [0 | [0
FS Aty b 0.81 2.79
- 17.94%475 | 5.75%2.03 | "\ | (45
(Ml = 1SR ZE. n=24)
(¢ g/mL)
8 -
7 —— N7 Tty MEASE[YD)
m ©f o MLy NEROEE
&Sy (TH90E £ BRER, n=24)
w4
B o3l
2 L
1 (1A
0 — . . .
0 1 2 4 6 8 12

BE&RER (hr)

MEEFREENICAUC, CmaxZF0/87 A —& 13, HEEOBIR, Ao
FREXEIE - RS ORBRSRMFIC K > TR 2RSS D 5.

16.2 TRIX
16.2.1 REICKLBHE

BERAIC N~ F—VIERBIE/APAPE & 8E38E D)

(T~ F—VIEMIEE L C112.5mg. APAPE LT
975mg) ZEEMAERKXUCEERICENZNHREE
H#5L7z&&, (£) -TRAM. (%) -MIRU
APAPOEMBREICERICL 2WE X B IR DN
who7d GEAT—%).

16.3 5310

bt MEEAEAE D (£) -TRAM (0.2~10pung/

mL) EOAPAP (280ug/mL) #20%4-3 (in

vitro )

16.4 {8

(£) -TRAMIZEICHE TCYP2D6IC & 0GR
() -MLIcREEND, £z, ZOMOTE 2 AHRE
. B TOCYP3A4IZE B N-iAF UL, ZLrna

(©6)

16.5

16.6

VBRAERUORBIEAETH S, APAPOELRRERRE
. FiEco 7 Vv rBiads. RBaaikvic
CYP1A2. CYP2E1 KU CYP3A4IZ L BAN-7EF -
D-RUIF ) A IVANOBILROPEDTNY FH >
i TH 5010,

Heitt

BERABEIC NS~ F—IUIEREIE/APAPE&8E1 ~3
FED ZBOREOKRE RV N5 < F— )LIEEEE/APAPE
H8E1E1 I328E% 1 HAm (6B &) RERO®RS
L7z &, (£) -TRAM. (%) -MIXUAPAPDORHE
FRepEEIR (B @ % 554800, K8 RKREE5R
A8W5M) 1Z. TNFIhFEE5ED18.2~20.3%. 9.4~
14.8% K% 0V2.5~33%TH V. BEBRUOREHREICEK
BEEITD NG, -7,

HEDERZAITIESE

16.6.1 FFikHEERES
(1) Y R=Ib

FEAERHZL1HIC b5~ F—)UERE S 7t )1 50mg
EREOBEG L&, BEEASHKL TEF - Z
¥ F—JLDAUCo- FFEZFITHEM U t1,213592.6651C
ERELZD NHEAT—%). [9.3.228]

(2 7ebr=/7xY

e ERE (BE~HEE . &E 561 I
APAP1000mg% RO E Lz & &, BERA & B
L CIEEHFAPAPOAUCo6IZFIL.7MEEM L t120&
F2BFEER L7212 MEAT—%). [9.3.221]

16.6.2 BikielRE
(1) FSYER=)b

BHiEERE (FLT7F=VIUT IV 80mL/
minBlF) 21402 b 5% F—)LiE#EE100mg 2 ik
WHERELEZ, MEHR I F—LDt1 2K T
AUCo-« lJBERRADZNZENTRATLSERT25T
Ho7:1 (HEAT—%), [9.2.1218]

(2) 7ebrP=/7xY

BiiRERE (FLT7F=0 YT IV 30mL/
minllF) 1361ICAPAP1000mg 2R OH%E L7z &
&, HBE58~ 24K RIHBOMBEFAPAPODL 2L BFRARA
(4.985FE) LHEELTIL.7BICERE L. AUCs.24
LILIMEEML 1Y GHEAT—%). [9.2.1208]

F) ARlOERRS N1 EEEHRIE2ETH 2.

17. ERPRREE

17.1

BAERURSEICE T B3R

GEN* AR IR
17.1.1 B MAEEER

BEE X BT BIEE S B S N, XTI R
WA DRI 510 & 0 +9 2SR 5
mWBHEREHE187H] (T~ F—ILIE#IE/APAP
B & HEREOAR]. 75t ABO3M) 2GR, FEH
TT Mo - LiERE/APAPR & SE1[E 1 ~ 258 % 1
HAEERMES Lzt —EERIAOBTHE 2 i
Fo LT, b5 v F—LIEME/APAPEI &8 X
B7TERES Y& LICEHD R CARRBRE LTz &
E, _EHEM T COEBMRA 7 E2ARV P ELE
SRy NREETOMMIZ TS L ABEE B k5~
K — LR/ APAPR &SR CHBICEP - 72 (1
55 > 7#5E. p=0.0001).

FERMOBIERRERRIE, 79.1% (219/277F) T
BHo it ELEWEFIE. BO1256] (45.1%). AR
TTH (27.8%) . BHT76H (27.4%). {ERS51H
(18.4%). TFBIED F VLA4H] (15.9%) TH- 7219,

17.1.2 BRI SHER

HERE (BEE. ZREBEE. B v~ B
FRRERERRRE . ARRE R M. BRI MR E
RIERE) IS BEREEA L. FEXT oA NMEHE
RIVER OREREGICE D+ LB RPE S M
WEF10M ZXRIC. b T~ F—)UERIE/APAPK
AEEllE] ~ 282 1 HAE, EEHEKL CTFER T TR
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ES2EMIRE L& ZDOVASEOFHEIZ. Bigis
HD65.80mmicit LT, HEHH28:E121329.93mm
IER L. Z0%. IBBEHS2EE TIZIE—EDETH
L7,
BIERFIERIE. 96.3% (183/190f1) TH -7z, E
ZEIERE. BOD10260 (53.7%) . 17441
(38.9%). IEM:7161] (37.4%). HEHHED T L514H4]
(26.8%). 1HEAR38H1 (20.0%) TdH 710,

(R DOERE)

17.1.3 BN MEHEER
B HIBR S OB 53 1] 2 WA & 9 2 TSR AR bl 1k ok i
EZHEATL. HREBRERE 2RO - BE328H (+F~
F—IUIEEIE/ APAPEL & SEREL320]. T~ F—ILiE
EEIERE66M4]. APAPREI30M]) 2RI, —EEHT
TbhI< F—VIEBIE/APAPE & 88288, bT v F—
LA 75mg LS APAP650mg % Bl 5 L7- &
&, REZSEME TORADWUEBEDHBM (BS54
DREADREEZ [WERL] ~ [ZEWE] OS5
BET. 0.5~ 8K £ TRIFNICFHE L7z L 2D RHE
fH) OFHEIZ. I~ F—IVIERE/APAPE &8
B17.7. b~ N—)LIEMEIERE12.4. APAP#E13.3T
HO. I~ K= )UIERRIE/APAPE & 888 & S HA
BOBICERZISRD 517 (FisheroLSDE, Wi
nHp<0.0001), F/z. bF~ F—)LIEMIE/APAP
B8R 58 ICENT A2 TORE (BARAOEED
(U] ik [BE] ICWET 5 F TORRE) ok
B30 THY. ZORIEBIEFELZBEZEICB
BRI REFGRE (BRIEAOREN [FEE]
i3 [EE] ICELT AL TORE) OfREIZN
2703 TH o7z,
BITEFRBRIL. 57.6% (76/1326]) TH-o7z. E
TEIER X, HER3961 (29.5%). E.D 184l
(13.6%). B#HEDFE V124 (9.1%). MEHOHF]
(6.8%) TH-717,

R OERBICB T S EBMR

B 5 1%8 M E TORADNEE DR
w fEtT -
SRR il SEHEE gLl Fisher®
HEERE | (& &L LSDi
o R || 177 185
/APAPRL&E25% +7.91 | (00;320)
5 F— LR 12.4 125
75mg 66 | 4836 | (005205 | P <0:0001
133 140
APAP 650mg | 130 | 15067 | (00305 | P <0:0001
18. ENEIE
18.1 {ERKRF

18.1.1 FSY R=JL
Ty MzEHWIn vitro i RBORKRE» S5, b=
K=V RERERTER L. b I v R=ILRUTEE
REPIMLO p-F EF A RREEAOFES. LI b
FIXR=NICLKB /L7 RLFY VRO F=2D
HEDAABERRD . ERERICESET 235215
;hélS),w)o

18127t hN7P=/7xV
Zv bEHWZIn vivo RBOER» 5. 7 b7 3
J 7 2 VIIEICHEEERTERAL. N-XF)L-D-7
AT EVBZBMAROT TAY » APZAEMEZNL
c—BLERREOMEEER. Bloto b= V2R
BEN U-BBENZERZED., ERIERICEST S
EEx2 5h 52020,

18.2 $EE{EM

1821 YT ADOT7EF NIV VERTA D TIZBVWT, b
I R=VEREETE N7 I 7 2 v OMFAROR
Bix, 74RO T S ALK BBROER, HRENIC
FTA VTR EMET A ENRBEI N, 272
L. & MZBWTIEARF O TN 2 B ISR &

w2,

1822 7 Va Ny MHEEIRT Y MZBWT. FFv =)L

19.
19.1

19.2

22.

23.
1)

\]

4)

5)

EstE (10mg/kg) £7X2 73/ 7> (86.7mg/
kg) OPFREO#KRE TIL. FAAROSEYEMIBL 51
BT, BEMER OBARIEIERERE. 3O
Rl 7 07« =7 25 L7223,

BRI ICE T DIBEFEHIFR
;SV R—IUIGESE
—fBFE © b T~ F—)UIEREE
(Tramadol Hydrochloride)
f& % % :(1RS,2RS)-2-[(Dimethylamino)
methyl]-1-(3-methoxyphenyl)
cyclohexanol monohydrochloride

55 F 3 CieHasNO2 - HCI
5 1 2:299.84
T R BEOBEREOHRTH S,
IKIBD THE TR T XY ) =)L, LY
J =)L (95) XIXEEEE (100) 2B T
W,
KB (1—-20) 3FeetE2 RS 20,
Rl 0 180~184C
(LS
H3C\N/CH3
H
- HC1
R OGRS R
O
CH,

V2 el = i

—M%H : 72 b7 3/ 7 x> (Acetaminophen)

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

53 F K CsHoNO2

+ 8:151.16

R ABOBRNIEREOMETH 2.
A% ) —=VIELH I =)L (95) IZ¥ET
273 <L KIZRRBIFITL, Y2 FL
I—TVITHRD THIFIT W,
KEEEF t U 7 ARIKICIET %,

fergiE=

e

OH

=5

1008 [108E (PTP) x10]
5008 [108E (PTP) x50]
5008t (75 AF v 7 58)

EBHR
EANE [ EEARRR (FF4ty MECASE 1 20114644
22HARR. HIRRERIEE2.7.6.3)

) (R FSHEEALPER  EM2ERE SR
) WSV AR RER (M T4ty MECESE 1 2011444

22HA&GE. WFEERMNEE2.7.6.2)

PO R-LOBERKBAROME (FF4ty MEEE
$E : 201 1EE4H22HA&RR. HEEERMEE2.7.2.2.1)
Gazzard, B. G. et al. : ] Pharm Pharmacol.
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10)

11)

12)

13)

)
R

24,

26.

1973 ; 25 : 964-967

FIY F—LORBMOBFAO (FTF Lty MEIEHR :
201 144 F22HAGE. HRFERMNE2.7.2.2.1)
Thummel, K. E. et al. : Biochem Pharmacol.
1993 ; 45(8) : 1563-1569

Raucy, J. L. et al. : Arch Biochem Biophys.
1989 ; 271(2) : 270-283

Goodman & Gilman's the pharmacological basis
of therapeutics. 11th ed., The McGraw-Hill
Companies. 2006 ; 693-695

FIY F—LORBMOBAD (T Lty PRI :
20114F4H22H%&GR. HFERMNE2.7.2.3)
JARREREREICBI2 P I R LOEYHE (M7
Lty FMEEASE 201 15F4H22H&R. HEERME
2.7.2.3)

Zapater, P. et al. : Aliment Pharmacol Ther.
2004 ; 20(1) : 29-36

BHREREREICBIS NI F-LoENHRE (M5
Lty MECASE © 201 1F4H22HAR. HEEREE
2.7.2.3)

Prescott, L. F. et al. : Eur J Clin Pharmacol.
1989 ; 36(3) : 291-297

EANEMHERER (T4t y MELESE 1 201 14E4H22H
A, HERERMNEE2.7.6.6)

ENEMAERE (FF4ty MidASE : 201 14E4H22H
AR HHERME2.7.6.17)

HAE fth: HORESRAEE. 20125 58 1 110-122

) Raffa, R. B. et al. : ] Pharmacol Exp Ther.

1992 ; 260(1) : 275-285

Raffa, R. B.: Am ] Med. 1996 ; 101 (suppl 1A) :
40S-46S

Bjorkman, R. et al. : Pain. 1994 ; 57(3) : 259-264
Pelissier, T. et al. : J Pharmacol Exp Ther. 1996 ;
278(1) : 8-14

Tallarida, R. J. et al. : Life Sciences. 1996 ; 58
(2) : PL-23-PL-28

TYaNY NEFRT Y MBS F S R—ILIERE
EOT7E 73 7z VHRABRSICKS8EER (M
Lty MECESE : 201 14F4H22HARE. HEBERBE
2.6.2.2.3.2)

NERERERUREVWEHEE

HKASHIGEE BESEKRE

BILEELHRFET#E3697FH8E
8. 0120-647-734

REAGERES

26.1 BGEARSEIT

‘// ttas PR

BILSELMERITRE3697 &85
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