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TOARASET COMBINATION TABLETS

B R R
FREE 367 A

1) EE—-EAMEONTRI LTS &

1.
1.1 FRNCKWEELFEESPRATIEThIHD &
ICEBEL. 7EMP I/ 72 DO1BHEES1500mg (&K
Flage) 2B I SHETCRPKRET2HEICIE. THY
I ReE 4R da 0 L. EEICRETSHZ &, (8.6
B
1.2 XKERSIN—IWRETEINTI/ 7225801
NEH (—RAEELREESD) EOHRAICKY . BEE
BELEB3HZThPHBELD. ChEDEFEDHA
EBIFAZ &, [13.1. 13.28 8]

T

=)
=

A 12RO/ N [9.7. 1511

2.2 73— v, BEMRAL SEA. A Y44 FeERmAIIE
FRERISERIC & 2 Rk rhEE g [ i S O IR
HlEEXEIBThAH 5.]

2.3 B/ 7 I VELEEE (MAO) FHEH (L XV v
B, IHFVUAVIERIE., 74 FIFAVIRIE) &8
Lo, 3G 4ADINORE [10.130#]

2.4 FU X7 VIG5 O BEH RS k%1
HEELINO &S [10. 12

25 WIEICK D+ TR SR TOAEVWTA»AERE
DERAELT 2B Zhrd 5,] [9.1.151H]

2.6 EELED DS 2EFE [EELREE L 2B Zhy
»%.] [9.3.1%H]

2.7 AEIOB S Zx UBBEREDRETEED & 5 8% [9.1.5
]

(R DER)

%[ 2.8 72D VIRE JEZXTF a4 FUIEESERANC X B

BREOHER) X2 OMEEOH 28H [T 2K Vv

EORIEIZ T T 2 %275 vy AR EEH AR S- L

TWaEEz26h5,] [9.1.11%MH]

3. MR - R
3.1 #m

R & % F7 Iy VEAEE [H9 ]

FUR 1gEh Him b 7~ F—ILIERBIE 37.5mg
A7) 1oy HR7x 73 /72y 325mg

WREra—-2, L7y LTIV FyTvYa
—LEF )Y A, by EQAVFYS Y, AT VB
WO Al xv s, e Faxua— 2, JURKNY. BT
V. v uaIT—)L6000EP, #@ = kg, oLy
ZYa—)L, ALY

3.2 RA DMK
K 58 % b7y VEESE (&3]
Al ¥ WHEDT AN LT —TF 4 VI
* fHl xE
ot Z ’ 735;7?‘ @ ’ 735‘;73\

RAfEf915.5mm  FHEY6.3mm  JE 5. 4mm B aAY441mg

EE-N FT IRy b BTH

4. REERIIHHR

A EF A NEEEHI TRERE L TRORBRICH T 558
OFED A IR HERRE

OtRERDERE

5. MEERIIHHRICEHET 23T

GED AR EERE)

JRIK & 25 2 SERZS, ORI - ARSI, REFY 22
& E 0 7 A A ATV KA OF G- O & fHE IS
422 &

6. AERUHAE

GED AMIEMER)

WL, RIS, 1EI18E, 1HARKROE 54 5, #5M6E
B4R EZr 5 2k,
Ik, GEIRICIE U BT 528, 1RI28E, 1H88E4
AT LENWZ &, £72, ZEBEORE5 38T 5 Z L
YL,

GRE%DER)

WL, BRI, 1288 &R 1% 54 5,
k. BS54 1213, G & 4mR DL 22T,
1m28E, 1H8GEA WA TG LAWZ ., £7-. ZHHEIED
50T 5 Z e A& Ly,

7. BERUAEICEET 3EFE

GED AtEIEMHER)

7.1 HBE OB
AFN G- BIA R OEME 2858 U T3 2 B % 4 208105
S WAL, OB A BEBEANDERERET5 2
Eo o EHIRER R ORER 2R L. &5 0fkkio
DEPEIZOWTHRETT5 2 &,

7.2 #5OhIE
AFN OG- A2 BIE Uk < o 723855103, SBRIERO R
BP0l L2IlikET R L,

*7.3 7 ALY VIE X327 ORRERED & 2 -EE IR L TAH
ARGS9 A,AE. 1RgEE 52 &, [9.1.15511]

8. EELEARANIEE

8.1 AANZ. 188 + 7~ F— i (37.5mg) KU'7
73772y (325mg) ZEULEASHITHD. bI~
F—LeT7¥ 7372V NEORWERRRIT 55 %
Wb 578, HUNAROFHEBRETT5 Z L.

8.2 MK DHEMIKIGFEEL B ZENHLDT, BlgE T
STV, HEICERS A28, [11.1.451H]

8.3 ML, WEH:, HMEOERLSEDLIDEZEND DD
T, B Ao, BD - RS xR & LTl
HAIDOOFH 2. RN 253 E UTHE TRl 2%
B AaE, WYARAEEITS Z k.

8.4 IR&. »F\V, HMkHENKZIZZENH DD T, KAl
Pe5-rh 0BG BB H O IR G R 2 0 5 #R O IEIC
MEXEEVWEIPAETEIE, k. ZHNkcLA
BRI S 2Bl RE ST 5,

8.5 IYYEA RN LT 2 B2 N d 5D T, BlgE+71C
752 &,

8.6 HIEAMEEIRETIBEINIH LD THET ST
L. THFT I 72 VOIHBEN1500mg (KAl48E)
BT EHE CRMR ST 258 103w R IS TR R A
BTV, BEOREEZ IS T2 28, BHETESL
LRG3 58126 - QX RER A 417
HTENEF LV, F72, BHETERS T 2564 135
ICEBEOREZ T IcBigRd a2, [1.1. 11.1.92MH]

8.7 SRANC X AR HITIR AR Cld A <L RHERRATH %
ZEICHETAZ L,

_1_




HENE=2HIH8EFICHTIEER
SHHE - BIEEEOH 2 8E

BEL3E)

A TALPAZDREMEEIICNS DBREFEDH 5 E
#H. HHIVIIEEREORKREF EERIME. RBER.
IV A=V RIIEYOBEBFRIEIR. PIREERLES) 257
BE GBECLLVTIEEEIFENhTVEVWTADPAR
EHxR])

AENE G-I BE 2+ 31207 2 & EEREEERT 5
ZENDH B, [2.58H]

9.1.2 MIRINFRREIC H B B
IS % YRR § B 5 2 hohid B,

9.1.3 HICRENESOH 58E
IR BEENIED FRERTBEZ NN H 5,

9.1.4 EYOE AR IIEYKEFEEADH 5 BE
R 2 RENOAE BRI, FARICER > TR 545 2 &,
AL TR0,

9.1.5 #EA A NEBHICH URABIEDBREFEDH 5 £F
(AEI DK X UBBEDEREENH 5 BEFHR])
[2.7&/]

9.1.6 Ya v IREIIHDIEE

TEBRA G R WEIR I 4 ok A B 2 hhi b 5.

1.7 HEMEEE ZTOBREREOH 5 8E

ERPNEAL U R AT BT hyd 5,

1.8 MAERDEEXIIZTDRERDH 58E

JERPBALUI TR AT BT hh b 5,

9.1.9 HIMNEED&H 3 BH

MIMISRERE AR Z B Z 2035 B,

1.10 DIBEEREDH 2 BHE

JEIRDEAL I OAED B 2 B 2 b 5,

9.1.11 KEXREDH 3HBHE
TERANEAL T 22 hhd 5, [2.88H]

9.1.12 ZILaA—ILEEEERE
fiFbEEA H 5 bhd < kb, [10.25H]

9.1.13 &8 - EXRBIRE - BREZHILLDZ TNV EFF >
RZ. BRAKERDH 3 BE
FEHER 5 5bhed< kb,

9.1.14 18RO, AR IEIRIFEIFREREIIE
ELERBEEET5RE
B5LannwZ e, HEERFEIIROY 22 B3 ENd 5562
nhas b,

GED AMIERMER)

#9.1.15 PAEUIHE GEX7FO4 FMEERERFICEL S
HEREDFER) NIZTOREEDH 5 HEE
AEEHCT, o7 b7 327 2 v 8EE RO H
BHRfiAZET AL, TAEY VA IZZFORARED
HAHBETIE, TN T IV 72 vOlAB -0 DREKH
HIZ300mgll T & T3 2L & XT3, KFNZlIgEd
Z7X 73720 %E32mgE AL TWS, TAYY v
MEDOFRIEIZ T a2 275 v Y v AREEREMNARES- LT
W3EEZON, IERPBNIHREEZ T ZhL S
%, [7.3%]

9.2 BHpEEERE

%¥9.2.1 BEZENHIEEHDIVIZTOHREENH 2EE
B ROWE., WH5BROLEREA4ZETLZ L, JERIE
EXIZHRE T BZND BB, £, B HEE 2 Hit
L. TEAROCEWER ST 2 2hhd 5, [16.6.22%0]

9.3 FFipElEE RS
9.3.1 EELHEEDH 5EE
WELknWZt, EEsREL 2B Ehhd 5, [2.65H]
9.3.2 FEZENH3EEHIVIZORERENHZ8E (B
ELBEENH2BEEKRC)
JHHREDBAL T 2 2 M0 b B, £, LR 2
L. TEHROCEIEARE®S S 252 hhd 5, [16.6.1511]

9.
9.1
h
9.1

*9.

*9.

*9.

9.5 1¥i®

9.5.1 MM SRR L T B W HEPED & % Lok, WL
DOAMENERPEZE L5 &Rl X B 5E 1205
52k,
b7 F— USRI A di U, A SIS RS R A, &
IRIIRTE S ONESERE (. 36 N HRTASE L J OB RE AV X
T3, £/, BERT. M5~ F—ILESEEK,. o
LR OHAEROAELFIC B E KT Z EnRESh T\ 5,

9.5.2 IERBHDLMEANDT L b7 I ) 7 2 VOEGIZXD
RRICEIRE NG 2RI T2 b 5,

9.5.3 7 b7 37 = VIFIFREBIHO S v b CHRIRICEE
OB AR T Z EAWE X T\ 5,

9.6 ®ILIF
WAk xE5Z L,
BT EPWMEINTNS,

9.7 MR

9.7.1 12IKiEDIE
5Lz e, NI BN, 12RIMO/NETHEE &
OEELIFEIHID ) 22 BEnEOWERH 5, [2.15H]

9.7.2 12 Ll ED/NR
125 2L LD/ 5 7R R O At A fafm & U 721
PRERBRIE NG L T,

9.7.3 fBiG. BAEMERMETREREXIEELHEKREE
BT 3/

BELnwZ e, EHELFEIIHIOY 22 B80T 2 %%
nnbs,

9.8 SpE
BEOREEBSE L LN G EEICREG 45 Z &, LA
METFLTWEZ NS G - PRIEASELE U RIE- A
»EbhRT,

10. #HE1EH
kT~ F—JLid, FIZCYP2D6 K U'CYP3A4IZ & - T
xh3,

10.1 BERAZR

b7 B =ouid Fh AT

(BFRLEWCI &)

A BRPREIR - 158 )51k By - fabRiAr
MAOPH A1 SHENZ BT, 2 a b= W RO L A A3 Bk X
L LR R A (AL B, JEE JE I F 7o, iR o
1 WOEEIH, A RE T e P =y EMT S
(z7v-—) M., A -2, THI|EEIONS,
FHEY VAV \E) EEDPIRAER (R
VI WFTE), (G, SO, BE,
(7ov o b)) |UERG) . PR (RIS
BT 4 F 3R RODIAE R (MG, S
OV JE) O & FHER A &
(2 74F) [MTwb, MAOFHEA % 1%
[2.35H] Grho g E PGl 14

HUNOBH T35 L
Z&, T KARRG IR
IZMAOFAE Al D 5% [k
T 551013, 2~3HH DI
faZ22F 2 Z EREFE LU,

FOAT x VG BPEIR AR Z T2 N2 b | ud B 4 FRZEFERA
5 L5

%, E7o. SURERANRSTT | OBAMHEIC LS,
) voua SBENDD 5,
[2.451H] FIR T = VIS A 5
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Wigh kT Thhd b,
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fri ARSI %
ZBRBUS DA | a b= UHERERE (BEEL, W AROIAIZ AR T A3 R &
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YD AR THE) Abbbhsk| L ELLNS.
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5 DfabtkE Rk E 5 52 h

IEVPE LR U3 F ORI,
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KO R A P
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WRAAEIR - FEE T

B - fabrix 1

HANINTEE v
T )N L —
)2

TJr= MV
TVIRY
V7YY
4I=7YF

k5= K =)L [fil R EEE MK
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72, THE DHEFH DR
F# CIEAT AR R A A &
. T b7 7 R
Pz kaREEECRT<
B5HEDOWREND B,

Zh 5 DX O IFAH
R REREERIZ & D |
k7~ F =L DfHH
Rt xhs, £72. 7
Y NTI) T UNH
FEME oV -7 &
Fh-p - RNV F )
VA Iy AORBE
s,

T»:—w(%

b
[9.1.12%:1#]

IR EC 22 Nhi b
%

F72, T — L REAE
BT b 7372V ERH
L7z ZAAREEKI L
LOWEDRD S,

FEITA LA FH 23 G 0 &
haeEi16N%,

T I — LRI &
5CYP2E1DFFEIZ &
D, 7 b7 /72
v BIFEN & R ON
~THFN-p XYY
F 04 3 ARG
MWEdEE N5,

F=Uv

M R 58S 5 B2 h
Bdb.

A

o =) v RBUEL
7l

A PES 71 ba e v
DRSS D 27 < ) v ik

A

INT 7Yy \MAIOMEZ RS 5 2 &
b5

vIFT Y UaE Y SRR 72 & BT
DHEL D B,

FyxvEray
SRR A

AFNDEEIE % 155 < ¢ 5
BIhhdb,

AAlOHIKIZI 1) 5 &
o b= VAR &
hdeEi16h%,

TV INT 4 v
Ry Ay &

AAND ST & e <
BIND D5, Fio. BIE
RERZ T ZhAD 5,

AHDPMER S % pu-A
* A NREROEST T
T=ANThHb7:0,

IFZILTAbLT
U — L EA B

TY P73 T YOI
EMETT 5820 hd 5,

TFIUTALTIF =D
MARIE A L3R 5 3 2o
H5.

IFIILTAbT VL
—LEFICB 57 &
NI )T VDTIL
s a v ity & ek d
ALEALGND.
T bEMNTI T2 ViE
IFZNLTZALTTX
— L Dl Efa A %

T5LHEI6ND,

1. BIfEA

WOFWEH S 5N BT EMdBDT, BIE 24T

W, BENRYD S B

EirHZ L,

1.1 EXAEMER
NAA Yavy, PFI745%2— (HEAW)
IR PR S, NS, EVREIE. BESRd S bhd T EN

b5,

3G E b U, )

11.1.2 &# (0.2%)

11.1.3 ZEE% (0.2%)

1.1.4 &M (S AH)

RIS, W, R R SRR A4 C %
ZEnH B, KFORIE I EFIZ BT, Wk, A
2, RREE. AIRE, EEHE. Rk, HER, 3=
v 2 F8E, KR, SEIERAE. HIBHORIIEMSELC ST &
BdH5, [8.2%MH]

MA5 PEMHRKRFEIEBMMBEIE (Toxic Epidermal
Necrolysis : TEN). BEMERIEEE (Stevens-
JohnsonfEf&EE) . SMEARMRSMIRAEE (B AH)

11.1.6 BEML CHE ARH)

MGk, DRI PRISE, Fe#h, i DRSS 5N -EEIC
i, R, WECT, Mg~ — 7 —Sohd %
Efid 32 L, RENRDSNHEICIZRS 2 b L,
RIS R AL E Y AORGHOWEY) L E AT Z &,

11.1.7 HEMHER. SHBEEE Y AR)

11.1.8 IFERMEOFERK (FEAHA)

11.1.9 BIERFR. FFisgERE=S. &E Y ARH)
BIHER 2. AST. ALT. y-GTP® E5-% %15 IFHEER
EHOAEAHEDNBET ENH D, [8.65MH]

11.1.10 FEREBRRAE (BE APA)

111,11 MEORINGE] CHEANHE)

11.1.12 FHIMBBUEEEE (S AR
VIHER & UTHRIB, BEDSA SN, FICHHEBREE, )
VOSHIRERR, AIMEREIN, AFEEERG %, EAY o SERHE
HEMEO BRMOEELRBUERR S 5 bND T L dH
B, KB, B FALRZTA N6 (HHV-6) D 4L

ZOFEELEES 2L, PR B, B
B FHERER S OEIR DR & B VB L5 Z & A8
HBHEDTHETSZ &,
11.2 ZDOMOEHER

o 1%L L o s 5
5% 1 St 1%A i A
JEYURE B O ErnePS
A e
[T AOD) i
VSR
R B Ok B [ =11 ETEN i1
TR B
izl AHE E- NI SHEL. ZEE,
AR m A,
B BEAE
5 OWi. HEY
GLA. 4 VK
TV A, HEE
wgERE, B
AE
HIRERRE | fE AR (25, 9|IRTE R ARESIRTUAE, R B kA,
%) . %8 WG . B R0k, SRR
P F 0 TR ) | E SR
(18.9%) . EORE. AR
U Bifi 7 E B, 4
PR RRRIBRI, Fr
SE
MR PR IE K, fOE
B K Ok HAWRE, H
e [IENIETL USRS
[
N g N SRR
I B WL . 1E G I JE . ke 57
) PRI
(2N ] WP PR T
6 R O R
Fids
Bk L (414, TR, i, (WETRE. &
%) . W& nE| LIRS, LIRS %, S k| pRiE
(26.2%) . f3 |z M . W4 AG| . REERRE .
FE(21.2%) . | RE. B | Wi, sk,
H AR B 0 N B 71
LA L
Emﬁ%ﬁggﬁﬁﬁ
R MO | 2 5 FRAE R, &I
TR e, @wiT
R OTR PR [ 8k TILTIVIR, |ZIR
fi JREH
A By PR T | S 178, (85 M AT, 9% 97 .
U5 R AT &, FEE | JpE, MK E N iR
R TR (=i
R A WA AR,
1L o C P K 84| IR I,
B I th R ANE 2 E
FEIL (| A, IR E AR
MUY Y|P iR LT
M, M|+ = > 84, 1
EUILE VB T TRy R
T L DR ARt iR B
Bk, R 7 |0, o v 7
R BERE | = i, I
FPIREEBEIN, AT
HHERE SR
B, g LRGN 3
KOUES
B
13. BERE
13.1 R
b T F =L ORI K B EE AR, WIS

RGN, A, EERME. OEIETH S,

T N7 72 VOREERSICED, RO Z IR
bb, Fo. TEIT I 7 2 VOB GECHFR - B
fid - OARDBIEMNI T 5 7= L DMENH 5, WELEICX
B ERERIT. HHBEUE, B R, B, lE, EBR
& EHA. BITETH B, [1.230H]
13.2 i

WELE & LT, KE AR U, ERIZIS U 2200 B &
TEBROE I AITS T &,

b 52 F =)L O ESE512 & 2 MR Z ORER A e b
DHEATE. S uxy yREMELAEN D DA, FERAE
EFRTEBINAH S, £7-. b IV F—IENIZ &
DIFEAERESRAE N,



TEXNT I T 2 OMERGIZXBIEIRNEEDN S LA
. TYFALATA Vv ORGEBET DI L, [1.251H]

14. BRAEDEE

14.1 BFZFEOIE

14.1.1 PTPREEDHANZPTPY — M A2 5HUD L TIRAH S
525583528, PTPY— FOBEAKIZKD ., W
IS ERREIEATIA U, FICI328 504 36 2 U CHighRil 2
LOBEELAIIEENRT LI LMD 5,

14.1.2 /NEROFOE» VIS T2 L 0BT 2 &,

15. ZO/OEE

15.1 BERR{ERICED &4k

1511 7 7372 vOEMEEY (72FEFY)
DOEMRGIZXD, MBREFEEEITIENH 5,

15.1.2 BH A UEIES OB E 2 #HE L2 2 A, Hlt
B (7 2 FwF V) BEIERY - KEICHR () B
FAR1.5~27kg, RAIHIRI4A~304E) LTV ARZWED
Wb B,

15.1.3 JEZ2 7 u 4 FYEESENA 2 B S chThwbs &
PEIZBWT, — A RESBD SN EDWELH B,
15.1.4 EIZMIZCYP2D6D WM EFITH 5 Z & I L
TW5 % (Ultra-rapid Metabolizer) T, F v F—
L DTEPEAH O LR A S U IR O R E
DRELPILADIBENND S,

15.2 FERRRABRICE D < 1%

15.2.1 FPLta (72 F € F V) OEH - KkERS5 L=
BT, MERESRD SN DML D B,

16. EYEE

16.1 MARERE

16.1.1 BEERS
fHFERABMIC N S~ F— Ui - 72 v 73/ 72V
BoAgEl~388™ (b o~ F—ILEMIEE LC37.5. T5K 0
112.5mg. 72 b7 377 x> (APAP) & L T325. 650
K 1975mg) AHHEFROREG L2 2, BE5RICHhH2DDS
3. F I F—= [(£) -TRAM] KUAPAPIZHRH» I
W X, () -TRAMM UAPAPDIMAEHIRE X T h
AR GBI~ 20 R R OFI RN Coan T L 7252, 2
NZFIHI5~5 . SIFR KX OSSR Dt TR T L 7=, Wlisd
Oy BRI R AR L2, £72, (£) -TRAM
R I IEEREO-i A F L I~ F—0 [(£)
-M1] ISfRE X L () -MIOIUAE R 33 5 R 20
P2 Cnadl Z3E U 7282, 96 . 5FI Ot 2 T T U 7z, g
() -TRAMKU (&) -M1O&FHGERMESE [(+) kK&
U (=) K] OISR RS R O S B RE/ S5 X — 4
L Ty,

W) AFlOKRE =1 E R85 TH 5.

NI v R — VR - TR N T 3 7 VEAEEL~ 35T & HIERR LR

L L7zL 2 olifh (£) -TRAM. (£) -M1KXUAPAPOSRYH)RE, <
FA—4

FF~ F =L

o7 TSN GG e | )
15¢ i3 | 0530 Gep 5108
TRAM 26t (55 | 0505 G |56 Q0
Y | ey |a.05.0| dood |56 @D
16% (%:(23) (o.éig.m (36539.'74) 6.4 0.9
S 26t i) | (.00 | Gazy [63 09
3" ooy |0.03.0| Gy |63 09
1 6o l0505| @yr |28 00
APAP 26 03 0505 aray |33 09
3k @y | 050s | asne |33 00
a:ng/mL (N=8, “F¥ffi (S.D.), tme; HULf (GHFH))
b : ng-h/ml.

16.1.2 RE#HE
ATy S~ F—LIERE - 7273/ 7 =
VECASELINIIE28E (P T v F— I UiEEEE & L T37.5X
1375mg. APAP& L C325%13650mg) Z1H4[R] (61 Z
&) RIS (P~ FP—UEBE - 72 b7 3
7 VECEBELSE C SHML. M~ F— LIERIE - 72 b
737z VEAEEE  SHR) L& X, 1MmiEh ()
“-TRAMMK U (&) -M1IBRE IR IE R OG- B hA 1% 481 e
FCIT, F MR APAPIRIE 13 AR % 5. i 7% 24 BF
METICERREIOEL TR, £/ o hir 5
f:l)o

I F—UIERIE - 72 b7 3 7 7« VEAEELIN 328 A 1 H4M]
(BRI Z &) GRS (b~ F—UERIE - 72 73072V
BiAgElde c SHM. P~ F—UMEBEE - 72 b7 3 7 = VEABE2
$E AR U7-& 20t 5skolnigEh (£) -TRAM. (+) -M1Kk
U APAPOIEYHTE ST X — &

. ) M}L}@@ Chmax tmax AUC- t1/2
HR f"‘l jgéé;i‘ 7/l (ng/mL) | (h) <‘I‘ngL'§1/ Ra T ()
. 290.6 1.0 | 1141.2 | 1.3 | 6.6

(+) - : (72.9) | (0.5-1.5) | (265.8) | (0.5) | (1.0)
TRAM 2p 542.6 1.3 | 2355.8 | 1.3 | 6.5
e (114.4) | (1.0~2.0) | (533.3) | (0.3) | (0.6)

15 78.5 1.3 325.2 | 0.9 | 7.4

(+) - " (18.7) |(0.5-6.0)| (88.0) | (0.1) | (1.4)
M1 - 142.0 1.3 666.6 | 0.9 | 6.7
e (29.3) |(0.5~2.0) | (103.8) | (0.2) | (0.9)

15 6.7 0.5 17.4 | 1.0 | 43

APAP ’ (1.6)* [(0.5~1.0)| (2.8)* | (0.1) | 2.7)
op 11.0 0.8 304 | 0.9 | 3.3

e (2.9 [(0.5~1.5)| (4.9)* | (0.) | (.1)

a ‘ ng/mlL (N=8, ¥l (S.D.) , tmes HYefil (FPH))

b pg-h/mL

Ra: &FFE (RFER5%OAUC/HIRE L DAUCS)

16.1.3 EEBICL &
fEFERATEIZ S~ F— LB - 7273/ 7=
VEIESE2SE (T~ F— LR L L C75mg. APAPE
L T650mg). bt I ¥ F— LiEEIE2H 71 )L (75mg) X
IZAPAP 2% 7L (650mg) % ZHF RIS L
&, IV PN-UERIE - TN T I T 2 VEAS
$EAPES5 L= E D (£) -TRAM. () -M1KUAPAP
DIREI ST X — 2%, | T~ F— LRI N O APAP
EENFRHMTHRE L X LM AERL, (L)
-TRAM. (%) -M1KXKUAPAPO#YEREIZ F 5~ F —
KGRI I CAPAPORI A IZ L 3 BIIRD b h >
7=v,

16.1.4 £ FHIREZSMHER
FT Iy MEEEE [H32] EbTaty MEAEEE.
A AF ==k 2hFhigE (b J~ F— LR
137 Smg N7 £ 7 3/ 7 x 325mg) {AEERR AR IS
FEEH MRS U g 2l U, 5523y
BIRE/ S5 4 — & (AUC. Cma) 12DV TI0%ISHEX IS
CREFHIRHIT 247 > 72455, log (0.80) ~log (1.25) D
PHACH 0, Wi OEMEN RSN ER < h =2,

(1) Mm#gEch (x) -F S FN—JVRE

AUCo-36 Crnax Tmax T
(ng-hr/mL) | (ng/mL) (hr) (hr)
S VN
bT2E LIRS 64 51007 112.6223.9) 1.120.5 | 5.41.4
- - o
fz&t v MCESE 658.84207.4|109.94+23.8| 1.3£0.6 | 5.5*£1.3
(mean®S.D., n=24)
(ng/mL)
140
m
120 |
fex
’_‘F 100 -
x —eo— h75ty NEAER [T )
" g0 ] -0 I Lty MNEAER
_; 1L mean+S.D., n=24
2 60 {}
}I“ 40 i
Ju | 1
® 20 | !
B : N
01234 6 8 12 24 36
RFRE (hr)



(2) M¥FDRTPENT I/ T RE

AUCo-36 Cax Tmax T
(ng*hr/mL) (ng/mL.) (hr) (hr)
7Ty MR SE 15653.1 5515.4
ESENNL: £3508.1 | +1799.7 | 0-9%0.7]4.6%0.8
t 7oty PEEEE. 15470.8 5174.2
15 +3395.9 | +2061.3 | 1-0%0.7]4.7%0.8
(mean*S.D., n=24)
(ng/mL)

8000

6000 |

—o— r7 Tty MNEEER [T )
O

Fo Lty MECESE

4000 v mean*S.D., n=24

2000

RSE\ AN N TN SR

0
01234 6 8 12 24 36

B (hr)

MUAE PSS ONZAUC, ConZFDI8F X — &1, PERH O
R, RO EREUOIEL - BRI O R ER A K > TR s B ATRE
Pend B,

16.2 DRI

16.2.1 BEIC L&

R AIC b T~ F = U - 72 b7 3 7 =2 VS
FE38E™ (b v F—LIE#IEE L T112.5mg. APAPL
L C975mg) % @lglifik e O lEic 7 2 L AR
PBHLZEE, (£) -TRAM. (£) -M1KXKUAPAPOD#E
WEREIZ IS K AW TR b e 5 728 (4
EATF—2%),

16.3 9%

b MUEEASEE : () -TRAM (0.2~10pg/mL) &
U'APAP (280pg/mL) #20% (n vitro)®?

16.4 55
(£) -TRAMIZ E 2P TCYP2D61C & b 36 M AR 3t
(£) -MUZRRE &N B, 72 Z OO T2 REHRERIE,
HFlETOCYP3A4IZ K AN-JliE X Fouft, o avigiy
BHROHEBHETH 5. APAPO LB, ITET
DNy viEis . WAL UIZCYPIA2, CYP2E]L
KMOCYP3AUZ K BN-T X FI—p-XNV I F VA4 I VAN
OBL R ZFD I I A FF Vs Th 59710,

16.5 HEtit
TEFERASHIZ b I F = UGG - 72 b7 3 ) 72 Y
BlA Sl ~3E™ & HRFR O 5 K U b 5~ F —UIEIRIE -
7 b7 37 2 VEAEELRITIE28E A1 H 4R (6 Z
L) RIEROHRE Lz %, (£) -TRAM, () -MIKU
APAPOD RARIR btz (Bn) : $e5-1%480F M, K15 @ it
WP 5254805 0) 12, ThZh&R580018.2~20.3%. 9.4
~14.8% K V2.5~3.3%ThH ., HHEKOKERGIZX
BRBIRD ENED» T2V,

16.6 FENDEHREETH8E

16.6.1 FFikpEREE

(1) FSYK—=JL
HFiZE 1200002 b 5 N — LIEEEE » 7 2 L 50mg % %
G Lz e &, (R &L CIliih b 5~ K=
DCrmasx M AUCITPHF IR L. t1213592 . 6f5ICHER L
7= BHEAF—4), [9.3.2%11]

2 7 73X/ 7z
IFiRERE R (g~ g« offl, &% 50 127 &
F7 377 2 1000mg ARG Uz & &, @R &L
BLTHER 72 b7 37 7 2 v OAUCHIFRL. 7458500
L. tr2dd3 2 AERE L7220 (SMEIAT — %), [9.3.22 1]

16.6.2 BikpEEE

(1) FSTRK—J
ERpEERY (JLT7F=Z 02 ) 7T VA 80mL/min
LIF) 2160 + 9 < F — U3EERIE100me % SR 5- L 72

Lx.MEFR NI F—ILDt12 R TAUCITEEER A D
FNEFNRARTLHER V2 TH -7 WHEAT—4),
[9.2.1%1]

Q) 7 7IXI/ Tz

BRheRE g (L7 F=v 2 ) T TV A - 30mL/mink)
T) 1367 b7 37 7 2 1000mg &R E- L7z & %
258~ 2B OMIEH 7 £ 7 3 7 = v Dt
RN (4.90FR) &R L T11. 70N ER L. AUCs 20 d
Lo L 7212 GHEAF — %), [9.2.1511]

17. EREREEE
171 B ROREMICET 258k
GED AMIEMERS)
17.1.1 ERNE I HEER

JESRRE XA AT B EE & sl X . JEZ 7 a4 N %
SEIRAN ORI 512 X 0 +53 A SRR & s ek
KRB E187TH (P~ F—LKRgE - 72 b 73 /7 <
VECEBEREA, 7T L AR A xRS, IEEM T
P P LB - TR T3 7 2 VEEEELRILI~2
SEATHAMDEBRS L2, —EHERENOBITHEL
M7z U=, P P LEBE - 7 73 72
VEIAEEIE T T R E T VX LIZE D Y TS
L&, “HERFTCO#EFEIRA+mE24 XV e L
oA XY MNREETCORMIZT T v AREEIRL L T F
— IR - TR T I 7 2 VES R CAEBIZEL 5
7= (ar5 v o#E. p=0.0001)",
17.1.2 ERREPHRSHER

KRR (BE. ZRMEEE, B v~ Sk
SEMRTE. HEIRIEIE A AR . W PR M el 08 et A e
E) s EMRE A L, JEX T a4 FYEREAIO
R G2 & D+ e S0 R & e W B 19001 &
Rz, P N LERIE - 72 N7 2 7 2 VA
1M1~28E A 1H4M, EEEK L CIEEBR T THRES2ERM
5 L7728 2OVASIEOTFHEIE. FiEi%IH065.80mm
2R LT WBEEMI28121329. 93mmIZIK F L. D%k, A
W52 F TIRIF—E D THERE L 221,

FIVER 3 BI=1Z, 96.3% (183/190f) T&H 7=, T&Rl
TERIE. 01020 (53.7%) . fHFE74%51 (38.9%) . M
7L (37.4%) . FEtED £ 0510 (26.8%) . R3S
(20.0%) TH 7=,
GRE%DERE)
17.1.3 ERNE MR

B HIRG R OV 7 ] A AR & 3 B T BEER AR M b ol i
11U, TR & iR 7 8% 32801 (5~ F — LIk
W77 7 2 VEAEER32(6, v K- L
ERIERe6H. 7 7 X 7 x VEEI30M) A kg,
HEMRF TN F—LIERIE - 7273 7 = VES
gE2gE. b I K= UIEBRIE TS mg X iE 7 b7 I ) T 2 Y
650mg & WM E L7z & &, 5 %8 £ TORADY
FEEOBM 5 %0RAONEE S [&EEL] ~ [58
At | OSEERET, 0.5~8MER F TRUEIIZ G L 72 &
X OB OPEIE, P P LB - T2 T
37 2 VEAEERT.T. P o v P LERRER12.4. T
b7 I T7 2 VHI3.3THD. T F—ILIEERE - 7
Y b7 37 o VEASERE L BSHAE OB A ED D
5h 7 (Fisherd®L.SD, W gp<0.0001), 7. b
T R—JUIERIE - 7R -7 2 7 x VARG RICRE
Wd B ETORRM RAORES [ L] Xt [#E] 12
WHET S ETORME) ORIUEIZFIZ05TH D, ZDHKIC
PR FIE L -8 1230 0 2RISR (iR A
OFEED [HhEE ] Xid [EE ] ICHELT 2 £ TOREH])
O YLiEIZHI2707 T H - 721919

BIfEHI 8=, 57.6% (76/1326) Td >7=, FaRIE
iE, fEAR3OMI (29.5%) . H018% (13.6%) . FaEhikw
V120 (9.1%) . M9 (6.8%) Tdb - 7=,



R DPHG F5 1T B SN R

Wp T 5.7 8IEB] & T A DULEE DKFI
HEHITE 5% qz?’ﬂflﬁ i JufiE Fisher@
+RERRZE | (/s 1K) | LSDik
b o P — LR -
s G 17.7 18.5
,Z;;; '2; /7= R e | (0.0532.0)
e 12.4 12.5
b kKRR Tome| 66 | 12 dc | o (120 o | b <0.0001
. 13.3 14.0
TEbTI ey 60mg| 130|135 | b <0.0001

18. EFEEEIR

18.1 1EAH#F

18.1.1 ST R—JL
T v Mgz HW2zin vitroikBEOER» S, F I~ =)L
FHARER T L, b o< P =L ROTEHEREIMLO
= Er A FRERNOHES, WIS b I~V F—IiZkd
JLTRLFY v ETRT b=y OBELD ALBHESEH A,
SERIEITNCE 5452 £ A 6N 51719,

18.1.2 PP I/ T2
T bW vivoiRBROFER 2S5, 7 b T I T
= TIPSR TIE-I L. V- A FIL-D-7 2,35 %
VEBESHER RO T X8 Y APSERAE T L — %
WSO, BMO T b = VR RE T L 72
HAEM A EX, EEIICBES T3 £ 260590,

18.2 $EEER

18.2.1 ¥ ZDT7XFNLAY VAR T4 Y v 72BNV,
PV F—UEBIEE 7 X b7 2 7 2 OPFHREORS
iE. 7A VRS T LK BB ORMR. HENIZT4 D
VORIGEMNEIT S Z EAmB Y, 2220, e b
BFOWTE b P Ui 72 b7 3 ) 7 2 VO
1 722 SERAE NS IERS S T ey,

18.2.2 7V a Ny PFiI%K T v MZEWT, FIYF—L
GRS (10mg/kg) 71 73/ 7Y (86.7mg/kg)
OPFHREO ST, WO SEY ML 512 R T,
TR R ORI R B, 6 OV BRI e 7 o 7
4 =7 < PRI L 222

19. AR ICRET S E{LFRIENR
19.1 Mo~ FN—JUiEERIE
— MR FR © b5~ F—)LIEREHE (Tramadol Hydrochloride)
{bZ44 : (1RS,2RS) -2-[ (Dimethylamino) methyl]-1-
(3-methoxyphenyl) cyclohexanol monohydrochloride
712 ¢ CisHasNO2 - HCI
¥ 299.84
IR - HEOREMEORARTH 5,
RICHMO THEIFR T, A4 =L, T4/ —)
(95) SiZHERE (100) 1ZYAF R,
KRIEWE (1—20) FFEEMEER X 20,
Ml - 180~184°C
EMZIEVRD N5,
ae2 SEia v

HiC_, CH;

\N/

§
(L:j * HC
@ o
RO GR A

Osch,

19.2 7€ b73I/71>

XL FA : 72 b7 2 7 = (Acetaminophen)

b4 + N-(4-Hydroxyphenyl) acetamide

77T 0 CsHaNO:

sy 0 151.16

PR - AEOfER USSR EOM A TH B,
AL =TT s 7 =)L (95) IR T <. K
RRFEFIZ L, VI FAI—FAHD THEFIZL
Uy,

KELF ) LW IET B

fLshiE

OH
LY
ch)j\N

H
e - 169~172°C
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